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SUMMARY

Background and Aims: Thickening of basement
membrane in capillaries and small vessels is & well-known
finding and important in the progression of diabetic
microangiopathy, Patients with diabetes mellitus and arterial
hypertension are at higher risk of vascular disease.

Material and methods: To monitor the metabolism of
the basement membrane protein collagen type [V (C1V) in
type 2 diabetes mellitus {T2DM), serum levels of antihodies
o CIV {ACTV]) TgG, leM and IgA were measured using an
ELISA method in 93 patients with type 2 diabetes mellitus
and arerial hypertension (AH) (mean age 6144113 years,
dizbetes duration 3,88+3,12 vears; hypertension duration
9, 2824980, These values were compared 10 serum antibodies
10 CIV in 42 age and sex matched controls. Diabetics were
divided in two groups according to presence- Group 1 {n=67)
or absence- Group 2 (n=26) of microangiopathy.

Results: Patients with T2DM and AH showed
statistically significant higher levels of ACIV g5 in
comparison to healthy contrels (0.3050.12 vs, 0.2]14£0.08)
(p=0.0001). Group | showed significantly hihger levels of
ACIV IgG than Group 2 (0.3220.1 3vs. 0.2420,08) {p=0.00%)
and healthy controls (0,320 13vs, 0.2140.08) (p=0.0001). ACTV
gt are statistically significant higher in diabetics with
retinopathy than this withour (03340, 10 vs, 0.26+0.13)
(p=0.04) ACIV IgG comelates with diabetes duration (r=0.497:
(p=0.0004), retinopathy (r=0.20); (p=0.05) and BMI (r=-0.24);
(p=0L05) Serum ACIV 1gM and [gA levels in patients with
T2DM and AH were lower than thess in controls, but the
differsnces are not statistically significant.

Conclusion: Chur study showed a relationship between
elevation of serum levels of ACIV 1gG in diabetics and
development of microangiopathy

RKey wards: Diabetes mellitus, arterial hypertension,
anti-collagen type (20, micrangiopathy

INTRODUCUTION

Clinical manifestations of microvaseular and
macrovascular involvement in diabetes include retinopathy,
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nephropathy and accelerated atheroselerosis, possible leading
to hlindness, renal failure, myocardial infarction, stroke and
limb amputation. These target organ manifestations show
common pathological characieristics underlying all vascular
diseases; however, cach complication alse has some specific
features depending on the tissue (s) involved, with impartant
implications for prevention and treatment Mario and Pugliese,
2001 [1]. This diversity is supported by the distinct
epidemiclogical characieristics of vascular complications,
which oeeur with a different prevalence in diabetic subjects
Toeller et al. 1999, Laasko 1999 [2], The incidence of vaseular
complications also varies with the site invelved,
Macroangiopathy is sometimes present at the time of
diagnosis, particularly in type 2 {non-insulin-dependent)
diabetes melliws [2], whereas microvascular disease usually
developed several vears after the onset of diabetes Krolewski
etal. 1987 (3], Hanefeld en al. 19946 [4). However, while the
incidence of retinopathy increases with digbetes duration,
that of nephropathy reaches a peak after about 15 years and
declines thereafier. The rate of development and the severity
of vascular injury are also dependent on the individual
background; as a result, some people show only initial
lesions, whereas others progress towards end-stage disease,
despile a similar degree of metabolic derangement.

Arterial hypertension and dizbetic vascular
complications are connected with an elevated degradation of
elastic tissue. As a result collagen type IV (CIV) are released
in the circulated blood, which are a pathological stimulus for
an increased production of antibodies 1o CIV (ACIV). Because
it is very important to find charscteristics of pathological
activation of collagen wmover in disbetics we studied diabetic
patients with arterial hypertension who demonstrated
vascular complications.

In diabetes mellitus, thickening of basement
membrane in capillaries and small vessels is a well-known
finding and important in the progression of diabetic
microangiopathy, Collagen type IV is uniguely present in
basement membranes and represents their predominant
structural element Paulsson 1992 [5] Kuhn 1995 [4]
Metabolic alteration of CIV oecurs in micra- or
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SUMMARY

An important factor in the development of vascular
wall lesions is degradoiion of the elastic fiber major
protein elasting Elastin peptides devived from  this
degradation are present in the circulation and are a
siimulus for production of the anti-elastin antibodies
{AEAbBs) IgM, lgG and lgd. The aim of this stedy was
to investigate the possible association between AEAbs
of  dighetie
complications. Sera of 93 patienis with type 2 diabetes
mellitus (T2OM) and arterial hypertension were
investigated (mean age 6142113 years, diabetes

and  development microvascular

duration 9.88+3.12 vears: hvperiension duration
G 28+4 O8). These values were compared o serum
AEAbs in 42 age- and sex-maiched controls. Diabetics
were divided inte twoe groups according to the
presence (group |, n=>67) or abrence (group 2, n=26)
of microangiopathy. Patients with T2DM and arterial
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Iypertension showed statistically significantly higher
levels of serum AEAbs dgd than healthy controls
FOI6H003 we DUGHLATE (p=00000). Group [
patients showed statistically significantly higher levely
of AEAbs lgd than healthy contrals (0374103 vy,
POGHA0T) (p=(LINN ). Group 2 patients showed
sigmificantly higher levels of AEAbs fgd than controls
(0.3340.02 vs. 0.06+0.01) (p=0.0002).AEAb TgA
showed correlation with insulin dose  (r=-{8 30
p=003), svsealic Bood pressure (r=-0L25; p=0.113),
diastolic Maad pressuve (r=-0L300 p=0103), towal
cholesterad (ro-0L28; p=0LiM) and triglveerides (r=-
.26, p=0.05). AEAb Igd levels were stafistically
significantly higher in diabetics with inadequate hlood
[PrEssuTe comtrad (= HO00) mm Hgl than in those with
adeguate control (130-13980-35 mm Hgl (p=0.03).
Serum levels of AEAbIgG and lgM in patients with
T20M and arterial hypertension were lower than
those in controds, but the differences were not
statistically significant. Chr study  showed that
elevation of AEAb lgd in diabetics with arterial
hypertension  may  indicale elastin
degradation and  development of microvascular
complications.

increased

103



atheroscler05|s




€78 ANAIFOCTy  Agherasderusis 20 QS Pl e

confinned by Mows mediated wasodilation and wath the snina maefia
thickening measuied ac carored.

Results: Patients i the first and the second groups had sigm Beantly higher
vabses of sICAM-T plasma Bewels az comgarcd with the centrol EiOUp
Walues of sPegelectin wene higher o the st group (134,23 ngimls
comnpared with the second and the turd groops (BEAL naiml respeceively
GEAIngfmlpwith normal values.

AICAM-1 and sP-Sclectin have a posipee coreelation waly age b nog
atrganger than the corelation regarding codarhelial dysfwnerion. batlaone
maney earkers were Pighed i oeach 2osep an the sewking sulbpess
{0001 comparing cach pwo groups |, bar e values ave belles correbsl il
with the endothelial dyshington

Begarding blood pressuce values, SICAM-1 and sP-selertin ace highar o the
group with maere severe endothelial dystunciion, and there @5 a positive
corcelation. The pateents wha e high walues of chalesrersl have aldo
high walues af sICAM-1.

Croups with endethelial dysfuncrian bave Bighor values of Bach sICAR 1
and g-selectin positive corrclalod wach lighoer ghyecois valucs
Conclusion: When functonal and stroctinal changes of e vl
dysfunction are already present twse are corvelated with o higher
anfamwnanon and act as an impartant risk facoor for atheresclemtic lesian
developimncn.
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Adm Progression of atheresclerosis ol commnary ariores s e 2t v s
of acute corenary symdeoene JACSY Allhioagh the asssoarion helween
herpesviruses (HHVS] infecriaon angd arbiciseiorosis has een st
theae dats are still controversial. Heve, we necsiigated IR LA clistr.
Barien i Dlaod and Tssue samples af patients wirh ACS,

Methauls: Lsing quantitative real-time PUR we evaliated the prosence of
HEWs DMA 1 Dlaad !all'lplesufﬁﬁpaliuut: with A% and it covakiary antery
samples al’ 20 patients. whe died fram myocardial infarctmn (Mo 8
complicarions. Blocd samples were obraned o che nme of iospilalizaion
wiltale coronary artenes samples were alramer dy NI LISy,

Resulls: In blopd samplesof patients withh ACS, mus Drequently derecied
weere HEV-2 and HEWS? DNA: [92.4%a0d 3785 of samples, vespaciively],
e DHAs of HFY-3 and HEV-3 were nol detected o chis group of packents,
and ather HHY's DMNAs were detected betweenl,5E and 4.5% el sanples, i
patieiis died from M1, more than 99% ol eoronary arery sampgles can-
tained DRAof at beast cne HHVS. DNAS of HHV- 122, HHV- 3, FHY-5 weie
detected vy B0 of these samples. DNAS of ather HEWS were less frequent
and all ragether weie detecred in abpat 505 ol e samples
Conclusions: We detecied HEVTNA i Dlosd amd i coronary anerics al
panents with ditferent faems ofischemic earn disease. HEY TN was e
frequent in arteral walls than inblocd . The relation Detween HIEVS aid
atherosclerasis now can be estimared aller dsessing virad activicy in pa-
tents wiih ACS,
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The pravabence of coronary actery dizease {CADY m patients wark valvolar
Beart disease wartes widely benweea developed and in developing roin-
trics Dedausic of differences 0 ciwdogy. thenmanic valvalar hean discass
[RVHI b5 che imost important cause ol this pathology i Mavaooo

ibjective: 1o capimare the presalence of CAL o BYHD and 1o evaluale
1 TER Y angiography s a presperative ex o ton Sause
wf the censtrminds af cost, appauitiments, and rasks (0 our contese Also
wie studicd nishe Tactors prediclion of significant CAD 0 patesars with
RBVHDL and discussod othor progperitive exams o oxplore coromary
arfenes.
Frann 1A 2000 b FI22012, A0 patieols undemwsng coriiary dEEing-
raply ar che TRversiny Hospal cardiae carhererizanon laberatory af
Casalilaiva e s planned BVHE sevemd Dacs andlvies were perlanned
LA Woren B4,
Resulis Vi aigory of panions were mwo 55750 vs, 41455 The
revabenee pf Coramary Artery Tscase lound was 205 These palicms e
all over the age 4 55 ears, Tle vate of hyperiension was high 63 5% while
pily $L5% were current stvakers and V5T al the paticnrs had mare than
one cardiovaseular rick Gaceor, Chose pan was foung i 1255 385 hael
walvnlie chevade, 35% hard aectic wabvalar diseass and 305 o,
shwawed Chat n oo popalativn, age and systemic arrerial
SA wers e st welaen e DAL 1 ehwuinieanic valvolar

L ASHLY

Camclansiom e prevalence of CAD s BV pacienss is low Gengder,
age and SAH were identified a5 Booeg strongly assaciated with the pross
o of LAD in cur papulation
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Material and wmetlods Serpm levels of annbodies o cetlagen ryps IV
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TIRT oA TRy,

Resulis: o |oshowed sigimbliconty higher levels of ACY Igh than
Loy DUER0 CDSRAAA2R] we, LRI 0L NR2N 1T (KW=5.03; P=0021
Pativats o Laoup 2 shoned § cally siwmihcancky Ligha levels pf
AUTY Lehl thase comitrgls D08 00000 2001 vs, D42 DL THsD )
TEW Gh g Dbre A e sntibiodies showed  correlation wath
necroalbuntinuema w021 (pe=00<, BRI r0019 ) T 04], creatineme
wlearance Tro Qo e R0 and CFR p -0 Ep- 000 Seram ACTY
I ki levels wierne Dy v pabivols B vecooneeols, weloloe seewm A0 lef
Iewels wecner Towges T these tn eonires, bl e differemees ane ol s6a-
islivally
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Increased elastin turnover in diabetic patients
with arterial hypertension
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Abnormal levels of age-elastin derived
peptides in sera of diabetic patients
with arterial hypertension

ASPARUH NIKOLOV JVAN TSINLIKOV, GEORGE NICOLOFF?, JVANEA TSINLIKOVAY,
ALEXANDER BIAZHEV, ANTOAN GAREV
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Abstric

Tntroduction: Aw importand factor in vaseuler waill alferations s degrodation of elastic filber mejfr
prrodedn — elastin, As & resalt, elasnn derived pepiides (ELF) are found in eirculasion, Advasced givea
sian might alse levolve elasiing becase it is @ protein with sfow metabolivm. The aim of owr stady was
1o ineasure serm levels of plvcated elostin derved pepides (AGE-EDPFaf olpstin i Ianienes wirh v
= dinberes mellipes (T2 | and arrerial lomentension (AL

Material and methods: We adapied an ELISA sechnique for the determination of AGE-EDP. Sern
af 3 petients with T2OM and AM (mean age 61,4 +11.3 years, diobetes dueation D85 2211 vears;
lypeciension durasion .38 24.98) were tested. These vahers weee compared 1o 42 age- and sex-matchd
contrals, Diabetics were divided in two groups gecording o preserce - Group fie = 67 | e absenee
Ciroup 2 (= 26) of microangioparhy.

