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Abstract. Diabetes mellitus is a chronic disorder that affects predominantly the carbohy-
drate metabolism, but also the biotransformation of proteins and fat. Many intra- and ex-
tracellular metabolic mechanisms are impaired which leads to structural changes in the
vascular wall and the heart muscle. This eventually causes their functional deterioration
and the end result is clinical manifestation of macrovascular incidents or heart failure.
People with perturbations of the glucose metabolism (impaired fasting glucose, impaired
glucose tolerance and insulin resistance) are also with a higher risk of cardiovascular
diseases, even before the diagnosis of diabetes. Nowadays we have a cheap, easy and
non-invasive method for early diagnosis of cardiovascular disorders, way before their
clinical manifestation, and that is the ultrasound methodology. The echocardiography
is a valuable technique for the detection of changes in the myocardial structure and its
contractility. The tissue Doppler ultrasound is a more precise method that can detect the
slightest aberrations in the heart muscle function, that could not be seen with the conven-
tional echocardiography. Subclinical atherosclerotic changes can be determined with a
Doppler scan of the big arteries (carotids, renal arteries), and the subsequent calculation
of their resistive index and of the intima-media thickness. There are a lot of studies in
this field which show that the structural and functional impairment could be diagnosed in
diabetic patients without any complaints and with otherwise healthy hearts. This means
that these diagnostic methods should be used in the routine clinical examination of every
diabetic individual in order to predict and possibly prevent major cardiovascular events
and severe heart failure.
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Abstract

Background: One of the most common causes of renal impairment and
development of chronic kidney disease is diabetes mellitus type 2 (DM 2). The
aim of this prospective study was to determine the role of Resistive Index (RI)
as a non-invasive marker for the evaluation of renal impairment in patients
with DM 2. Material and Methods: 47 patients with DM 2 in mean age 62.66
+ 10.081 years were included in the study for the period of one year. All of
them were with well-compensated diabetes mellitus (HbAlc < 7.0%) and
optimal control of arterial hypertension. Hematological analysis of blood were
carried out. Serum and urine biochemical parameters were tested, glomerular
filtration rate (GFR) was calculated, and abdominal ultrasound with measure
of RI was done. Results: Patients with RI < 0.7 and those with RI = 0.7 did not
differ significantly in terms of their age, sex, body mass index (BMI), duration
of DM 2 and arterial hypertension, use of antihypertensive drugs and HbAlc
(p > 0.05 for all). There was significant difference between the groups accord-
ing to serum creatinine (p = 0.026), GFR (p = 0.044) and the degree of
proteinuria (p = 0.001). There was a positive correlation between RI and
serum creatinine (r = 0.418; p = 0.001) and between RI and proteinuria (r =
0.396; p = 0.004). A negative correlation relationship between RI and GFR
values was found (r = —0.413; p = 0.011). Conclusions: RI may be used as an
indicator for the assessment of the severity of renal impairment in patients
with DM 2. It correlates well with serum creatinine, GFR and proteinuria,
which are proven biochemical parameters indicating the degree of renal
damage in patients with DM 2.
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ABSTRACT

Objectives: This study aims to establish cardiovascular risk in obese and non-obese patients in stages of gout by using Framingham risk score (FRS)
and transthoracic echocardiography.

Patlents and methods: This single-center cross-sectional study encompassed 201 patients (160 males, 41 females; mean age 56.9+13 years;
range 20 to 89 years) including 52 asymptomatic hyperuricemia, 86 gouty arthritis without tophi, and 63 gouty tophi patients. body mass index (BMI) and
FRS were calculated. Left atrium (LA), interventricular septum, posterior wall (PW) of the left ventricle, fractional shortening (FS), mitral annular systolic
velocity (57, mitral annular early diastolic velocity (E') and transmitral to mitral annular early diastolic velocity ratio (E/E’) were measured. Data were
analyzed by Kolmogorov-Smirnowv test, Shapiro-Wilk test, t-test, Mann-Whitney U test, analysis of variance test and multiple linear regression models.
Results: There was no significant difference in FRS, FS, 5 E and E/E’ between obese and non-obese patients with asymptomatic hyperuricemia,
gouty arthritis without tophi or gouty tophi. Obese patients in the three disease gradations had larger LA (p=0.007, p=0.004, p=0.039) and thicker
PW (p=0.002, p=0.037, p=0.007). Increased BMI independently predicted the thickening of the PW in asymptomatic hyperuricemia (R*=0.319), gouty
arthritis without tophi (R*=0.093) and gouty tophi (R*=0.068).

Conclusion: Despite the lack of difference in FRS and functional systolic and diastolic parameters between obese and non-obese patients in the

spectrum of gout, merphological heart changes were more pronounced in obese patients. In gouty tophi, it is possible that higher urate load
together with chronic inflammation contribute for the alterations, as obesity worsens them.

Keywords: Cardiovascular risk, gout stages, obesity.