Resudte: Parients with T2OM and AH showed simisticnily significantly bigher fevels of AGE
EDF in compariven with healthr controls 0,060 (0.033:0.065) vs, 0.009 (0.03720.044) (KW = 35.2;
< L, Group | showed significantly bigher levels of AGE-EDP than tiee conreal growp 006
(OO 10,070 va, 6038 (0300443 (KW = 230y p < D001 |, Group 2 alse showed sighificanily
higler devels of AGE-EIW thent conteols 0058 (00490064 | vs, QOIS (003 T0L0E) (AW = 22007
e (LODH | AGE-EDP showed a correfation with an isulin dese (r = 0.8 p = 0.05), sysolic biood
pressire (r= 0,25 p= 000, BME{r= 039 p = 001} and retinepathy (e = 018 p = 0L05),

Conclusions: The measueesent of vow-povasive markers af elasiin giveation may be usefl in mon-
itoring development of vascuwlar wall alteratioes anel Heerapreatic e eve niions

Key words: ELISA, elasin, AGES dialberic microvascilar complications, anerfal iyperiension.
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Introduection

Patients with type 2 diabetes mellitos (T20M} are at
o high fsk of development of vascular disease. This risk is
increased with existence of arterial hyperiension. In dighet-

ghucase molecule (also known as phvoony genation of gly-
cosylation) b proteins, fats and nucleid acids. The wen
“final product™ has been chosen because AGEs ae ihe fi-
nal produet of chain reacnions renerming some osculunt
i pratients, morbadity and mortality are mainly reluted 10 products (for example Schiff bases, Amadori products,
the presence of late complications, wmely macro-and mi- Maillard products, 'i’l"“l]ns“-‘l-"“llﬂ_ll' « methylglyosal £l
croangiopathy, Advanced glyeation end-products {AGEs) laldehyde). Mast importunt r\m:h.md"d!: ;-arhn::.-n.wlth-
are generated in diabetes mellins s o result of chosic hy- ! Hysine (CML), varboxyethyl fysing {CEL), puntosidine
perglyeemia aml enbanced oxidative stress. These AGEs. and hydroimidazolone. Carboxymethy] Iysine is known
via diect and receptor-dependent pathways, promoie the @ “AGEs-indicaor™ [1]. Advaneced glyeation end-prod-
development and progression of cardiovascular disease, uets wnd their receplars, RAGE. can be dewecied in nearly

Advanced glycation end-products of non-enzyming- each body cell and their major fobe has been dhscovered in

glycation/mon-cnzymatic glycation are 3 heterogensous
eroup of chemical components, which are formed theough
non-enzyimingalyestion, Le. through conncetion to redeced

progress of atheroselomsis and particularly in patients with
diabetes, I the serum of patients with dishenes tvpe 1L
sigmificantly higher concentragions of AGEs comnpred o

Correspindence: Aspansh Nikalov, Drepartmant of Propedeutics of Tmenssl Diseases, Medical Universidy. Fleven. Bulbgnriu.

el a_micololTEE yahonomm

Central European Journal of Immunology 200 4: 5903 445
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Serum anti-collagen type [V igM antibodies
and development of diabetic nephropathy
in diabetics with essential hypertension
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Introduction

Fatients with type 2 diabetes niellis are al high risk
of development of vaseular disease. This risk is inereqsed
with existence of arertal yvpenension. It diabetic [ ETRRe
morbidisy ancl morabiny ure mainly related e presenge
of late complications, samely macro- and T -
pathy. Arterial hypertession is connected with decreased.
while type 2 diabetes mellivs is connected with an sleyat-
ed degrdation of connective tssue proteins Liviades o
al. [1]. Because it is very impa
of pathological sctivation of vollipen tvpe IV rsarer wy
siudied diabetic putients with weeria) hypernsun whn
demonstrated vascular compiicativns, In diabeles meili-
s, thickening of basement membrane in capiilaries and
small vessels is a well-known linding amd imponaat in fhe
progression of digbetic micrmmgiopathy,

1o Vil wharateristivs
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Callugen eype IV ICTV) s unigeely preasent in base-
menl membrnes i sepresenis idweir Predominant siric-
wral elemen Klan e o, [2). Cualha gy al (3], Metabolic
afteration o CIV secues i micro- or macrovascolar busa-
sl membriee o diabetie piteats, Collagen tepe [V
COmsttes the major componen ol basement membranes
Erben er i, [4]. Measurement of serum antibodies to frag-
ments of O Nikolov er al {5 ] Nicalof T e e ] is mow
puvssibie wd vnahles chanmes e he Geeced. Trves
Wamme er sl |75 meassinend serum anti-ype iV collagen -
Eibwafy Bl
Tewels ab the
carnly Pugher i diskstics than these in the nondishetics.
However, there was no relationship hoetween the levels of
urtnary albein sad the senim levels of ant-nepe 1V col-
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MaTonoruyHa o6MsHa Ha enacTUH U KonareH
Tun [V npu 60nHUTE CbC 3axapeH avaber Tun
2 v apTepuanHa XxunepToHus

A-p A. Hukonos', poy. A-p V. Linanukos', ao-p I Hukonos?, p-p W. Linnnukoea',
a-p A. bnawes?, g-p Jl. Mapes’

'Wareqpa Mpomegea tara Ma FETREUnATe Samec i, MeguHHiER PRr8aDeuTeT, (lneaey

‘Cenrop EHOnprR, MEORUHKCKE WReREDEHTET, (Tngany

XHABPTOHUATA WK BUCCKOTO SPTEPHANKD HAMATAHE 33CATA okone 500 MNH, XOP2 N0 LENHA CBAT. APTEPHANHATA XHNeD
TOHA G CPELL NPHENKIHTENHD 4B NBTH NO-YECTO NPK NALMERTHTE Che 3AXEPEH AMAGET B CREBHEHWE C NOMYNALMATE
Ges fraber. Topa NOAKPENA AOKAIATEACTBOTE, Ye XMNEPTOHMAT A, CEBPREEHE ¢ fMABGET, NPEACTEBNRBS pHoKos dakTop 28
YEpe# ASHE KEKTD HE rOMEMATE, TAKA M HA MaNKMTE. 3aCTHNEAHETO HE APTEPWANHATA XUNERTOHWA CLE 3aXapEH guabdeT
SHEMMMO NOBHILABE BHCKE 33 MCXEMHYHA LepebpoBackynapHa GONECT, PETHHONZTHA ¥ PEHAMHE QUCHYHKLMA.

CoeguHNTENHOTBKAHHNTE NPOTENHHW KOMNOKEHTH — ENACTHH M KONAreH TIn [V Ca OCHOBHW CTPYKTYPHH BNEMEHTH Ha
APTEQMANHATE CTEHA W WIDAAT BAMMHA PONA B ChOOBATE GYHKUMA KAKTO B HOPMA, T3KE W NPA NATONOIM4HA NPOUECH.
ChlyecTayBar AaHHM, Y& CTRYKTYPHATE YBPEMAGHHA HE TEIW ENEMEHTH HA BKCTRALENYNADHUA MATRUKS HIDEAT BaKHa
PONA 8 PESEMTHETO HA ARTOPHAMHHTE YROEHEIHAR, HDed WMYHONOTHYHHY METOON MORXE NA C8 O 33 SHTHRHOCTTE Ha
ENGCTHHOBATA W KONAPEHOBATS oEMAKA.
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K'bCHM NPpOAYKTU Ha HEeH3UMHOTO rnukupaHe (AGES)
M pa3BUTME HA MMKPOAHIrUonaTUA Npu 60J1HK CbC
3axapeH guMabeTt Tun 2 M apTepuanHa XunepToHus
6e3 OpraHHM yCNOXHeHNs

5 AR i raotons T, i o N e
Waragpa MOONanesTses Ha BETPEUNNTE Snecrn’, MEqHUHACKH YHHEEECHTET - Teies

IHarenpd Gaonover", MeqsuHHCKH pHRSE0CHTET - [Tngaan
Tateqpa L Xuweeea o Seosia” MEgHUHHCR FHEGRECHTET - Tneaan

Snsnies b aen OCHOBHA LEN Ha HacToRwara paloTa e na ce NPOCNEAAT BLIMOMHOCTHTE 33 NPBUEHKA HA CHO0BNTE yB-
PERGAHHA 4PEF YOTARODARAHE BEPOATHATE HOPENAUMA MEXTY CEIYMHMTE HHBA HA NDOAYKTH HE KBCHETE OOMAHE Ha HesH-
FUMHOTO TIIMKPEHE H HAMMYHMETD K MUKDOSHIMONATHA NEM NALMENTH Cbs JAXapel Suaber TN 2 n SPTERHANHA XHNEQTOHMA

683 OPraHHM YEIOMHEHHA,

ffaTenaaT ¢ wee T B HACTOALLOTO npojBaHe anantnpaxme ELISA MeToq 28 onpegensHe Ha AGE-ENacT-HOR W-LErPALALMOH-

HH nenTram (AGE-EDF), KETO Mapep, OTPATHEALL HHEOTD Ha MMMKEMUATE B8 THTHS NENWA 07 BPEME, ¥ ChILD TEKE HACNEIa-

¥Me aHTWTENA cpelly AGES (anti-AGE antibodies) B cepysan Ha naumenTi ose 30T2 M AX 1 3anpasy konTome, MacneqeaHme
ca 93 nauMeHTH Cbe 3aXAPeH GHAGET THA 2 W HeyenoMHaHa BRTEPMANHA XMNEOTOHKWA, CPeaHa Skapact 61,441 1.3 w npogunss-
TEMHDCT HA J3KARHMA ANaGeT Tin 2 98843512 1 aprepuanta xunepToned 5,28£4.98 0T pervosa Ha MeuUMHCKH YHIBERCUTET
p-MnegeH, 38 KOHTPOK C8 M3NCNZBAHK YOBEWLKK CEPYMM HA 3ADASH CYSERTH (N=42), 0TroBaPRLLM NG NON ¥ BLEPACT, CREIH

Et3pact 530947,56, MMYaTa OT OCHMOSHATA FPYNa C3 PA3NPERenesv B ABE NIITEYTH, B JABMCHMAGT 0T HannuMeTo (rpyna 1) )
(N=6T) v oTcheTRWETo (rpyna 2); (n=26) Ha ChaoeW YepemnaHIa,