4. V. Grozeva, A. Kundurzhiev. Calcium-Phospate metabolism disorders in patients with renal failure.
Clinical significans, diagnosis and treatment. ActaMedicaBulgarica. Vol. XLVI, 2019, pp-50-56, N1. (IF-
0,21)
Abstract. Chronic kidney diseases (CKD) are commonly associated with calcium and
phosphorus metabolism disorders. The general term of “renal osteodystrophy” (ROD) en-
compasses a complex spectrum of abnormalities in bone and mineral metabolism in CKD.
This is one of the most serious and debilitating complications of CKD. It is related to dispro-
portionately high direct and indirect costs of healthcare, thus posing a major burden on so-
ciety. The development of ROD begins too early in the course of CKD. Some mechanisms
involved in the pathogenesis of ROD are reduced calciferol production, calcium deficiency
and hypetphosphatemia. Clinically, ROD occurs with varied manifestations — osteomala-
cia, osteoporosis, adynamic bone disease. The diagnosis and the treatment are a chal-
lenge for the physician and effort should be made to prolong the duration and quality of life
of the affected patients.
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Abstract. Aim: To study the differences in cardiovascular risk between type 2 diabetic and
non-diabetic patients with asymptomatic hyperuricemia and gout using the Framingham
Risk Score (FRS) and complex multimodal ultrasonography. Patients and methods: A
total of 201 patients participated, divided into two groups: 1/ patients with asymptomatic
hyperuricemia (n = 52), and 2/ patients with gout (n = 149). FRS was determined as well as
ultrasound parameters, independent predictors of cardiovascular risk. left atrial size (LA),
intima-media thickness (IMT) and common carotid artery resistive index (CCARI). Results:
The patients in the two groups were age-matched and conventional cardiovascular risk
factors were equally distributed. In the asymptomatic hyperuricemia group, 12 patients
(23.1%) had diabetes. In this group, there was no difference in FRS between diabetic and
non-diabetic individuals. However, diabetic patients had larger LA, thicker intima-media
and higher CCARI. In the gout group 18 subjects (12%) had diabetes, but the FRS, LA, IMT
and CCARI values were similar among diabetic and non-diabetic patients. Furthermore,
when gout subjects were subdivided according to the presence of tophi, we found that the
subgroup having gouty tophi and diabetes had larger LA (p = 0.014) compared to those
with gouty tophi without diabetes. Conclusion: In diabetic patients with asymptomatic hy-
peruricemia and gouty tophi, a more complex approach for estimation of cardiovascular
risk is needed. Our work suggests that diabetes and fophi might potentiate their action on
the cardiovascular system.
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Abstract: Mesenteric panniculitis (MP, also kmown as sclerosing mesenteritis, mesenterial lipodystrophy,
retractile mesenteritis) is a rare immune-mediated inflammatory and fibrosing condition with unknown
etiology that affects the mesenteric lipocytes. MP is characterized by degeneration and necrosis of the fat
tissue, chronic inflammation and the development of fibrosis within the mesenterium. The most common
clinical symptoms are abdominal discomfort and pain, nausea and vomiting, palpable tumor formation in the
abdomen, weight loss, fever, and symptoms of bowel obstruction. Some patients are asymptomatic and MP is
detected incidentally during imaging studies for other reasons. We present a 62-years-old male patient with
tumor formation in the abdomen discovered during ultrasound examination for other reasons and diagnosed
on magnetic-resonance imaging as mesenteric panniculitis and discuss the efio-pathogenesis, diagnosis and
treatment of this rare disease.

Keywords: mesenteric panniculitis, mesenteric lipodystrophy, rare disease, abdominal ultrasound, magnetic-
resonance imaging.

Abbreviations: CRP = C-reactive protein, CT = computed tomography, ESR = erythrocyte sedimentation
rate, IgeG = immunoglobulin G, MP = mesenteric panniculitis, MRI = magnetic resonance imaging
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Abstract. Objective: To establish the association between serum levels of reactive
oxygen species (ROS) products, nitric oxide (NO) radicals and ascorbate radicals
with renal resistive index (RRI), common carotid artery resistive index (CCARI) and
intima-media thickness (IMT) in gout patients, and to find out whether the connec-
tion is more pronounced when tophi are present. Methods: A cross-sectional study
including 71 consecutive gout patients, divided into two groups according fo the pres-
ence of subcutaneous tophi. Serum concentrations of ROS products, NO radicals
and ascorbate radicals were determined by ex vivo electron paramagnetic resonance
(EPR) study. RRI was measured in both kidneys at the level of interlobar arteries with
3.5 MHz transducer. By applying ultrasound of the common carotid arteries, conduct-
ed with 10 MHz linear transducer CCARI and IMT were measured. Results: Gouty
arthritis without tophi and gouty tophi subjects were age-matched. Serum uric acid
and distribution of conventional cardiovascular risk factors was equal in the groups.
However, in tophi patients CRP and the number of individuals who had suffered a
cardiovascular event were higher. In the two stages of the disease serum levels of
ROS products, NO radicals, ascorbate radicals, as well as RRI and CCARI were com-
parable but intima-media was thicker in gouty tophi. Serum concentrations of ROS
products, NO radicals and ascorbate radicals did not correlate with RRI, CCARI and
IMT. Among untreated and treated with Allopurinol or Febuxostat patients the means
of ROS products, NO radicals, ascorbate radicals, RRI, CCARI and IMT were similar.
Conclusions: In the earlier and advanced stage of the disease we found no differ-
ence in oxidative stress level but the degree of inflammation was higher in tophi sub-
Jects. No connection was established between serum ROS products, NO radicals and
ascorbate radicals with renal and carotid arteries arteriosclerotic vascular changes.
We suggest that in gout individuals intrinsic inflammation has a leading role in the
process of atherogenesis.
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Abstract

Context. Cardiomyopathy is the most frequent
cardiovascular complication in acromegaly.

Objective. We aimed to compare some
echocardiographic markers in acromegaly patients with
controls and find a correlation with disease duration, disease
activity, levels of growth hormone (GH) and insulin-like
growth factor | (IGF-1).

Design. We conducted a cross-sectional case-
control study for the period of 2008-2012.

Subjects and methods. Acromegaly patients
altogether 146 (56 men and 90 women), were divided
into four groups according to disease activity and the
presence of arterial hypertension (AH). The control group
included 83 subjects. matching the patient groups by
age. gender and presence of AH. GH was measured by
an immunofluorometric method, while IGF-1 by IRMA
method. All patients and controls were subjected to one- and
two-dimensional transthoracic echocardiography. color and
pulse Doppler.

Results. We found a thickening of the left
ventricular walls and an increase in the left ventricular mass.
However, these changes were not statistically significant in
all groups and no correlation with disease duration could
be demonstrated. As markers of diastolic dysfunction,
increased deceleration time and 1sovolumetric relaxation
were registered, which were dependent mainly on age in a
binary logistic regression analysis, but not GH or IGF-1.
Using absolute values, ejection and shortening fractions
were increased in some groups. Using cut-off values, a
higher percentage of systolic dysfunction was demonstrated
in patients compared to their corresponding controls.
Engagement of the right heart ventricle was also found —
increased deceleration time and decreased e/a tric ratio.