3 w; CTORHOCTHTE WA AHTH-AGES aHTHTERATa NpU nagueHTi ckc 30 THR 2 W AKX 03 AOCTOREDHO SEEWIISHW CTIPAMO

KDHTFD-I'IHEITEI rpyma (1.390+0,394 vs, 118440325, F=4.72, P=0.03). Mpyna | noKaaa CHrHshMEaHTHO NE-BMCOKKM CTORHOSTH HA
aHTH-AGES CNpAMD 3ADASHTE MHOKEBWA (1.395:0.376 vs. 1.18420.325; F=4,75 P=0.03). CToRHBCTATE Ha aHTW-AGEs aHTHTENA-
T C3 NO-BUCORH NPH NAUMEHTHTE Cbe CHAOEH YBPEHQaHWA, & CRABHEHHE C TEIM HA HHAMSKMOMTE 623 BACKYNAPHK Nopame-
Hits (Tpyna 2). AHTHTENATA Cpewy AGES KODENMPAT CBC CHETONMYHOTO BRTERHANHO HanArase (r=0.17); (p=0.05), Bl (r=0.25);
(p=0.01}, ot xonecTepon (F=.18); (p=0.04).
YOTAHDEHMKME CTATMCTHUECKH SHAYHAMA NO-BRCORH CTORHOCTH HE CEpysHM AGE-EAN npw naumestd cbe 30 TN 2 v A, B cpag-
HEHUE ¢ KOWTpOnHaTa rpyna 0,060 (0,0523£0,068) ve. 0,032 (0.03120,044) (KW=352; p<0,0001). Mpyna 1 nokasa cHIHKEmKasTHO
MORALLERAE Ha CEpyMHM AGE-EN cnpamo koHTRonHWTE mua 0,069 (0,057 £0,070) vs. 0,039 (0,037 +0,044) (KW=33.0; p<0,0001).
MagEenTATE OT rEYNa 2 Ca ChC SHSUUMD NO-BACOKH CTORAHOCTH Ha AGE-ELN cnpsto KOHTROUTHKATE MMUa 0,058 (00490064}
v, 0.039 (0,037 £0,044) (KW=221; p=0.0007}. HaR-BucokK CTORHOCTH HA THKMPEH SNcTWH C8 OTKDHBAT NOH NaLWeHTUTe © Ba-
CHYNAPHN yepesaadun. Cepyanure AGE-EN kopenapaT cuHcynibosata goza (r=-0.28); (p=0.05), cHCTONHYHOTO apTepranso
Hanarade (r=0.28); (p=0.01), BMI (r=0.23); (p=0.01) u peTuronaTuata [r=0.18); (p=0.05).

S MacneABSHETO H3 HUSETA M BEROATHE AMHEMHKATE Ha BHTH-AGES SHTHTENATE MOTET 04 HANPABAT Eb3 MOKHO AMETHD-
CTALKHPAKETD W NPOTHOBMNAHETO Ha TEMECTTE HA KBCHWTE YonamHeHus Ha avateta. AGE-EN uamar oTHowe e B paseutieTa
HE MUEDDESCKYNENHN VERSH LA, MaMepeaneTo Ha AGE-EAN Morar ga fuaar nosesiv 30 MoHHTOPHPaHS Ha PAZEHTMETD
PEHEHWETO HA CREOEK yﬁpew:l.aﬂun rpu t.’anH obC IATZ nAX.

o3 et P Tl
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e e T

R aaakrme semBpank 4b DOSH 0 IpoAyRTH 3 raserpanere (AGEs) ca neto advanced glycation end-products
Qposye Ha maywen nmTepec nopa-  Tectpand 9pes ELISA s nasiee nr o {AGES), 33 KOMTD ©8 CMHTR, Y€ HrpasT
AR TAKHATH POA 1 PAliITHETO B PYMHN aeTHTea cpenly AGES w ramspan Laodoea poAs B &TONSHEsITa Ha Ama-

i Al AabOAHBIHIL. 3<1Iil}¥ 2AACTHH A(;E-F_.IH NALHEHTI OBl M THIN DETHIETE MBI W MAKPHCLADEN Ve 0H-

HIETT AMADET @ fanr oT TN, NOPaAs vae- 1M BEKOMIAHIMpaks AN HeHua Brownbes M 200089, Pearoime #a

DEANBRIETD HA ERMLAAPHHTE MEMOPAHK, HESHIMMHO TAHEHPAHE MERAY BKCTPaNe-

GO0 A0 MEEPOAHIHONATIRHIL AE3IL XHMEPTAKEEM AT HHAVLIDS oopasyea- AVAAPHITE [POTeNHd W TAKKDIATE A B

D anm e Mo METEIOAHAMLT Ha Kpali- HETO HA KPATED OPOAVETH HA TARKIPa- GCHORITH Ha '-'}‘OI-“”':I-"-’-'E'T'-" Ha AGEs Yui
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Cepymnu anmukoaazernou mun
IV V2M anmumeaa u pazBumue
Ha guabemta Hepponamust npu
BoaHuU ChC 3axapeH guabem mun 2
U apmepuasta XunepmoHud

I1-p Acnapyx HukanoB', pou. W8an LiunaukoB', g-p WBanka LlusaukoBa', gou. feopau Hukoao8?,
g-p Aasap TapeB', Anekcangop Graked’

'Kamegpa no nponegeBmuka Ha Bompelwrume Bosecmu, Meguius=cku
yHuBepcumem, MaeBar

Makmop Buoacsus®, MequuuHcku yHuBepcumem, MNaeBer
Y

Feazlone

BuBegarus U ysau JageteardaHemo Ha GazasHama membpasa Ha kanuarpume u Maskume cogole e gabpe noisama
Haxoghka u Gaken komranssm B npozpecuama Ha guabemxama sukpoakzuonamun. Maguesmume (oo 3a5apeHd guabem
{30} U apmepuanHa Xunepmonua (AX) ca 8 no-Bucok pudk 3a pasBumus ka cogola Goaecm.

Mamapian i MEMOGU 13 MOHUMOPUPIHE Ha MemMaBoALIMA HA OCHOBHUA GasanHo-menSpEHEH npomeuH-konaes
mun [V (KIV) npu naguesmo coc 30, mun 2, kakmo u 33 pEZUCMPUPEHE HA CEPYMHUME HUBE Ha aHMUMEAAMA cpauly K
thpazmenmy om cyfkaacoBeme Mel, Webd u Wz, Bewe uanosBad ELISA memogem npu %308 naULeHmU coc 30 mun 2
u AX (cpegea Buapacm §1.4211,3 20gusl; NpOguKUMERHDCm Ha guabema 9.88+3.12 2 npaghakUMEsHOCM Ha Xunep-
mekurma 92864 98 2.). Tewy cmodnocmu BRea cpaBueny ¢ meu va 42 Brapacmolo u nonaBo ceBnagauds Kenmponu.
Ouademuuume BAxKa pasgereHy Ha gie Zoynu cnopeg HasuHuema = epyna 1 (n=67}, un omebemBuems - 2pyna 2 (n=26}
H3 b ukpoaﬂzunnam'm.

Peapamamu: Mpofegenume utnegBadus nokazBam, 4e cepymHume wufa Ha anmu-KIY MzM anmumesa npu Rauu-
eHmA coc 30 mun 2 U AX ca no-Bucoku copamo KoHMpoARama zpyna, kamo mes cmalsocmu ca cuerudukanmag 078
(0,145+0,220) vs. 0,942 (D.118+0.173) (KW=5.31; p=0.01). lpyna 1 (nayuenmu ¢ mukpodackysapru yoaokHenua) nokala
cuzHudukanmue noBuccky cmalmocmu wa anmu-KIY WM B cpaliedue oo sgpatiume kosmposy 0,180 {0.136<0.223)
i, 0,142 (0,118+0.173) (KW=5.03 P=0.02}. Nayuenmume om ipyna ? nokasaxa aHaquks 3aBusHue Ha UlsaegBaHuA no-
kasarman crpese kosposume 0,176 (0.151+0.202) v, 0,142 [0.118<0.973) (KW=6.15; p=D 01). Hao-Bucoky cmod«acmu Ha
anmu-HIY Mzl ce yemanoBusa npu naguesmume ot cegodu napake-un (zpyna 1),

CapyMHume aHmu-KIV MM kepeaupam ¢ Mukpoasbymunypuama (r=0.21); (p=0.04), BMI (r~0.13); (p=0.04}, kpeamuHu-
HoBua kaupuees (r—0,36); (p=0.01) u GFR {r=-0.34); {p=0.02}.

Cepymeume asmu-KIV Hel wuBa Gaxa no-Bucoku npu nauueHmume, omkoakomo Apu KoHmpoAUmS, gokamio aHmuRlY
Med rubama Baxe no-Bucoku npu KOHMPOAIME, HO PAIAUKUME HE C3 3HAYUMU.

Mz@oow: Hawema npaysBane nokaza Bpndka medkgy noduwesume cepymnu kula wa armu-RIV M u paaBumusms Ha
guaBamua Hedponamur, TIpEgnoazzasie, 4e ONPEJerrEEME HA CEpyMHUME aumu-KIV R akmumana moke ga Bege noss-
38H mapkep 33 ugeHmLBUUURasE Ha Boana cot 30T2 u AX, kouma ca ¢ Bucek puck 33 pasBumue Ha cugodu yBpexgasuA

Eoalnefi gyl 3avpes gudbem mun 2, apmebuisd xunepmonus, avmukorozenofu Hahd cmumend, cogol yEpes-
GAHUR, GUFDEmHE HEGRONITHA
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OnpeAenAHe Ha HECBbP3aHK aHTHEAACTHHOBI aHTHTEAA pH
NALMEHTH ChC 3axapeH AMa0eT TvN 2 U apTepHaAHa XUNEpToHKS

[i-p A. Hukonos', gou, a-p M. UWnkauKkos', g-p . Hukonos?, a-p A. Bnawes®, g-p C. Cranunosa®
HaTanpa N0 NEGNegaRTEES Ha BEIpeHETe SonecTh, MY - rp. Mnenes

‘Cewrop Bannaran, WY - ra. Maeaes

"TRaHWALEM YHPSEPLHTET = MR, CTapa Jarapa

AHTHTERS CREWY NPOAYSTHTE OT PAIrpREOaHETO HA ENACTHHE C8 OTHRWEAT B COPYMMTE HA BOHUKKM XODE, HOPEAKPERIM C 1
HHEATE HE EN3CTHHOBKTE NEnTAAM, [PHCBCTEMETO Ha TE3H SHTHEAACTHHOBN aHTuTena (EA) M CPOAHWTE MM BHTHTEHH B UMD- &
KYNELMATE BOAM A0 GOPMADAHETD HA LMPKYNMPALLM HayHHK sonnnexck (LK) Lenta Ha HacTeRLWETE NPOYHDaNe & 43 on- %
PEASNAM DANM CEPYMHHTE HUBA HA HECELRIAHW B UMK enacTvkobs anTuTena (HEA] kopenvpar c paiBMTWETD Ha ChADEK
YEDEHOAHUA NPE NAUMERTH © TH 2 33xaped AuadeT i apTepHanHa XMNEDTOHHA,

Knroupen gymu: Jaxapen awaGeT THN 2, apTepHania XuNepToHHA, KOMMIEMEHT HrHEapaw $akTop KUd-2Hanm cabpia-
Ha WyHOCopBEHTHA Npoba, HECELPIAMK AHTHENACTHHOEH GHTATENA, ChADEW YAREXAEHHEA.