Conclusions. In conclusion, functional impairments
of both ventricles were present, with a predominance of left
ventricular diastolic dysfunction.

Key words: acromegaly, acromegaly
cardiomyopathy, echocardiography. GH, IGF-1.
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ABSTRACT

Introduction: Chronic kidney disease is one of the most frequent chronic diseases causing disability and a significant decrease
in quality of life. A major role in its diagnosis plays the clinical laboratory because it provides fast, easy and relatively cheap meth-
ods. Although there are well-established markers such as serum creatinine and cystatin C, the search for new reliable biomarkers
to help assess kidney function and to predict the evolution of the disease continues. One of them can be Uromodulin, also known as
Tamm-Horsfall protein. However, its exact function still needs to be clarified.

The aim of the study was to evaluate the role of serum uwromodulin as a marker of the renal impairment in patients with chronic
renal diseases.

Materials and methods: A total of 68 patients were enrolled in this prospective observational study in the Clinic of Nephrology
of the University Hospital "St. Ivan Rilski " for a period of two years (2017-2018). The mean age of the patients was 62.21+11.869
years with the male{femfe ratio 31/37 (45.6% | 54.4%). Laboratory blood and urine tests, abdominal ultrasound with resistive index
measurement and serum uromodulin investigations were performed in all patients.

Results: Serum wromodulin levels were significantly negatively correlated with serum creatinine (r = -0.720, p <0.0001), urea (r
=-0.717, p <0.0001), uric acid (r = -0.296, p = 0.017), cystatin C (r = -0.353, p = 0.004) and resistive index (r = -0.353, p = 0.004).
Correspondingly, a positive relationship with estimated glomerular filtration rate (r = 0.692, p <0.0001) was found.

Conclusion: Serum uromodulin levels significantly correlate with the resistive index and all already established laboratory pa-
rameters used for evaluation of renal impairment. It can be used as a potential marker for diagnosis and early assessment of chronic
kidney disease progression.

Keywords: serum uromodulin, chronic kidney disease, biomarker, cystatin C, resistive index.
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Pesrome. B numepamypama uMa daHHu, He Kmoqosume 3a UHUUUUpademo U noddbpxaHemo Ha nodazpos-
HOMO sbananedue uHmepneskuHy — IL-18 u IL-18, ce acoyuupam ¢ ObOpeyHU U chpdeyHo-chOosU Hapy-
werus. Mvmam anaska pesynmamopHa OyHKUUS 8 MbPBUYHUA UMYHEH 0M2080p U & cbdosama mamaonoaus.
MocmasuxMe cuU 3a Uen 0a uscnedsaMme cepyMHOMO Hugo Ha IL-18 u IL-18 npu KoHMponu ¢ Heakmueu-
paxa ocmecapmposa, npu nayueHdmu ¢ acuMmmoMHa xunepypukemus, nodazpuuyu Bes mogu u Gonxu ¢
moghu U3BBH MPUCMB U da yemaHosuM 0any cepyMHUme UM KoHUeHmpauull ce acoyuupam ¢ exo2paghcku
npoMmeHy Ha Oubpeyume U chpuyemo. poyYysaHemo e C KpOoCCexUUoHeH dudaliH. BrnwYedu ca odlyo 83
nocnedosamendu 0onHuU: 18 ¢ HeakmueupaHda ocmeoapmposa, 29 ¢ acuMImoMHa Xunepypukemud, 22-mMa
nodazpuuy Ges moghu U 18 nodazpuuu ¢ Mogu & MexdynpucmbnieH nepuod. CepyMHama KoHUeHmpauus
Ha uHmepnesKuHUme e onpedeneHa Ype3 eH3uMHo-cebp3ad UMyHocopbesmer Mmemod (ELISA) ¢ Human IL-
18 u IL-18 ELISA kumose (Platinum, eBioscience, Vienna, Austiia). Exozpagcku ca uaMeperu. OuopeqHUAm
pesucmueaeH uHdekc (RRI) ¢ 3.5 MHz mpaHcowcep, padomely ¢ nyncosa donneposa yecmoma 2.5 MHZ, u
UHOEKCBM Ha NesokaMepHHama MyckynHa Maca (LVMI), ¢ 2.5 MHz mpa+cdwcep Phased Array. JasHume ca
aHanusupadu ypes One-Sample Kolmogorov-Smirnov, ANOVA, Tukey HSD, Kruskal Wallis, Mann-Whitney u
MOYHUAM mecm Ha Fisher. KopenauuoHHUME aHanu3u ¢a u3gbplieHu Ypes KopenayuoHHUA KoeguyueHm
Ha Spearman. lpu nayueHmume ¢ moghl cepyMHOmMOo Huso Ha IL-18 belwe HedekmupyeMo & cpasHeHue ¢
gcmasanume mpu epynu (p < 0.001), dokamo 8 cepyMHama KoHUueHmpauyua Ha IL-18 He ce yomadosu pas-
nuka mexdy uacnedsanume 2pynu (p = 0.154). Mmadxu npedsud, ye Husomo Ha IL-15 Oewe HedekmupyeMmo
npu nodazpuyume ¢ Mogu, KopenauloHeH aHanusa npu meau 0oHU Cbe CepyMHOMO HU80 Ha NMUKoYHama
kucenuxa, RRI u LVMi He ce npoesede. B ocmaranume mpu epynu, 8 Koumo umalue cmoddoecmu Ha IL-18
Had Hynama, He YcmaHo8UXMe 8pb3ka CbC crioMeHamume nokasdamenuy. Kopenayus He ce OmKpu U Mexoy
KoHUeHmMpauuama Ha IL-18 cbe cepymHama nukoyHa kucenuHa, RRI u LVIMI. CMAamame, Ye CepyMHOmo HU8so
Ha IL-18 u IL-18 He ompa3fAsa mexecmma Ha bonecmma U cbpleyHo-CLO08UA PUCK NpuU u3cnedsanume
GonHu om nodazpa.