TLTIITTATA Taeein o

E Marepuan 1 METOAH

HManonzsaxme meTod 33 QETERTHRaHE
HE MMYHHIA HOMIMEKDH [KOMOA@MEHT WH-
xmBupaw, danTop: KMd-enanm caopIaHa
uryHooopGedTHa npoba) 8 komBkHaLm“A
c ELISA 3a otupuoane wa EA. HueaTa Ha
HEA pnac |gG Grxa v3cnegasHi B CRRYMA
Ha 93 RALUMENHTH © TWn 2 3axapen auaber
(T230) w apTepwanHa xnneproHKA (AX]
{cpeana enspact - 61.4811.3, npoabasu-

TEAHOCT HA arabeTts - 9834312, npaana- |

WATENHOET HE KMAEPTOHAATE 9, 2824 D8],
TeaW Wwaa GAKA CPRAHEHM C TE3W WA 42
HOHTPOAKM MMUE, CHENANAWM NGO NeA W
ewapacT, JuabeTvuuTe BAxa paznencHW
Ha ABE FPYNH B 3ZBMCHMOCCT OT HAnHuYKe-
1o (Tpyna 1, n=67) wan oTcecranero (Mpy-
na 2, n=26) Ha MUKPOEHTMONATHA

E Peayatatd

HecabpsadnTe EA naumeHTr c T230 M
AN Ca CTATHCTMHCKM 2HA4MMO No-BWCOHK
B CPEBHEHHE C KoHTponwre (0.42£0.04
s, 0.24+0.02) {p=0.0009). Mpyna 1 no-
K333 CHIMMGHRAHTHO J3BHWEHHE HE He-
CEBpIaHd EA cTpRMO 30p3BW WHAMBHOM
(0.41£0.02 vs, 0.2420,02) (p=0.0003).
Tpyma 2 o Noka2a 33BMWEHWE HA 8-
PYMHK HECBBDIAHW EA CNPAMD HOHTRON-

56

Bpod (L7 1013, Togaia NI

SR T

b B A e L e L S

wata rpyna (0372004 ws. 0.2410.02)
(p=0.001). HeCEbpIaHWMTE BAICTHHOBK
AHTHTENA KOPEAMPaT ¢ HMeaTa wa HbAlc
{r=0.22); (p=0.04], obwma xonecTepocn
{r=0.33); (p=0.05), Tpurnauepwuaete (r=
0.38); (p=0.02) u MUKpoanbyMHHYPHATE
(r=0.41); {p=0.002).

E WzBoau

Tead PEIYATATH NOKAIGAT, Y€ NOEW-
WaHHTE CepymHA HMBa Ha HEA IgG ca
COLEIARW © PRIBMUTHETO HE ChAODM VB-
PEMAAHNA NpK graleTkuW © apTepnanta
swunepToMMA. BeporTro HEA IgG ca gobep
MAPKED 33 ONPELENAHE HE ChA0EWTE NO-
paseHHA nNpK AHaBeTHuM © apTepHanta
AMAEPTOHHR,

MAWKMEHTHTE © ETORM TN 33Xa00H AH-
ABET MMAT BHEOK PHCK 33 PABMTE HA Gk-
2EETHM MMKDOBACKYNARHE YONORHEH HA,
DCABACTEHME HE VEPERASHETD B CTRYKTY-
paTa H3 CLAOBMTE MPOTEHHW ENECTHH H
Konared TN IV, EnacTidEmrTe Gubper o1
[CBAPRT 33 HOMMLIZALHCE W ENACTHYHOCT-
T3, KETO €3 OPFAHMIMPAHK B ENaCTHHHK
AamenH, TesK CTRYHTYPW pa3genar cno-
ERSTE OT rﬂaAmM'{EHW‘IIIH HAETHA W Pas-
npeasnsT HANDEKERKMETD BAXDPOLHO N
LARATE CA0RA CTEHE. JerpagauuaTa Ha

T T T R T R e

anacTwsHMTe HHERH MK HEAUMdHHaLW-
AT WAL NPH MHEOTD 3EEMHHEHMH, JacAra-
LW ChADBETE  MANLH KaAWBLD, BoaW A0
BACHYNIPHA YEPEAE. HawwTe npeiMwHm
HICABARIHHA NPA NALHEHTH b 33X3NEH
AMaBeT TR 1 £ MUERCAHrHonaTuRl ye-
TRHOBMKE, Y€ CHLUCLTEYRA ADEMWEHE ae-
rpagauma Ha ENACTHH - CNZEHWAT NpoTe-
WH HI BAACTHHHWTE frbpd. BoneACTEHE
Ha TORA, PAZTACRKME EﬂHﬂHH-,ﬂErpa,ﬂ.ﬂ'
WMo HHA nenTyaF [EOQN] ce ycraHosABaT B
UWPIYIRAUMATE, NpEACTaEnARIANN nato-
AQMAYEH CTHRYA 33 EIEFIS 3"'!-]3“!!70 Ha a¥-
THENACTHHDEN anTutena (EA)F, Paznny-
HH BHA0RE FATOAHTHTEAD £ YLTAHOEEHH
NPl THN 2 3a¥aped Auadet HHSYIHHOBK
aarganTMTena, GAD-aWTuTana (glutamic
acid decarboxylase awTurTena cpeuly eH-
MM, AERAPOONCHAKPALL, MYyTIMHAHOBRTS
KHMCEAMHA), ABTOAHTHMTENE CRewy TWpo-
smnbochaTasa A2, ccTpoaHK anTuTenz,
aHTHENACTHHOBKM aHTMTena w KoaareH
Tian IV ABTOAHTMTENS, Teawm asToanTHTENd
tE COWPIBET ChC CPOOHW AHMTHIEHW W No
TOIM HAYMN FOPMMPET  LHPEYIHPALA
WiyvHIA HosnnEwon (LMK) Tawiea LAK
HAAT NaTOreHHK CROACTEA NORAIM AEND-
IMPEHETD MM B ChAOBETE © MATHE KRN
oD, YCHOPABAA KM YEPEROINETD UM,




KonareHoB MeTabonn3bm v NnUNUAHU
UHAEKCU Npu 60NHK CbC 3axapeH guabeT

TUN 2 U apTepuarnHa XunepToHus

'Warenpa MIponegeatdks va gyTpewyHTe Sanecti’, MY - finased

SagebesaBanemo =a BazaaHama mem-
Bpasa Ha kanusspume o waskume cegalbs
e gobpe nossama waxogka o Baken ke-
nanenm B npoepecusma va guabemnama
m_kpoanzum‘amn.n. Malua=rieme Cal axa-
pe gualem [30) v apmepuasHa sunepma-
st [AN] ca ¢ no-Bucok pock 23 pasBumue Ha
cogofa Bosaom

33 MOHUMOpEUDEHS
memaboauama Ha oCHOOHUR DBazasHo-mewm-
Bpanen npomegH-kosazed mun IV (KN npu
nauueHmu cec 30 mun 2 kskme o 3@ peau-
CIMPUPaHE HA cepywssume @ufla Ha aHmu-
rmesama cpewy KIV dpassetmu om oyBlsa-
cofieme Mal, Meht u Mz, Bewe uznossfias
ELISA memogem npu F3:Ma NauueHmU Cbe
A0 mun 3w AX {cpegHa &b:pazm Gldws11,3
FOLMLL npnga_)kumen.uo:m Ha g-_al':nzma

0T [} .--';.-;,.-'-23‘5

FEE+/-31E npogoakumesnoom Ha sunep-
moHuAma - 928+ -4 BEL Tesu cmadnoomu
Enxa cpalinenu © mews pa 42 Boapacmofio u
newcle colinagayu kowmposu, OQuabermu-
e !-:II—'I:I r|-|'|’.}Pﬂ.F_'HI,.| L] gEE ?:\:('\;I '.TI'"T;:\EQ
HEALUEma - apyna 1in=67) uau omencmiu-
BITRI- Fynd 1 [n=3 5] Hll LRI S AT,

VemanoBefarm ce crmamuemu-
wetku grxmaﬂepm: ne-Bucaku cmatnosemu
Ha aHmmu-KIV IgG npe nauusekemw ces 30 mun
4w AK. cnpame agpaliu kowmposy - 0298
[0U237=0,381) va. 0,210 [0049-0,262) (KwW=14.00;
P00, Fppna 1 [nauuenmu & smukpeBacky-
rapHU yoAckHEHUR) nokada ¢ussudiukanmmsg
no-Bucoky cmodHoomu Ha asmu-KIY s,
B cpafinenue ¢ zpyna 1 (Bex cwgobu yBpe-
qui 0323 (02430381 ve. 0,241 [0.207+0.297)
[K=T58; pe=0008), u B cpaBhedue cbc

ewrop Swonorrr", MY - Minesen

sgpaliume  kowmposs D200 [014950.262)
[EW=17.52: P=00O0N). Hal-Bucoky cmolnc-
oy ma aemu-ElY 126G ce yemaroBusa npu
nayuesmme ot cegofiu nopakeHus (2pyma
1. Cepyrnume aemu-EIY g6 kopesupam o
npags ARCLITIEAMCICITITIA Ha gl,,.aﬁl:_lma (r=045);
[R=000. permunenamusma (r=-0.30]; (R=0.04)
u BRI r=-024} [p=0.05], cucmaauamHama ap-
FIUSFILILA RS HAARIEAHE [r=1 6L l:|_=|'.l I'.IE]_ ()EIIIILIH
A renoe F=0 'J‘:I]_ I'F’:-=l:|.l.'| !:I_ I LIEA LIS
gumae (r=0.3T) (p=0.01).

Awrau-KIY 1gG nokasaxa koperauun ¢ log
TG/HOL [r=028) {p=0.01, LDL/HDL [r=0.8);
[p=0002] TC/HOL (r=0ua] (p=0.05) v e TGHEL
[F=015): (p=0.05).

Hawems npoydBaqe nokaza Bows
ka seckgy noBuwesuemo Ha anmu-iY BS
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Bpb3Ka mexay cepymHute
HUBa Ha aHTU-eNacCTUHOBMU
IgA aHTUTENa N 1e4EeHUeTo U
KOHTPO/1Ia Ha apTepuaiHaTa
XUnepToHua npu 601HU cbC
3axapeH guaber tun 2

T A

Q8B NABHA YED:

: &[]

T0 Mapcal Magaone | efpyap 2016

(052:0,068] (K10,
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320,471} 50,235 0,03850,377] (KW=3,36; p=0.05
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A. Hugoaos',

I, Lumamena

He Hemwsumosi’
IT Huxoans’

A Banwes’,

Hmouond gymm;
R d

3axapeH guaber

, ENACTHHOEM
AErPAnAUMOHHK
nenrugy, ELISA

[

MM EHAOKPIHOAOITIA

CepymMHU HMBA Ha enacTUHOBY
AerpaaauuoHu nentTuam npu
6onHu cbe cTabunHa KopoHapHa
apTepuanHa 6onect u 3axapeH

auvaber tun 2

EMH Ha ChODEATa CTEHA, OTroBaPAL, 34

ANHATA th'MEFIE Ha H3 KEMAARDWTE ¥ MANEWTE ChQoae £

FOGMHM, TPOTAMMTES
pama cyBerti |
HEMOASEINE

earse Ha EAN. Muabemaupqre
4 oTcucTEmMeTo {n=10] - Ip

P

PAXNHHMTE HE €3 CTATMCTHHECHH ZHIHHMH.

Hanon: Noeswernte cepyrand EOT HMS ROKIIBAT NPOULE HA YRDSHAOAHE HA CLO08ATA LN
i, Taka v npw 30TZ. BepoatHo BT ca cebp3asn cbe Ch4osara yEpeaa

GonHu cue C-H

TaliNHaTa KOPOHERHE ApTEpHANnHa
Ganect [C-HAB) oOKBaWE WAKDN KD TPy
MAUMEHTHA, BRIHYHTENHD 0 CTa0anw:
FHPAHKTE, HEETO ACHMATOMHA $a3M HI
sabanasanero cneg ORC, CradunHata koposzpHa
apTepHansa GONecT Ce xapaxTepHInpa Hak-ob-
et & BAMIGAM B OEPATHMO HECHOTRETCTAAE
MBS HYHAHTE ¥ GOCTEEKATA Ha KULAGPOS 8
MHMOKEEAA, CRLPIEHE C HOXEMMA MNH XMTOELVE,
KOMTO DR MHHOBEHD [8 MEAYLHPAT 07 JMEMHECkD

HATOBIPOaME, EMOLUMDHANEH WMAW APYT BN CTREC,

TawvBz ANMIOAW C8 CHBPIBAT € APEXONRH FPhISH
AnckomdopT [AHTHRE NERTOPKE). MU MHOro

NALMEHTH MEPBHTE NPOREA Ha KAE 03 eHa0TE =S
AHEhyHELAR K MHKPOBACKYRa RO 3abonAsase. W

HW Ha AEE TPYNH B S3BHOAMOCT OT HAAHYHETD
DEH VEPEHGAHHA.
SCHM IHSYAMK NOD-B CEpYMHK HMEa Ha Eﬂﬂ
001 Tpyna 1 (gHaSetriph Cbd Ch008H YEPEMLAHHA)
nwte 001, NaumeHTaTe
10,017 | or HOHTROAWTE, WO

O NPK

ABETE {3 CERPERHA © NOAKIIEH DHER OT YEACHHE
HiR Ha KAE!