Knwovoeu dymu: bonHu om nodazpa e Mexdynpucmened nepuod, cepyMHu Huea Ha IL-15 u IL-18, cxpdeuro-cu-

dosu npoMerU

Abstract. In the literature, there are reports that the key interfeukins, IL-18, and IL-18, for the initiation and
maintenance of gouty inflammation are associated with renal and cardiovascular disorders. They have a major
regulatory function in the innate immune response and vascular pathology. We aimed to determine serum
fevels of IL-15 and IL-18 in controls with inactivated osteoarthritis, patients with asymptomatic hyperuricemia,
gouty arthritis without fophi subjects and gouty tophi individuals out of flare, and fo estabiish whether their
serum concentrations are connected to ultrasound alterations of the kidneys and heart. The study s cross-
sectional in design. A total of 83 consecutive patients were inciuded: 18 with inactivated osteoarthritis, 29 with
asymptomatic hyperuricemia, 22 gouty arthritis without tophi, and 18 gouty fophi individuals out of flare. Serum
interleukin concentrations were defermined by enzyme-inked immunosorbent assay (ELISA) with Human
IL-18 and IL-18 ELISA kits (Platinum, eBioscience, Vienna, Austria). By applying ultrasound were measured:
renal resistive index (RRI) with 3.5 MHz fransducer working with the pulse-Doppiler frequency of 2.5 MHz and
left ventricular mass index (LVMi), determined with 2.5 MHz transducer Phased Array. Dafa were analyzed
by One-Sample Kolmogorov-Smimov, ANOVA, Tukey HSD, Kruskal Wallis, Mann-Whitney and Fisher’s exact
test. Correlational analyzes were performed using the Spearman correlation coefficient. In gouty tophi subjects
serum IL-18 level was undetectable compared fo the other three groups (p < 0.001). The serum conceniration
of IL-18 was comparable across the groups (p = 0.154). Given that the level of IL-18 was undetectable in
gouty fophi patients, correlation analysis in this group with serum uric acid concentration, RRI and LVMi was
not performed. [n the remaining three groups, which had values of IL-18 above zero, we did not detect an
association with the parameters mentioned above. No correlation was found between IL-18 concentration and
serum uric acid, RRI and LVMI in the groups. - We suggest that serum IL-15 and IL-18 levels do not reflect the
severity of the disease and cardiovascular risk in the examined gout patients.

Key words: gout patients out of flare, serum concentrations of IL-18 and IL-18, cardiovascular alterations
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12.
Obijective: The study aimed to determine renal, heart and vascular changes developing

in gout patients over time and to find out whether they are more pronounced in the
presence of tophi.Materials and methods: Fifty-threegout subjects, 31 gouty arthritis
without tophi and 22 gouty tophi, underwent multimodal ultrasound examination at
the study entry and 18 months thereafter.Renal resistive index (RRI), aorta(Ao), left
atrium (LA)size, thickness of the interventricular septum (IVS) and of posterior wall
(PW) of the left ventricle,end-diastolic volume index (EDVi), end-systolic volume
index (ESVi), stroke volume index (SVi), fractional shortening (FS), ejection fraction
(EF), intima-media thickness (IMT) and common carotid artery resistive index
(CCARI) were measured. Results:There were no apparent changes from baseline
inserum uric acid levels, eGFR, RRI, EDVi, ESVi, SVi, FS and CCARI. Results over
time, reflecting both assessment time points revealed that Ao (p=0.008), LA
(p=0.001), IVS (p=0.007), IMT (p=0.009) increased and EF decreased (p=0.026). In
both groups Ao, LA, IVS and IMT changed similarly over time, but the worsening of
EF was more pronounced in gouty tophi (p=0.031). Conclusions: In the follow-up of
gouty arthritis without tophi and gouty tophi patients, comparable alterations in the
heart and carotid arteries morphology develop, however thepumping function of the
heart seems to be more affected in the later stage of the disease.

Key words: multimodal ultrasound; gout; follow-up study

Vlahov Y, Borisova A-M, Nikolova M, Kundurdviev A, et al. Subacute thyroiditis — an
underestimated diagnosis. Acta Med Bulg 2019 (in press). (IF-0,21)

Abstract

Subacute thyroiditisis a relatively rare thyroid disease that develops after acute viral
upper respiratory tract infection and manifests with neck pain, fever and transient
hyperthyroidism. The diagnosisis often delayed due to the non-specific presentation
and laboratory findings. It is misdiagnosed with upper respiratory tract infections,
cervical lymphadenitis, even with acute pyelo nephritis. The authors present a seriesof
12 patients with subacute thyroiditis and discuss the main steps in the diagnosis,
differential diagnosis and treatment of this disease.

Key words: subacutethyroiditis, diagnosis, differentialdiagnosis, treatment.
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Peswome:

Kniouosu aymu:

Adpec 3a kopecnoHderHyus:

MpeacTaBsme cnyyam Ha NAUUEHT CLC CUCTEMEH nynyc, ussBun ce B Hayanoro
kaTo cuHapoM Ha Minex-Bape. 3abonseaHeTo 3anoysa ¢ GuP30 paseuBala ce
TUNYHE KNUHWYHA KapTuHa Ha cUHAPOM Ha Mnew—bape, npu HeTUNWYHA Ha-
X0AKa OT rPbOHEaYHOMOILYHUA NTMKBOD M HEraTUBHA MMYHONOIUS 33 CUCTEMHO
3abonssaHe. 3an04HATO € NeYeHWE C UMYHOBEHWH M HUBANMWH C YacTUYeH pe-
synrar. OKono eaHa roguHa cneg crapta Ha GonecTTa ce nosiBABaT KOKHU 06-
PUBK, NPOTEUHYPUA, CTaBHK DONKU U PEHTTEHOBM AaHHU 3a 3acaraqe Ha Benus
Apob. lMNposegeHa e koHCyNTaums ¢ Hedponor. HasHadeHu ca UMYHONOMUYHN
V3CNEeABaHMA W € HanpaBeHa NyHKLUMOHHA 6bu6peyHa Buoncus, KouTo ca nono-
MUTENHU 32 CUCTeMEH nynyc. 3ano4YHaTo e NaTOreHETUYHO NeyeHWe G KopTu-
kocteéponan 1 UMyHocynpecopu C NonoXuTeneH edekT Bbpxy GbOpeyHoTo,
KOXHOTO, cTaBHOTO U 6enoapoBHOTO 3acsraHe U BLPXY NPOMEHUTE B rpLBHaY-
HOMO3bYHUA NUKBOP. ABTOPUTE ODCHXAAT NPUYUHUTE 38 NO-KbCHATA U3ABA HA
CUMNTOMATUKATA Ha CUCTEMEH NYNYC U 0COBEHOCTUTE Ha KNMHUYHATA KapTUHA.