ZanapHUAT AeabeT o Juausn PRIKDE DakTop 33
CHPASHHO-CHA08M YOMIMHEHHA, YEEIHHE0E DHIHR
o7 NPGTPECHA Ha sopoHapHaTa Banect «» Tprbea
i3 0 AEHYED BHAMATERHD, © A0EED HOHTREA

HE [MMKMPEHUA XEMOTNOEHH B pamkaTe 7-6,5%,
VEHOPEHA AETPAGAUMA HA BIECTHH B YCTRHOBE-

HAE NPH AHOWEMOM C BUCOK PUCK 13 DA 3BATHE Ha

BOCHAREG3A, HATO B MHOTD npoyssakns ELT
£2 MaPHEP 33 NPOTPECARTE Ha ATEROCHASPD
sata, MasecTHo e, we npw naukerTate cwd 3 ca
YCHOPEHH NPOUESTATE HE N3CTAHOED QNP3 0ALMR
14 HAMANEHN TEIW WA CvHTEA Laviades C
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ACTHHOB MeTa00A3bI 1 dT€POCKACDO

Ooi, g-p M. Linkavkoe®, g-p W, Uksnkxosa®, g-p I Hukoaos!, a-p Y. Anekcues \, 5-p A. Hexonog®,
o-p A, Brawes', g-p €. Cravmnoea’

Centop Broaores, WY — ip. Maesss

*Hamegpa MPONenRsTEER HA BV TRRWHETE Sanecti, MY = rp, Moigsed

"Hareapa Baasarva, Tpaseicri yHupepcuTeT — rp, Cr, Jaropa

ENSCTUHYLT & £04H OT OCHOBHMTE CTPYHTYPHH HOMAOHEHTH HE Cb083T3 CTEHE. DEHOBHE HEFOBE KIDANTEDMETHRE & Bnst-
TUYHOCTTA, HORTD CB HAPYLWEEE NPW ChEAEYH0-Ch0BWTE VBPEMLAHMA, WIBECTHO B, Y CEPYMHATE HHEBA HA ENACTHHOEMTE
perpanaliposHE nenmagE [EAN) 0ra30aT BAHEHNE BhExRy SHTHBHOLTTE HA £A3CTRHOBHA METAELNHIbM W B SECTHOCT Ha Top-
HOBBRE Ha @NICTHHHATE CTRYKTYEW. B H2WeTO NpoyyasHe MINAN38aKMe ,CanaBm” Bepera Ha ELISA (eHInm-cabpaaHaTa namy-
woropbeHTHa npodal 33 SETERUMA W HOAKYECTEERD W3Mepaane Ha EAN B yoBewsy cepymu. Hacneppaxme F:3pacToRD CEBR-
3ZHMTE MPOMEHK B ENACTHHOBMA METEBONHILM NPK 34PEEM HHOHMEWAH 1 NPKH NSLKEHTH € ATEPOCKALROIA HA BBAPRCT MOMAY
5014 75 rogrHu. Hal-axcorn HMaa va cepymee EAN BRia yoTanoBSEM NPl NAUMERTHTE C ATEPOCKASR03A, 8 HAR-HUOKEK - NPK
WHOMAMGATE HA Sh3pact Memay 18 w 50 raguan. Cnopes Hat rueara Ha cepymamTe O, cnpeaenen 4pes anaon<” sep-
cHATa Ha ELISA momaT Az Bu0aT HINoNIBAHK KaTe NAPAMETER 33 HARYIWEH Cp008 ENaCTHUWTET, BONESCTEME HE REOMEHHTE |

ENACTHMHOBATE ODMAHE K & YACTHOCT HA SRECTUHIBATE ARrpajanms in vivo,

Hmouoed gymu: ENacTHHO8M OSrpagauHonsn nentigu, ELISA, enacTiy, enactuHoea obmeHa, aTepocsneposa

MICTWHET £ MaEHHAT NPOTEMH HA enalTAYHOTD BNarkHD K

LACTNPHUHACA 23 ENACTHHHOCTTA Ma MAKOY ThEaHH HATO Tedn

Ma CbACBATA cTena, Benwte apofore W RowaTa, B owuTe
ToH & npeacTaped 8 SazanHara memBpana (EM) 1 xopongankure
cugope’™, Y3eTHUHATa NPOTEOAMIA HI BAICTHMA OT AKTHBMPIHM-
Te NPCTEMHEIW B0AK A0 OTAENRHE HA PAITRODKME EAZCTHHORH
ABTpapAUMoHHKM nentram [EQN) B unpynauuata, Chegoearenso
HaMepBaHeTo Ha EAMN e MHAWKITOD 33 CMCTEMHATE ENaCTHHOEA
abmanall,

Monens wonmqectea EAN ce npoayuMpsT Npu nauMeHTs Cbe
CLPABRHHO-CEAOBH PHCKOBH BanTopr ¥, Mimepoarero va EAN
CE MPEARAra KATD MOHMTORHHT HE HAROW BonecTHH Npouyecu
KETo essdMiema a8 Tava Chlld W 33 NPegUKTOR Ha ZHENAHIHA-
Ta WA MAMKH AGAOMHMHANHKM 20PTHH AHEERHIMKY. NoBUWLIEHS
CAACTONM3E CE HAGNHAARE NDW MAUMEHTH C PRANHYHM MaBHK-
decTaumd Ha atepocknepoda™. Kausadde W envgemuono-

FUNHI M3CARABAHME YCTAHOBAXE DPLIKE MERLY K3 PAMOBACKY: |

RApHKATE DUCHOBR ¢-BK'I'DFM H MEpHEPH NPH STEROCHARROZ3A W
BCOM (er3pacToeo-couolanaTa AereHepanis Ha mawynara)™
BeparTHD, ChAOBKAT MATPHKC W BM Nogennt kakc ebiW npo-
MEHH, BRAKNMEALME A2rpagalMa Ha enalTHHE W NpoayUHpaHe
Ha EN 8 uMpryAaUHATE,

Nopasi garta, we WapaynADALLATE EAMN HOpeAPaT & yopis-
AAHETO HA BAACTHYHKTE BAGKHA'S, LIEA HA HACTOALLETO MICNE0Rd-
HE & 03 CB NPOysH aHTHEHOCTTE Ha enacmMHOBHA ME'IE@I}.HHEBM

npH 24paaK CyBEKTI W NEH NAUMENTH © ATEDOCKARPEAE, HANOAS- |

BafxK MMyHOEHIVMEH MaTog ELISA 33 WaMepBaHe HA LHRYIMPaE-
wuTe EAMN 8 cepyrmd HA MHAMEHAK OT DEANAYHK BRIPAcTH M Na-
UMEHTH C aTEPOCKNEN03E, METAELHHTE BIAKMMEME KITO RpKMMEp

33 BEME CHUBCTEYBAA AKTMBHA LECTPYKUMA HA BABCTHYHMTE
CTPYKTYPW OT CTEHATA HA KPbBOHOEHHTE ChAOBE, 33 A3 ONpELE-
AMM A0 € TOIH METO MOIKE A3 €8 AXGEPEHLMPA HORMAH oT
NETAASTHYHA AETRALALHA HA EAACTIHE,

Oo aHec Boe OWe He @ YrTasoBed NIpamMeETsp, KoETe ga
E NPEAKMKTOR 13 HAWHHHHOTO PPOTHYRHE HI aTepOCHASpIZa-
Ta. METOMMTE, © HOWTS C& MILARGAA BNACTHHORRETA ofimAHa ca
TEBEAE MANKD, 8 JEHHMTE 33 CNAUMGUHHUTE NPOMEHH B HOPME
W NATONOTMA €3 ocHbAHA. BeportHo EAN Guxa moraw aa npe-
LOCTEEAT HeoDXnOMMaTa MHEOPMALKE OTHOCHD NPOTRECHATS
Ha Toaa 3200nREARE M A3 YAECHAT HAEHTHDMUHDAHETD HA BM-
CORDPICHOBHTE TRy M, HA KOWMTO A2 Ce OEBEHE NO-TOAAMD KAH-
HUMHD BHHMEHHE,

B HACTCRLULOTD NPOYHBAHE MPOTREAMEME BhIMOKHOITATE
%3 NPEUEHKE FHTMEROCTTE Ha BNACTHHOBETE 0OMAHE YPE3 WAy~
HOAQTHYHE METGAK, KATE Pa3paloTHEme ChEPEMEHHK BHOOKD:
YYBCTEMTEAHN TECTOEE 33 ONPELENAHE HE UNPKYNUPaWN ERac-
THHOBH MENTHAH B 408ELWHKH CERYM.

# Mavepuaa ¥ METOAK

E AWTHres

FAaraprantT 33 NPWrOTERHETD A ENACTHHA & A3ET OT 30pTa-
ta Ha 0-roARUEH 3030 SOREK [IAMHHAN B MHUHASHT] Bea Mad-
PECHORCKH VI PEMAZHUR H3 MHTUMaTA. HepaiTeopmm enacTHH &
ApKIATAEH CNOPE], meTaaa Ha Bormord et ol ™ 1 e MsnNoALEAH 33
NPKFOTERHETD HA PAZTEODMM anga-enacTvH No Partridgel™.

NPLAEANARE HA LTF 64
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A\nabetHa MuKpoaHronatus

Aou. 8-p K. Uunankos, A-p M. Uusnukosa, g-p A, Hukodoe

Hafenpa no nporenente 24 Ha AT g I‘&.‘uwr_rp Bl B gt A e FTHHHEDCHTET - rp. [MAgass

CuABata Ha Bannnte a1 wxa PeH AuabeT x3BMCH HaR-Beve
HHAT AkzbeT ¢ poaewa npuywna 33 cnenora {70-B5%: o1 SonakuTe wmar quatierna RETANONATHRY, ¥poHwyHa Bufipeyma pe-
ASCTATRYHOCT [40% wmar guaSeTHa Hampanatual, B0% wwmar guafetha HEBRONATUA, 8 2MNVTALHUTE HE OAHNTE 48R ML
£ 20-40 Mere noBEYe OT AuyaTa Ges auaber. Tedw yonomnakus anpegeanr HAMHHUHITY KADTUHE, TRRANSITAMHHTE Ehimos-

HOCTW W NPOr=033Ta npe Bonswte or FIxIPDH oHakeT,

Hawuoam gytau: saxaped gualer, ceasmm YCADHHEHUA, Kb

H20ETHATE  MUSPO3RFMONETIA (IMw) npepcraansma |

CNEUMSHYHD, TEHEDAMIMDAHD NOPESEHHE HI BCHYRE
ChADOE OT MUKDOUMPHYNATORH WA oTden Ha EPBEIHOC-
ATa CHLTEME [apTapHoam, RAMWIARH W BErynd] HageoTHo &,
HE MHEDOUWDKYNALMAT OCWIYDABE N0CTaaxaTa b WAETHWATE M3
KEHLAGPON,. BHERFETUAHE M AAE ETuy MU cyBetparH, Broacre ne
AHTHEHMW BUECTE [HOpnitinm, MEQWATOMA, JHTHTENE M fp.) M
OCaaB KA TEHAH T OT BRMACRo AN BUIHTHA, KODAHW npo-
LysTh v cOMANETE HA BELBCTEATA U Ap.