CUCTEMEH Nynyc epuTeMaTosyc, CMHAPOM Ha [vneH—Bape, HeBponynyc, xpo-
HUYHA Bb3NanuTenHa AeMUenvHU3upaLa NoNMHeBpoNaTHs

H-p Henu Konesa, e-mail: rosseneli@yahoo.com

Abstract:

Key words:

We present a female patient with systemic lupus (SLE) with initial clinical mani-
festation of the Guillain-Barre syndrome. The disease manifested with fast pro-
gressing typical Guillain-Barre syndrome with atypical cerebrospinal fluid find-
ings and negative autoantibodies. Treatment with intravenous immunoglobulins
and nivaline was started, with incomplete effect. Approximately one year after
the disease onset the patient developed skin rash, proteinuria, arthralgiae and
lung involvement. The patient was referred to nephrologist, immunological in-
vestigations and renal biopsy were performed and revealed laboratory and his-
tological data for SLE. Treatment with corticosteroids and immunosuppressors
was started and positive effect on the renal, skin, articular and lung involvement
was observed, along with positive dynamics in cerebrospinal fluid findings. The
authors discuss the late onset of SLE and the peculiar clinical picture of SLE.

SLE, Guillain-Barre syndrome, neurolupus, chronic inflammatory demyelinating
polyneuropathy

4. VBa [letkoBa, AtaHac 3nateB, [epraHa [umutpoBa, MagneH CrosHoBa,ATaHac
KynaypmxueB, Munena Hukonosa, Mapus Xpuctosa,[usH 'eHoB, AHHa KocTaguHosa, H.
Konesa, Xynueta Xpuctosa. AMMnonao3a — TpyAHOCTH Npu NOCTaBsiHe Ha AuarHo3aTa. Hayka

nynmonorusi. bpoi 3. 20019 r. ctp. 28-33. ISSN 1312-8302

Pesome: Amunoudozama e psoko 3abonsieane, Koemo ce OwIdCU HA OMIA2aHe HA Hepa3meopum
npomeur (amuioud) 6 pasiuyHu MbKAHU U OPeaHu NPeou3BUKEAUKU CIMPYKMYPHU U (DYHKYUOHATHU
yepeou. 3ab6ons6anemo 3aciea peouya MHCU3HEHO GANICHU OP2aHU, KOemo 20 Npasu U3KIIOUUMETHO
sHauumo. Haii-uecmo 3acecnamu ca 6vbpeyu, cvpye, ueper 0pod, cieska, Hepera cucmemd, 0sn 0poo
u eacmpounmecmunanna cucmema. Couyecmeysa 2015M0 pazHoobpasue Ha cumnmomume u deiesume
Xapaxmepuzupawju 3a00156aHeMO, KOemo 20 npasu mpyoHo 3a ouacHocmuyupare. B cmamusma ce
npedcmassam 06a KIUHUYHU CAyYas ¢ O0okazana amunoudosa. Kmouosu Oymu: amunoudosa,
CUMNMOMU, KIUHUYHU POPMU, OUACHO3A.

Abstract: Amiloidosis a rare disease that results from deposition of unsoluble fibriler protein
(amiloid)in varies tissue and organs, causing structural and functional changes. It covers a numb?r of
vital organs wich makes it exstremly important. Most commonly affected are: kidney, heart, liver,
spleen, nervous system, lung and gastrointestinal tract. There is a great deal of diversity in the
symptoms and features that characterize the disease wich often results in difficult diagnose. The



article presnts two clinical cases with amyloidosis and different organ affected. Key words:
amyloidosis, clinical forms, symptoms, diagnose.

5. [. TeHo, A. KyHaypaxueB. YpomoaynuH — Mapkep 3a XpoHuyHa ObbpeuHa yspepa.
cn."MeauumHckv npernen” vol. LV;2019; 6poit 6; cTp. 5-12, ISSN 1312-2193

Pestome:
Ypomoaynuu (Tamm-Horsfall npotenH) € Han-u300UNHWAT NPOTENH, EKCKPETKH-

paH B ypuHata npd (U3anonormyHn ycnoewda. buonormyHata My pyHKUWMA BCe
Ollle HE e HanbNHO W3AcHeHa. lNpeanonara ce, Yye TOW MMa ponA B Danadca
MeXay Boaa U enekTponuT, M3NbINHABA 3auMTHa QyHKLUWA cpelly MHAEeKLWW Ha
NMUKOYHWUTE MbTULLA, YYacTBa BLB BPOAEHWA MMYHUTET Ha DubpeunTte. MyTaum-
WTEe B reHa Ha ypoMmoOynuHa npudMHABaT 3abonABaHWA, CBLP3aHW C anenHu
HapylweHWA, HapeyeHW ¢ o00OWOTO HaWMeHOBaHWe YpPOMOAYNWH-acolMMpaHo
bkOpeyHo 3abonABaHe. XPOHWYHOTO YBpEXOAHE NPWU Pa3nuuHKN APYrv peHanHu
naTonorMy Bogu 40 NPOMAHA B YPUHHWAA W CEPYMHWA YypoMoaynuH. ToBa nokas-
Ba, Ye TOW Urpae Ba¥Ha ponA B pa3BUTWMETO Ha XPOHWYHWTE DLDpeyHn 3abons-
BaHWA, a onpefenAHeTo My [aBa Bb3MOXHOCT 3a paHHO OTKPMBAaHE Ha peHan-
HOTO YBpex/aHe Npu pa3nuyHu bonecTtu. Toea 0T CBOA CTpaHa BOOM [0 3anou-
BaHe Ha paHHO MevYeHWe, a NpW HadanHuTe cTaauu Ha BubpeyHo yBpewlaHe —
W [0 cnupaHe pa3BUTWETO Ha Donectra. PonATa Ha ypomoaynvHa obadye Bce
Ollle NoANexn Ha 3aaLnooYeHn NPoyYBAHWA.