Danuste oF nposegaerra MORHOAOTHINY M PITRECT VK-
THRHA MICACABIHMA fOMBZEXS YBPERLANE HA BEury Chaoee
OT MUESOUMDRYAIUHATE. B eMAOTEAHMTE KIBTHH Ca YETAMORARSE
YIEAMHaRaHE Ha KABTEHHUTE SpraHeny, wachunme or PO M-
HOUMTOIHY BEIUHWAM, MHKDOEMADIH H ofipasyrasua no Niyrar
HOS4TA NOALENHACT, CHUTINM 33 MOPQOAGTHYeE SEABT K3 No-
BUIIEHE QY HELMOHRANE BHTHAHOCT. Agpata umar AHEABRIHpaH
EQOMATUH K HAMEMaTE Adpota membpana. B nepue HAATCAHSTO
NPOCTEIHCTED C8 YETAMOBASA WINATIHE M METEPWAN, HOATD Mo
CTAYKTYRE M BNEKTROHHS MAETHALT Hanofobass Haiaiue M
G0aHE. Toln MBTEPUAA C& NPEACTIER KaTo MHOMICAGARK of-
RAIVEAHMA © HepaBHOMEDHA AeBeniHa, DaIanoanmasy osano
Sz3annata membpana, MEway Tean ncaggomemBoans ce oai-
MANATET KAWTD KOMBTRHHI GEECTRYRTYDHLW, TaHE 1 deHs Tpany-
AMPAHK OTNATAWMA . HECTE Kb THX Ce tpuBast » FUNATEHDHH
fubpram, paanosomosu HOHLEHTRRYHD, ofipasyealion FOETE
Usimi ™ OHOMD ChAOBETE. B 2a0et WATHTE Thuzmye c& wabnoganar
HERSAMHYHA J0HA © DAIKO HADYLW &M obMmana Yapewdaneta vy
ChADBETE OT subpoUURIKYRATOOHER ATGEA HA HPLAOHOSHATA
CHECTEMD S3TOVANRES ARANTALMATE UM KB4 DEMHZHHM W ocphe.
HO Wi NGRHEILEH WIWCKETHWR 'ﬂ'Mri JATDWAHARE P3IARTHATED
Ha KOPATEPANROTD KPBBooDpawsHse, Hamanaes Qe ayATaTa or
MPOBEHAIHOTO NeHEHRE 1 BROWa8a Npor-o3ars

Narareseszara na guabethata MHHDOIHIMONITHA =@ @ W3A-
CHENI HANBAMD. HAKGNKG XenaTeau [rerabonurma, FEHETUMYHG,

GF TEHECTTA W EBOAHIYMATA HA CEA0BHTE yoADMsEHMA. Jaxa p-

HE MACGYETE Ha FAW HHEpaHeTa,

WIYHHA U AR | 03BaT SBACHEHME Ha Me EAHBIMUTE, BOOeUm a0
PAIIHTHE HE THADBM YLAOWHEH A, CRODE] METaBoiMTmET -
NOTEZR ChAOBMTE YoAQEHEHWE CF ATOpMEHLE, parRTaT
AHHOB A0S ALWT B RADVILEHE Ofmng Knlg pri e pAMETS Wipar
BAMHA DONA 38 pazasTHe M3 O0We. Ta ce CRLPIRA © yCwArHa Npc.
NRMERIUHA B SRADTERHI KABTHH, yuenudeHa NPOayKUMs Ha
NETOAGTHYEH MBTOWED B TERKW ASFEHERATHEMHK MEMEHEH M3,

Hil LaHoy-

FRHOAHD QUHOBHA MEXIHUIMT B80T Ao RAIFHYHK A0 BHA 1
TEMELT ¥BDEWAAHUA HA TEHANWTE U A0 DAIRUTHE Ha awafierya
MAKDCOHIMG NG THAL

B MucynmHoMesasmoam nbr wa Rl ApaTHa ofmAna

(noavonon At

B ¥CACRMATE M WHOEMMHOB Lo daumT HARACTAE OEALT HA
COPONTRAOBHA MET HA BEMAHITA Ha TAMOMC2aTa |07 1% npu 3apa
B xopa go 10 npu Bannure a1 31). Koratg ELTRENALTEHHATY
THNIHE HOHUSHTREALHA HARITTES cp YETAHOGRED 3RTHRHDEHS
Ha angnIopeayHTalaTa M NOATHCKAHS Ha COpBMTONO8RHaDare-
H33ATA C NOCAEARALLN WREN HMEHWE 3 copbutona i dpyRTOR-

PTAD TeHIAMTE. TaiW peasums SOHEYRLUED TOARKMO KOAWYCCTED

HAQD (-:.'n:anp-.-d uctarﬂnr. 33 BuICTaHOBARAME HE AR
PAHNR FAraTan-) QofDe wIBECTHD &, ue (AyTATUDM ST & Basmen
BLIDEHAST hYaH SHTAOREHAIHT
MOHMHMEND, KABTRATE CTAHAT MACIG SYRCTETEARY Wb oHCMZA-
THHESN CTpeC

W RO HETOBZTE KOHYEHTDAL WA &

L HEEHahmnumHKMpane

To  npeactassssa  duancaoriuna ROLTTPIHCASUMOHE
APOMAHA HA NPOTERAWTE, CTENOHTE Ha FRHEMPAHE Z3BHCH &F
CRCOHOTO HARD B3 INH=e3aars, NEOALASHTEAHOOTTS 4 823uM-
MOGERSTENE W EKORDCTTA Ha OBMAHS Ha CHOTAETHATE Mpate-
vk, JOKasaHg ¢, v g pEIVITAT Ha FAMEWDEHETS T8 HApYWass
CTRYHTYDATE (TRETHHHAE W HETEI't-.-uTM-IHa:, ¢I','H-{L||I.v|ﬁ'|'.:|_ CHHTEIA-

1
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AHTH-KOAGreHoBH TH [V aHTHTEA] U pa3BUTHE Ha
MUKPOBACKYAGPHH YCAOXKHEHHSA NPH NAUMEHTH ChbE
3axapeH AHa0eT THN 2 ¥ apTepUaAHa XMNePTOHHS

A-p A. Hukonor', gou, a-p M. Usenukos®, g-p M. Uudn Wkosa', 4-p I. Hukanoe?, g-p A. Bnames?,
A-p C. Crahmnoea®, g-p M. Aurenocea, a-p A. fapes’

'Hataapa MponeaenTikg Ha BsTpewsnTe BonscTi, Y = rp. Nagpan

*enrap Bwonaores, My — rp. MAgpew
*TpaxuACHM YHERBICHTEY - 1. Crapa Zafepa

CHATRARS Nam 1 WO, hHIHHE W BUDSHIMKE, MY —rp. Macnau

JaneSenasavero ua Bazanvara memBpana Wa Hanun
NOHEMT B NPOIPERCHATE HA AWaBerHaTa Mk

{AX) ca B NO-BHCOK PHCK 33 PRIBKTHE Ma chaoRa Boneet.

ARHTE H MAnkMTE ChOoee € 00pe NOIHETA HANODAKE M BAMEH HOM-
POAHIMONETHA. NauKeHTHTE Cbe 3axapen amaber (301} w aprepuana xmn NERTOHWA

Hnouoau gymm: 3axapes guaBer Tun 2, 3PTEEHANHE XUNEPTOHMA, SHTH-KOASFEHDEM Wl AMTHTENE, ChA0EH YBREWL HUA,

ATEPUAN W MeToAM: 33 Monu- | 0.04) AsTe-RIV W HOp&AMpaE © npo
TOpHPpaHE meTabonuima Ha oc- |

HOBHHA  GazanHo-mesBpased
NpOTerH - konared Tan IV [KIV) npe nagu-
BHTH £he 301 THN 2, KSHTO M 33 PEFMCTRM-
PaHe HE CEPYMHWTE HWBA HMa aHTHTEnaTa
cpewy KV dparmedty ot cyfknacorete
MrT, Wb o Mrd, Gewe wznonzeasn ELISA
METOLET ApK 93 naumentu o 30 Tin
2w AX (cpeppa Bvapact 61,44/-11.3 rog,;
NEOABLAMWTENHDCT Ha auabeta - 9884/
312, NponLAKKTENHOCT Ha EHNERTOHHATS
- 8.28+/-4.98). Tean crofMocTy Gaxa cpap.
HEHK © T3 Ha 42 aL3pacTono ¥ NonNoBo
CHBNAAIM KoHTROAW. OuabeTiumre Saxa
Fa3InensHy Ha 088 TEYNHA CROpeg HaAHy M-
BTE H3 MUKROAHFHONETAA - Toyna 1 {n=67)
Wil CTEBCTEHETD = Tpyna E [N=26),

Pezyntari: Nauuedtute cwe 30 Tvn
2 W AX NOKEIINA IHAHMMO NO-BHCOHMK
HKBa Ha BHTK-KIV WIT, B CpagHEHHE Che
japaguTe koWTponK (0.30+/-0.12 cpeugy
0.21+/-0.08); (p=0.0001). Mpyna 1 noxasa
IHAUMMD NC-BHCOMK HHER H3 arTe-HIV

T, atsonkoto Mpyna 2 (0,324,013 cpe- |

uly 0.20+/-0.08); (p=0.00%) u appasure
RORTROAM (0324013 cpewy 0.314/-
0.08) (p=0.0001). Husara Ha anTi-HIV
HIFT £3 3HEYMMO NO-BMCOMM npu AHalerd-
LMTE € BeTUHONATHA, OTHOA KOTO NP6 TEIH
Bes (0,33+/-0.10 cpewy 0.26+/-0.13) (p=

AbAMMTENHOCTTE Ha guafera (r=0.49):
(p=0.0004), perumorarmara (r=0.20); (p=
0.05) w BMI (r=0.24); (p=0.05). Cepyrnn-
TE HKBA Ha anTie-KIV MM w Mra npa na-
UHeHTH Che 30 TN 2 0 AX Baxa no-HMcKK,
OTROAKOTO NPW HOMTPOAKTE, MO TE3W pas-
THHM HE €3 CTATHCTHMUEERH THAS MM,

Hzeogm: Hawero npoyisare noksaa
EPbINE MEHIY NOBHWSHWTE CEpYMHM
HUBE H3 aHT-HIV AT npn auaberaum w

| PEIEMTHETO HE MUHROIHIMOMETIHA,

KAMHWHHUTE MaHUBECTALMM Ha MMy
PO~ M MBKROBACKYIAPHO YEPSRAaHE npu
sanapen guaber (3] ownousat petHe-
natMA, HedponatkA W Bopsc pasaHBalya
Ce aTepacKAepoad. BhIMOMHATE nocne-
Al OT FOPHKATE ta cnenota, Bebpeuna
AMChyHKUNE, MHCHAROEH HHDIDRT, HH-
CYNT, IMMYTALUKA HA KpalHuuy, Ten ma-
HHPBECTALMA B TADTETHUTE OPraHM NaKAS-
B8T OFUM NATONOTMHHY K2 DI KTEDISCTH HH,
HOMTD C3 B OCHOR3ETA HA BCMUMK ChADEM

aafonssaqmA. Bonpens ToRa, BakD yo- |

NOMHEHME KM COOM OTAMYHTEAHK uep-
TH, B JABMCHMOCT OT JamMeceHaTa TbKaEH,
HEKTD W CNEUKMEANHD HICOMEHH NPeBEH-
umA W nevemye’’ Tora pazkooBpazue o
NSAKPENEHD 0T ACHMTE ENMASMMOADTHY-
HI X3PAKTELHCTHRH H3 ChOOBUTE YCAOM:

HEHHA, HOWMTD €3 PAIAMUHO NPOAEEHN
npn auabetke Sondere?. Painpocrpa-
HEHUETD H3 ChO0BHTE YEROMMEHKA ChULD
BAPWPA, B FBEMCHMOCT OT aHMAUPaHoTD
MACTC. MarpoaxrionaTHrTa e nodskora
NPEACTAREHA N0 BPEME H3 NOCTABARE Ha
fpardozara, ocobeso npr 30 ten 29, go-
HATO MHEDDBICKYAIADHAUTE  YEAOHHEHHA
COMRMOBEHD [& PABHEAT HARDNKO rO0M-
HH CRED HAHANOTO Ma apafiera™,

O7 gpyra CTpasa, AOKATO PABMTHETD
Ha DETAHOMETWATA (& yEEWYADa ¢ Apo-
BEAHNTEAHOCTTA Ha Anabera, TasM Ha He-
FPONATHATE ADCTHMRA BpwX CRap okoao 15
[, CNen KORTO Hamanasa. OTHOoWeHWETO
H3 PEIAMTHETO M TERECTTA HA CHADED 33-
G0ARBAHE £3 CHILD JABHCHMM OF MHANEH-
AYANHATE ¥ADEKTERHETHEM HA LENEELER
HRKDI NIUMBHTH DAIBUBET CAM0 MaYan-
HH NEIMM, AOKATD ADYFW NDOrPECHPaT 4o
KPEAHWTE CT341MM Ha 3a60MAZA HETS, A00H
H A3 £a Ha cxoaHa meTalonuTro Hueo.

ARTEPHANHITE XANEPTOHKA 1 Qraber-
HHTE [BA0DH YONOWHEHHA ©3 CEbDIaHM
C NOBHILEHW HWMER H3 Pasrpasaade Ha
EABCTIMHATE diuBps. B pe3ynTaT Ha Tosa,
wonaresoed Tan IV (KIV] dparmenta ca oc-
BOBMHAAEEHN B KELOOOBPEWEHIEETD, KO-
BT0 & NaTanorHYed CTHMYN 33 NOBWWEHA
NPOAVELHA H3 JETORHTHTEAS CpEWy enu-

IPOABAKARA a CTP. 34

33

Epofi D/ 21003, ToaeHs i



JNAUOKEHY MHOCKCH K eRacT

UHOE MeTabonls B4

NpK 6OfiHK Che 3aXaper guabet TN 2

i aprepuanHa XunepToHun

WaTeApa IPMVIELENTHNG Ha BETICWANTE SORCTHY MBIHLIAHCERH FHHSEICHTET - Ingaey

ﬂ.et‘pmaimxra Ha TAABHHAT (POTERHE Ha eAacTYHITE (rbpn-
EABCTHH & BaeH L]Jax'mp A3 PA3BHTHET) HA AE3HH HR CRADEATA
crena. Eaacrinown nenmiar (EIT), Doaysenn aed Tam aerpa-
ABLIMA, B OTKPHEIT B UMPRYASIMHATA M C3 CTIMYA 32 IIpOM3-
BEFABHETO HA aHTH-CaacrHoen annTead (AEA) IgM, IgG un
IgA. Lleata sa Tosa MPOVHRIHE & 43 TPOCABAN AAAM CHIEECT-
BVEE BRIk Mesmay AEA, ANIIAMNTE MEARKCH 1 PAIBMTHETO
Ha MHEPOBAICKYAAPHI YEPERAAHMA NPH amabeTuim ¢ aprepu-
AAHD XHTTEPTOHKA.

Hanoaseanme seroa ELISA 3a oTkpreane wa AEA. Husata mz
AHTH-EABCTHICEN annTeaa (AEA) Igh, gl u [gA Goa nacaea-
GEHI B CEPYMM HB 93 navmenTy o Tun 2 3axaped asaber (T23.4)
W aprepraasa xnumepTosma (AX) (cpeana spapacr 61,4211.3,
APOARAENTEAROCT Ha anafera 98843, 11 npogeasuTe noeT
Ha& XMOEPTOHNATA 9,255, 98). Tean nupa Gaxa cpasHeHi © Tean
Ha 42 KORTPOAHM AMUA CLENAAANIH N0 04 7 Fespect. dna-
Bemyiumme Baxa pazseseti Ha ABE TPYTIH B 32BHCHMOCT OT Ha-
ALWETD - Tpyna 1 {n=67) HAK OTCRCTEMETO - rpyma 2 {n=26) Ha
MK POAHIHONATHA,

Yerarosixme, e cepymnnte AEA TpA anTimesa npu nann-
e ohE 3 THI E 1 AX ca CTATHOTHYECKR FHFUHMD TO-BHC0-

32| Bpoii 14| deepyapr 2015

ey

ek Top BHORNHR", MEJHUHNCKH yrHaescHTaT - Mrasex

EIL B CPABHEHNE ¢ KOHTPOAMETA rpyoa 0,338 (0,133+0,452) v,
0,006 (0,052+0.068) (KW=19.54; P=D0001). TlaunenTire, kow-
TO MMAXA JAHHH 32 MUEROBACKYAAPHM VBPER4aEMs (rpysa
1) noxazaxa CrHwdKaHTED TO-BUCOKH CTORMHOCTI Ha AEA
IgA copmyo ean Ges 0,353 (0,1753+0,471) vs. 0,235 (0,098+0,377)
(KW=336; p=0.053) 1 cripanao konTpoanTe 0,353 {0,173+0,471) vs
0,006 (0052=0,068) (KW=20,37; pel,0001). CyBerrime o3 caao-
B VRDEAA MMAND CRIND IHATHMD NO-SM00KM Mitea ga AEA IgA
crpamMe koHTpoaiTe 0233 (0058+0,377) ws, 0,006 (0,052+0,068)
(KW=8,54; P=0.003) Haf-srcogne crofiwoct Ha AEA Igh o
OTHPHEAT TP IPyna 1 (NaiienTy ¢ BACKYAAPHI TIOPaKEHIE).
AEA TgA kopeanpar © log TGHDL (r=0.28); {p=0.001), LDLY
HOL (r=0.22); (p=0.01), TOHDL {e=0.22); (p=0.01) 1 TGHDL
(r=015); (p=0.05).

i
Hawmeto TP HEARE TIORASE BIESKD MEsay NORNLIeHMETO Ha

AEA, BHCORNTE AHTIARE HHAEKCH T PAINITHETO Ba MMKpORa-
CEVAAPHA Yopeaaansa npy foan cbe 3ATZ i AX,

lNanmesrire ¢ BTOREH THN Mxaper ;‘:an)ET MMAT BHO0E PHCK
3@ paiBdTHE Ha AnabeTHH MEREEPOBACKVAJDHI YOADMSMHEHIA
BLACACTINE HA YUPEAAIHETO O CTOVETYPATA HA ChADBNTE [po-
TENRHM BABCTHH K koaared THO IV, Esacrimasmre dubpu omro-
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Ahstroet

The fibrilling are larpe glycoproteing components of |0-nm microfibiils found in the extracellular mamix of most tissues. Microfibrils
play a role in elastie fiber assembly and serve 1 link cells 1o elastic fibers in the exiracellular matrix. Fibrillin-1 (FBMN-1) and -2 (FBN-2)
are large, secreted glycoproteins known to be components of extraceliular manix microfibeils located in the vasculature, basement
membrang, and varous connective tissues and are often assesiated with a superstructure known as the elastic fiber. Anti-fibrillin
antibodies found in some awtoimmune diszases could form circulating immumne complexes (CIC) with comesponding antigens. Type |
(insulin-dependent) diabetes mellitus is an autoimmuene disease keading to foemation of diffevent types of avtoantibodies. To determing the
poasible presence of FEN-anti-FBN CIC ([gG and lgM} were stedied by modified version of ELISA 35 children with Type | diabetes
e llins [nu:xn SEP:—D_.:L? =377 yEaE, diahu!us |.||,|n1|iun 4235 }-targ]. Hi_g,]ll ol the l|iah|:l.'i|:$ had wascular tump“l:.:[imls. Tmnly hualllly
children (mean age—11.58+£2.8% years) were used a5 controls, Diabetics showed stanistically significant higher levels of FBN-anti-FBM-2
CIC — IgG (030320076 ve 02520029, p=0.02%) and IgM (041520083 vs, 034820065, p=0,018) compared 1o the control growp.
FBN-anti-FBMN-1 CIC IgM correlate with diabetes duration (p=0.52; p=0.0015} and BMI (=033, p=0.053} whilz FBN-anti-FBN-1 CIC
lgiG comelate with serum Zinc (#=049, p=00HH), FBN-anti-FBN-2 CIC [gG corelate with microalburninuria (¢ =065, p=00046) and
retinopathy {F=0.61, p=0.0001} This study suggests that there may be a ralationship of levels of FEN-ant-FEN-2 CIC [gG with the
development of diabatic microangiopathy, OF course the number of the tested patients is limited for definitive conclusions, Although the
meaning of these results i still being determined, the measurement of FBMN-ant-FBN CIC may represent immunalogic markers of FBN
metabolism.
£ 2005 Elsevier Ine. All nghts reserved.

Kepwards: Diabetas mellitag; Diabete necroangiopathy; Fibrllin—antifibrllie crculaticg mmune complexes; Autsantibodies

1. Introduction

Fibrillin (FBN) was identified in 1986 in the extracellular
matrix of skin, lungs, carilage, and vascular tissue among
other major tissues (Sakai et al., 1986). FBMN-1 and FBN-2
constitute the backbone of extracellular filaments, called
microfibrils. FBMN assembly invelves complex multistep
mechanizms to result in a periodical head-1o-1ail alignment
in microfibrils (Lin et al, 2002). Impaired assembly
potentially plays a mle in the molecular pathogenesis of

* Corresponding awdhor, Depaniment of Biolopy and Pathological
Physialagy, University School of Medicine, 1, St Kliment Ohridski Stree,
SE0D Pleven, Bulgania, Tel: +339 64 884 270 fax; +350 ¢4 801 603

E-mail patddress: nicolof bpid@yahoo,.com (G, Micoloi),

1537189 1/% - see front matier © 2005 Elssvier Inc. All rights reserved.
Ao 100100 &G.vph 2005 06005

eenetic disorders eavsed by mutations in FBN-1 (Marfan
syndrome — Diete and Pyritz, 1995) and FBM-2 [congenital
contracturel erachnodactyly — Lee et al, 1991 It is
possible that these mutations alter the ability of FBN 1o bind
major microfibril-associated glyceprotein-1 [(MAGP-1),
which may contribute to the severity of the disease
{Wemeck et al, 2004). FBMN-1 is the major structural
elycoprotein of connective tissue microfibrils, which are
important components of elastic fibers widely distributed
throughout the body (Reinhard: et al., 1996). The exact role
of FBN within the extracellular connective tissue is
unkmown mainly due o the lack of information on the
actuel mechanical role of microfibeils. However, it 1§ known
that it is & major protein construction block for this ever
important tissue with its capacity for elasticism and iis
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Abstract

The purpose of the study was ko measure advanced glycated end praducts (AGE) of elastin in human seram. [11 the present study, we adapted an
ELISA techmique for the determination of AGE-elstin-derived peptides (AGE-EDP) in human sera of healthy and dinbstic subjects. This test
makes use of huran aortic elastin hydrolyzed by a chemizal proceduss {o-elasting and AGE-Hemoeyanin. Polyclonal sera from rabbit against
AGE-Hemaocyanin and from sheep against re-glastin were obtained and their specificity was tested via direct and competitive ELISA. Sera of 60
Type | {imsulin-dependent) diabetic children and 28 healthy subjects were tested, The patients with vascular complications showed significant
higher levels of age, disbetes duration, svstolic blood pressurs (SBP), disstelic blood pressues [DBP), dose, EDP and AGE-EDF than those
without vaseular complications. AGE-EDP concentrations of all dizbetics corelated with trglycerides (r=0.1% p=0.04). The coerelation was
found betwesn AGE-EDP and DBP in the subgroup of patients with microalbuminuria+ retinopathy (r=084; p=0.0006). The subgroup of
patients with micrealbuminuria (1= 19] showed corelation with age (F=0.24; p=0.008), AGE-EDP {r=0.65; p=0.0001), EDP {r=0.51;
p=00001) and SBP (+=0.33; p=0.0003). Further studies are necessary 1o elucidate the relationship bebwesn the serum level of A GE«lastin
degradmion products and dishetic vascular complisations. The mensurement of non-invasive markers of elustin synthesis and degradation may be
useful in menitoring developmens amd therapeutic imtervention in dimbesie vascular complications.