YPOMOOYNWH, XPOHUYHU OLDpeyHn 3abonABaHwA, DUOMapKep, YPOMOIYNWUH-
acouwupado brbpeuHo 3abonABaHe

Abstract:



Uromodulin (Tamm-Horsfall protein) is the most abundant protein excreted in
the urine under physiological conditions. Its biological function is unclear. It is
believed that uromodulin has a role in the balance between water and
electrolyte, has a protective function against urinary tract infections, takes a part
in the innate immunity of the kidneys. Mutations in the uromodulin gene cause
diseases associated with allelic disorders called uromodulin-associated kidney
disease. Chronic damage in various other renal pathologies leads to a change
in urinary and serum uromodulin. This indicates that uromodulin plays an
important role in the development of chronic kidney disease, and its study
makes possible early detection of renal impairment in different diseases. This
allows early treatment and ending the development of the disease at earlier
stages. However, its role is still subject to in-depth research.

uromodulin, chronic kidney disease, biomarker, uromodulin-associated kidney
disease

6. M. Hukonosa, At. Kynaypaxues, W. AHrenosa, Xp. Menyes, C. [partesa, [1. Hukonos, 3.
Cnacosa, M. PaHrenosa, K. [laBngoB. bbbpeyHu yBpexaaHus npu Gonectu, CBbp3aHW C
HaTpynBaHe Ha Xens30 — XemMoxpomaTto3a M Tanacemus Mamop. [uarHOCTUYEH U
TepanesTUyeH yntpassyk.bpon 2, 2019, ctp. 69-75, ISSN 1310-1153

Pezrome. XoMmo3HTOoTHaTa GeTa-TaTaceMHA H XeMOXPO-
MaTo3aTa ca aBe 3a00lBaHHA, CBBP3aHH ¢ HAaTPYIIBa-
He Ha JKeld30 B TbKaHHTe. BEOpeuHHTe yBpeKIaHHA
H IIPH JIBeTe MOTAaT [1a HACTBIIAT BCIEICTBHE TOKCHH-
HHTe eDeKTH Ha JKeI30TO BRPXY OBOpetHaTa THKAH,
Pa3BHTHETO Ha 3axapeH QHa0eT HIH CBIOBTCTBAIIO-
TO JIedeHHe Ha OCHOBHOTO 3a0olfBaHe. KaKIO H II0
IPYTH MeXaHH3MH. ABTOPHTE IIPeICcTaBAT CIydaH Ha
XOMOZHIOTHA OeTa-TanaceMHs (TalaceMHA MaiHop) H
xXeMoxpoMaro3a ¢ OpOpedHO 3acAraHe. MeXaHH3IMHTE
Ha Pa3BHTHE Ha Te3H YCIOKHeHHdI H OCHOBHHTE CIpa-
TEeTHH 3a TAXHOTO JTeTIeHHe.

KaouoBn OYMH: OomnecTH Ha HaTPYNBaHES Ha KeId30,
TajmaceMHA MEIﬁOp. XEeMOXpOoMAaTos3a, He@pomnunno-
34. 3axapeH aHadet. XEIaTOPH Ha HeJIA30. JI€HUcHHE.

Abstract. Homozygous beta-thalassemia and he-
mochromatosis are both associated with increased
iron storage. The renal changes in both diseases
may develop due to iron toxicity. secondary to
diabetes mellitus. drug toxicity of the medica-
tions used for the underlying disease, and via oth-
er mechanism. The authors present patients with
homozygous beta-thalassemia (thalassemia ma-
jor) and hemochromatosis with renal involvement
and the current knowledge on the mechanisms of
development and major therapeutic strategies in
these complications.

Key words: iron storage diseases, thalassemia major,
hemochromatosis. nephrocalcinosis. diabetes, iron
chelators, treatment

7. M. Xpuctosa, At. Kynaypmkues.Xunepypukemus. Pro Medic. Bpon 6. 2019 r. ctp. 4-11. ISSN
2603-4727

Pesiome.: Xunepypukemusma npedcmagisiéa AOHOPMHO NOGUULABAHE HA HUBAMA HA NUKOYHA KUCETUHA
6 Kpb8Ma, npu KOemo ms Modce 0a KPUCIAIU3UPA u 0d ce OMIA0ICU 8 PA3IUYHU MbKAHU U Opeanu. B
Op2aHU3MAa msi CbWecmeysa OCHOBHO nod gopmama Ha ypamuu tonu. Omuaeanemo Ha ypamuume
Kpucmanu 6 mvKaHume 3ano4éa 0d ce Nosieaséd, KO2amo KOHYEHMPAyusma Ha NUKOYHA KUCETUHA
Haodsuwiu peghepenmuume panuyu. Bunpexu nanuuuemo Ha nORYIAYUOHHU U 8b3PACMOBU PA3IUYUS €
npuemo, e mosea ce cayysa npu cmournocmu Hao 360 umol/L (6 mg/dL) 3a scenu u nao 400 umol/L
(6.8 mg/dL) 3a mvorce.



8. A. KyHpypaxues, P. aH4eBa. Xunepypukemusi, nogarpa u cbpaeyHo-cbaos puck. Medical
Magazine. bpoi 73. ®espyapu 2020 r.ctp. 58-64, ISSN 1314-9709

Pestiome: B cmamuama ce npagu ucmopuuecku npezied HA NO3HAHUAMA 34 nooazpama u
xunepypukemusma. Ilpocnedsieam ce nyoaukayuume 3a 6pb3KAMA HA XUNEPypuxemusma u
nooazpama ¢ cvpoeuHo-cb0osus puck. Omuuma ce, ye pempocneKmueHume npoyY8aHus. OOKA36aAm
6PB3KA HA XUNEPYPUKEMUAMA C NOBULUEH CHPOEYHOCHO08 PUCK, OOKAMO NPOCHEeKMUBHUMEe NOKA36aMm
npomugopeuusu pezyimamu. Cnoodensi ce cobcmeen onum upe3 U3NOA36AHENMO HA KOMNJIEKCHAmMa
MYIMUMOOAnnHa conoepagus. Joxazea ce, ue MHO20 Om noKazamenume, KOUmMo umam
CAMOCMOSIMENHO 3HAYEHUe KAO UHOUKAMOPU 34 CbPOSUHOCHLOO08 PUK CA CUCHUDUKAHMHO NPOMEHEHU
U NoOKa3zeam no-sUCOK MAKb8 Npu nooazpama ¢ mogu, OmKOIKOmo npu nooazpama 6e3 mogu u
acumnmomnama xunepypuxemus. Tesu ookazamencmea nookpensam mesamd, 4e nodacpo3Hume mogpu
He ca O0OUKHOBeHU CMPYKMYPU a ZSPanHyioMu, NOOOBPICAWU NPOGH3NATUMENIHO CbCMOsSHUE HA
opeanuzma.

9. H. Konesa, At. KynaypmxueB, M. Hukonosa, M. Xpuctosa, A. KocraguHosa, [. 'eHos, L.
Bytosa, T. Togopos, X. XpuctoBa. [lBa KnuMHWYHM crniyyas ¢ komBuHaums MGUS u
rnomepyrnonaTus — AMarHoCTUYHK 1 TepaneBTUyHK npobnemn. MeguuuHeku nperned, 6poit Ne2
2020 r. ISSN 1312-2193



Peslome:

Knwo4oBu gymu:

Adpec 3a kopecnoHGeHYUS:

MpencTaBAme 2 KNMHWYHW CNy4Yan Ha CbkYETAHUE HA MOHOKNOHAMHa ramanaTtwa
C HeAcHo 3HadeHue (MGUS) n rmomepynonatuA: 0bp3o nporpecupad) nonyny-
HeH TH — ANCA no3uTMBeH, W aMunouaosa. Makap MGUS ga npoTuya nodpo-
KauecTBEHO, B KOHKPETHUA cnydyai Habnwoaasaxme 3NoKayecTBeH Xof ¢ pasBu-
TME Ha aMWnouao3a v BriolwlapaHe Ha DwOpeuHaTa dyHKUMA M HeobxoammocT
0T AWanu3Ho nedexune. MNauueHTuTe DAXa M3CNENBaHW XWCTOMOMMYHO, UMYHO-
MOMMYHO, NPoBEOXa Ce MMyHOoMMKCaUWA, exokapamorpaduA W peHTreH Ha ban
apod W ctpue. XMCTOMOTMYHO C& MOTBLPAMXA TUMUUYHKUTE HaXO4KW NpW Nonyny-
HeH rmomepynoHedpuT U amunongosa. TUNU3Mpa Ce amunoMao3aTa U ce on-
peenu MMyHOXMCTOXMMWMYHO kKaTo AL. BTopuAT cnydyaid e AemMoHCTpauus Ha
TUNWYHOTO NpeacTaBAHe Ha MGUS ckC 3noKadecTBEHO NpoTudaHe Ha 3abons-
BaHETO W pasBWTWE Ha aMunowaosa: ObLp3o BnowasBaHe Ha DbOpeyHaTa yHK-
UMA ¢ aHeMWYeH CMHAPOM W 3anoyBaHe Ha peHo3aMecTUTenHo nedyeHwe. Mpo-
BEX/aHeTO Ha aKTMBHO NaTOreHeTMYHO NeveHue nogodbpu ObuOpeuHaTa yHK-
UMA, HO U B ABaTa CNy4asd UMame NPOrpecMBEH X0 C YCNOMHEHWA.

MOHOKIMOHAMNHA ramManaTua ¢ HEACHO 3HAYeHWe, MyNTUMMEH MWENOM, aMunonao3a,
Obp3onporpecupall] rmomepynoHedput, ANCA acoummpaH rmomepynoHedpuT

H-p Henu Koneea, Knuruka no Heghponoaud, YMBAST Ce. Me. Puncku”,
e-mail: rosseneli@yahoo.com

Abstract:

Key words:

Address for correspondence:

We present two clinical cases of association of monoclonal gammapathy of un-
known significance (MGUS) and glomerulopathy: rapidly progressing semilunar
GN — ANCA positive, and Amyloidosis. Although the MGUS has a benign
course, in the present case, a malignancy was observed with the development
of amyloidosis and impaired renal function and the need for dialysis treatment.
Patients were examined histologically, immunologically, immunofixation was
conducted, echocardiography and roentgenoclogy of the lung and heart were
performed. The typical findings of semi-lunar glomerulonephritis and amyloido-
sis were histologically confirmed. Amyloidosis was typed and immunohisto-
chemically identified as AL. The second case is a demonstration of the typical
presentation of MGUS with a malignant course of progression and the develop-
ment of amyloidosis: rapid deterioration of renal function with anemic syndrome
and initiation of replacement therapy. Active pathogenetic treatment improved
kidney functionality, however, in both cases a progression of the course with ac-
companying complications is seen.

monoclonal gammapathy of unknown significance, multiple myeloma, amyloido-
sis, rapidly progressive glomerulonephntis, ANCA-associated vasculitis

Meli Koleva, MD, Clinic of Nephrology, University Hospital ,Sv. Ivan Rilskr,
e-mail: rosseneli@yahoo.com

10. M. Hukonosa,J1. MapuHues, M. XpucTosa, P. aHueBa, 3n. Konapos, M. banesa, P. Ctoiues,
Art. Kynpypaxues. Blue toe cungpom. MeaumumHckn nperneg, 6pon Ne2, 2020 r. ISSN 1312-

2193



Pesome:

Knwo4oBu aymu:

Adpec 3a KopecnoHAeHUUA:

Blue toe cMHOpPOM MpefcTaBnABa OCTpa MCXeMWA W MocnefBalla LMaHo3a Ha
NpLCT Ha Kpaka BCNeACcTBME ChAOBa OKMy3Us Ha apTepuaneH KpbBOHOCEH Chbl,
¢ MambK kanubsp oT TpomBo3a, emBONKUA, Ba30CNasbM WK Bh3naneHue u npu
nunca Ha npeaxoxialla TpaBma, CTYAOBO yBpexaaHe WnM noanexailo 3abo-
nABaHe, CBbP3aHo C reHepanuanpaHda uuaHosa (Hanpumep XWMOoKCKS UMK MeT-
xemornobuHemus). YecTo nossata Ha CUMNTOMWTE Ce MpeAxoxaa OT ChaoBa
MHTepBeHUMA. TOHAKOTa MOXE [a Ce pasBUAT OTOK U LMaHO3a U Ha ChCedHu
ThKaHW. TpU HAKOW NauMeHTW ce HabniaaBa 3acAraHe W Ha OPYrW OpraHu un
cUCTEMM. M3KMIOYMTENHO BaXHO € aa ce ocurypu bbp3a penepdy3una Ha 3acer-
HaTUTe TbKaHW Nopaau BMCOK PUCK OT ThKaHHa Hekpo3a W raHrpeHa. HacTos-
wuAT 0630p pasrnexna CbBPEMEHHUTE NO3HAHUA 3a blue toe CUHAPOM.

blue toe cuHapom, atepoemBonuUA, CbA0BW MHTEPBEHLMW, BACKYNWUTK, NEYeHue

H-p Munerna Huxonosa, Knunuka no Heghponozua, YMBAS ,Ce. Me. Puncku”,
Cogpun, e-mail: milena_i_dani@abv.bg

Abstract:

Key words:

Address for correspondence:

Blue toe syndrome is acute ischemia and cyanosis of a toe due to vascular oc-
clusion of arterial branch of small caliber — thrombosis, embolism, vasospasm or
inflammation of the vascular wall in the absence of preceding trauma, cold-
induced tissue injury or underlying condition with generalized cyanosis (i.e., hy-
poxia or methemoglobinemia). Frequently the appearance of blue toe syndrome
is preceded by vascular intervention. Sometimes edema and cyanosis of the ad-
jacent tissues are present. In some patients involvement of other organs and
tissues is observed. The fast reperfusion of the affected tissues is crucial due to
the high risk for tissue necrosis and gangrene. This review is focused on the
current knowledge on blue tow syndrome.

blue toe syndrome, atheroembolism, vascular interventions, vasculitis, freatment

Milena Nikolova, MD, Clinic of Nephrology, University Hospital Sv. Iv. Rilski,
Sofia, e-mail- milena_i_dani@abv._bg

11. M. Hukonosa1, At. Kynaypmxue1, M. Xpucrosa1, . Bnaxos2, B. TeHes3. CuHgpom Ha
Segliker v genpecws: aBe TEXKM YCRNOXHEUUS NpK XpOHUYHA 6bOpeyHa HepgocTaTbyHoCT. Cr.
Obuwa meauumHa bpoit 1. 2020 r. ctp. 92-99, ISSN 1311-1817



Pesrwome. Cuxdpomsm Ha Sagliker e e0HO 0im MEXKUIMe XPOHUYHL YCIOKHEHUA Ha duanuiaHomo nevexue,
CABP3AH0 C MyMUNauua Ha NUUesUs Yeper, NPOMeHU & KOCmUme Ha kpalHulume, 3sbume, HegponoaudrLl
U FCUXONo2UYHY MPOF8Y, pazsuaalyl ce 8 pe3ymmaim om ioAsama Ha emopuyeH xunepnapamupeoudusbm
genedomete Ha NpodbiMKUMenHy HapyweHus & kanuueaso-chocthopHama obMaHa 1 Huaama Ha duxudpo-
Keu aumamuH D npu nauueHmy © mepmMuHanda xpoHuyHa onbpeyHa HedocmamsyHocm. Onucad e npe3
2004 2. om Y Sagliker u cemp. v omimozaga & numepamypama ce Hampynsam MHo20 JaHHU 3a KMUHUY-
HUMe, peHmaeHoNo2UYHUMe [ 2eHeMUYHUIMe OCHogY Ha 3abonasanemo. [enpecuama e dpy2o mMexKo
yenoxHeHUe Ha xpoHuyHama 6sbpeyHa HedocmambyHOCT!, CEbP3AH0 ChbC CepUo3Ha UHeanudu3alud Ha
nayuesmume. Aemopume npedcmasam Ck8peMeHHUMEe NO3HaHUA 3a cuHdpoma Ha Sagliker u denpecus-
ma npu xpoHuyHa 6sHpeyHa HedocmamsyHoCT!.

Knroyosu dymMu: cuxHdpom Ha Sagliker, mepmusanHa xpoHudyHa OubpeyHa HedocmambyHoom, xunepnapa-
mupeouduIsM, Mymunauua Ha nuyeaus yepen, GNAST, FGF23, FGFR3, denpecus

Abstract. The Sagliker syndrome is a severe chronic complication of dialysis treatment presenting with
facial skull mutilation (uglhifying), changes in imb bones, teeth, and neuralogical and psychological changes,
developing in assaciation with secondary hyperparathyreoidism due to long-standing calcium-phosphate
metabolism and dihydroxy vitamin D abnormalities in patients with end-stage renal disease. It was described
in 2004 by Y. Sagliker et al. Many clinical, radiological and genetic abnormalities have been described in
such patients. Depression is another serious complication of chronic kidney disease, leading to disability.
Different mechanisms have been proposed for its development. The authors present the recent knowledge
on Sagliker syndrome and depression in chronic kidney disease.

Key words: Sagliker syndrome, end-stage renal disease, hyperparathyreaidism, facial mutilation (uglifying),
GNAST, FGF23, FGFR3, depression