© 2005 Elssvier Inc. All rights reserved.

Keywords: Disbetes meliins; AGE-ekstin; Diabetic vasoular complications

1. Introduction

An increase m the amount of advanced glycation end
products (AGE) is seen in the bload of patients with diabetes
mellitus (Hayase et al, 1989 Makin e al., 1992). This
increase is believed to play 2 causal role in disbetic neuropathy
(Brownlee et al, 1988), nephropathy (Hayase et al., 1989;
Moking et al, 1995) and retinopathy {Brownlee, 1994;
Hammes et al, 1996; Viassata et al., 1994; Murata et al.,
1997}, Glucose reacts non-enzymatically with proteins to form
Sehiff base and Amadori products, which are early stage
products. Further incubation of early stage products leads to the
formation of AGE (Horiuchi et al,, 1991}

The connective tissue protein elastin is largely responsible
for maintaining of the elasticity of vascular wall and lung
tissue. The degradation of elastin was shown to oceur in

* Corresponding author, Tel.: VY55 64 EB4 270, fax: +35% 6d B0 603,
Femii oadedress: wicolof_bpiyabon.cam {G. MicolofT)
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several diseases such as emphysema (Bignon and Robert,
1978), atherosclerosis (Robert and Robert, 1980; Robert et
al., 1984, Homebeck et al, 1984} and o wvariety of skin
diseases (Homebeck et al,, 1982; Frances and Robert, 1984).
Soluble elastin-derived peptides (EDF) are then released and
can reach the circulating blood, EDP were shown to posses
several important biological properties such as chemotactic
activity to monocytes and fibroblasts (Senior et al,, 19800
activation of ion fluxes (Jacob et al, 1987} and induction of
anti-EDP antibodizs (Bako et al, 1987). The degradation of
elastin was shown te ocour during aging, the development of
athernsclerosis and some skin discases (Robert and Robert,
1980, HRobert et al, 1984; Frances and Rober, [984)
Therefore, the determination of EDP concentration in the
sern might be intercsting in the detection and monitoring of
age-dependent diseases and especially pulmonary and vascu-
lar diseases.

The aim of the present study was (0 Iy [0 measure semm
AGE-EDP concentrations in the sera of healthy and diabetic
children, For the purpose were studied 60 diabetic children.
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ABSTRACT

The offect of echalt on the cardisvasenlar system ie one of many agpects 3

cobalt metabolism in humans. Elastin and collagen are the mein proteins of the vageular wall,
The aime of this study wers: 1) to determine serum cobalt concentrations in children with hyper-
tension; and 2} to study the correlation between seTum ol and some biskogical markers of the
extracellular matrix of the vascular wall, i.¢., anti-vlnstin and pntisenllagen type IV antibedies.
Pallents showed statistically significant higher levels of systolic and diastolic blood pressure, and

significantly lower serum eobalt coneentrations,
showed significantly higher levels of total cholesterol (P =

than contrels, Children with hypertension
0.0003) and callagen type TV IgM

P = 0,040, Collagen type IV IgG lovels (P = (.027) were lower than in conteols. Serum cobalt in
patients showed a correlation with systolic Wlood pressure (v = 044, F = 0.03, glastin TgM
{r = 0,60, P = 0.007), and collagen type IV IgG i = - 046, P = 0.04), Our data suggest the exis-
tenge of a corralation between changes i levels of serum cobalt, total cholesterol, anti-collagen
type IV antibodies, and essentinl hypertengon in childres. This is the first study of serum eobalt

i children with essentisl hypertension, Am.J. Hum. Biol. 18:798-805, 2006.

Changes in concentrations of cobalt in bio-
logical liguids and tissuwes are observed in
different diseases and conditions, yet many
aspects of the metabeliem of cobalt in the
crganism are unclear (Tealev, 1995; World
Health Orgenization, 1998), Cobalt is one of
the microelements that exercise an influence
on the vascular svstem. Cobalt dilates the ves-
sols and hags a hypotensive effect (Dugin et al.,
1991; Cavun and Millingten, 20013 It has a
poeitive offect on cholesteral level, and nor-
mahzes lpoproteins (Kliorin, 1981, Schuster
and Caughman, 2004}, The effect of evbalt in
experimentally induced atherceclerosis is con-
sidered te be a facter in hastening a reversal
of the condition (Dzhuraev and Nasriddinova,
1992, The effect of cobalt on the eardiovasea-
lar system is one of mauy aspects of coball me-
tabalism in the human erganism whch has
not been investizated exhaustively.

Elastin and eollagen are the main proteins
of the vasenlar wall. An impectant facter in
the development of vascular wall alteralions
is degradation of the elastic fiber major
protein, elastin (Rosenbloom ot al., 1993)
Basement membrases regulate the funetions
of many cells and mediate the interachons
between dilfecent tissues (Paulesen, 109
Kuhn, 1924). Collagen type IV (CTV) consti-

2006 Wilcy-Liag, Tne.

3 2005 Wiley-Laws, Inc.

tutes the maojor component of basement mem-
branes (Schuppan and Riecken, 1990). Mea-
enrement of serum antibodies to fragments of
elastin (Fulep et al, 1990; Gminski et al,
1991: Daskalova et al, 1997; Nicolofl ¢ al.,
a005a) and CTV (Balashova et al., 2000; Nieol-
ofF &t al., 2002} is now possible, and enables
changes to be detected.

Bako et al, (1987 veported that in group of
patients with hypertension, 0% of eora were
pasitive fer anti-elastin antibodios (ATABe) of
the 1gG type, independent of age. In vhlitera-
tive arteriosclerosis of the legs and in fype b
hyperlipoproteinemia, elostin-derived pepti-
des levels (EDF) showed a marled increase,
while in hypertension, the increase was mad-
erate (Fulop et al., 19900

There are data for the detection of serum
CIV in animals or hamans with arterial hy-
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Ahstract

Elastin breakdown preducts are found in the serum of all haman subjects. The gressnce of these elostin-derived peptides (EDF) and the
corrasponding ancibodies in circulation leads e farmation of cireulating immune complenzs (CIC). The aim of this study was to dessrmine if
corum bevel of free-EDP (nbound in CIC) comelye with the developmenit of microvaseular epmplications in children with Type | (insulio-
depondent) diabetes mellims. To this end we used a methad for detecting immuee complexes (CIF-ELISAD in sombination with an ELISA
for detection of EDP. The levels of free EDP were stodied in seen of 81 digbetic children [mean age 13,46+ 3.51 years, diabetes duration
.17 & 421 vears). Forty-owo of the children bisd wnscular complications (group 1) ard 10 ware withawt vascutar complications (graup 2n.
Twenty-cae healthy chikleen (mesn age 12.6 & 247 yoars) were ussd &5 comtrols. Digbetics showed significantly higher e vels of free EDP
(6%, & 25 ngfmi versus 31 & (2.5 ngiml; p =003} compared o the conbrad groap. In group 1, free EDP showed significantly higher levels
than contrels (78,9 & 286 ngiml versns 51=12.5ng'ml; puf000L) Abwar 38 of 81 (37%) parlents were positive for free EDP (20042 -

71% in group | and 8439 — 21% in group I). Free EDP levels in all

dighetics showed 2 correlation. with insulin dose (r=013; p=0L

and microalbuminaria (r=0.57; p=0.0001). Patieris wh had vascular parhology showed a corelation af free EDP with miceoalbuminusia
{r=0.41; p=00081). retinepathy (r= 032 pedd]), insalin dose (r=0.37; p=0.02}, HhAle (r= 0,35 p= 003, sysualic hloed pressuse
{r=0.30; p=_{0043) and wesal sholesternl (r=0.36; p=0.02), These findings suzgest Ihar elevated levels of free EDP are associnted with the

development of disbetic vascular complications in children.
& 200 Elsevier Treland Led. All rights reserved

fevwgrcd: Dighaness mellious: CIF-ELISA; Fres elusin-derived papides; Microdfaumminurla; Ratinapsihy

1. Introduaction

Patlents with juvenile cnset of Type 1 (insulin-dependent)
dlabetes mellits ase at high risk of dishetic microvaseular
complications due 16 alteration in the structurs of the vascular
proteins.

Elactin is onz of the major struciural matrix proeins
of the amedal will [1-3] Mature elastin is composesd af
s-fuble elastin subunits, which are imtermaleculariy cooss-
linked into o fbrous metwork (desmosing and isedesma-
sire formation) and thus constract a highly polymerized

Abbseviations: EDP, slastin-derivad pepekles; AEAhs, amiglamin anti-
budies: CIF, camplamsnt inkibitlos faatar
* Coeresponding author. Tel: +339 64 BB2TY; Fax: +359 64 811 605,
Evmnai! addrers: giesloif.op @ aboacam (G, dicalaf.

insolultie protein. Degradation of arterial wall clastin 5 2
characleristic featurs in atherogenesis, Serum conceniraton
of elastin-derived peptides (EDE} is elevated in atheroscle-
rotie paicnis and reflects elastin wrnover (4] Increased
serum eoncentration of EDP is a polential indicator af
pdvanced atherosclersis such as plague instability and is
also s predictor of rupture in atheroseleratic cortlic apeurysms
[31-

Our previous studies pave documented an increased degra-
datica of elgstin and peoduction of antielistin amnbodies
[AEAYs) in disbetic children wilh microangiopathy (5.7
Thesz autoantibodies bind 1w their cognats annigen and
thus form cireulating immune compieses (C100. Such CiC
may have pothogenie polential sine2 they ean give rise o
ricroangiopathy following depositionin small blood vessals.
CIC cortaining LDL or elastin-antely 1in has been idemli-
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Abnormal Levels of Serum Antielastin Antibodies in Children
with Diabetes Mellitus Type 1

Geogge Nicoloff, Amtony 8. Weiss, Violeta Totova, alentina Tzaneva, Chayka Petrova,
Nadia Demusclieva, Aspanidi Nikolor, Plamen Tzvetanov, and Pevleana Cliistiora

Artitodies to a-alastin lelestin breskdown product) and alastin seguences devoid of crose-linked regions (lnear
elasting are found in the serum ef all human subjects and correlate with iheir respective serum peptide levels. The &im
of this study was to determine if the serum level of anticlastin anibodias AEALS) differs bevween type 1 disbetic
¢hildren and nondiabetic children. Enzyme-linked immunosorbent sssey wis used lo measure ihe levels of
immunaglobulin giG end IgW AEABS in the sera of 45 diabeths childran (mean age 12.8 = 3.2 years, diabetes duration
5.3 = 3.6 pears). Twenty-two children presented with vascular complications igreus 1), whereas 23 dizplayad nowascular
camplications {group 21 The cantrcls were 18 healthy children (mean age 11.9 = 1.3 years), Diabelic pavents showaed
s1atietically significant higher levels of Igh w-AEARs (082 = .26 v2 0.61 = 0,14, p = .0013) than the coniral group. In
groun 1, s-AEADS showed stetistically significant higher lovel than controls: 1gG (0.86 = 0.42 vs 0,53 = 012, p = .mog
and Ight 10,88 = 0.24 vs 0.61 = 0.14; p = 0001}, IgM antilinear elastin antibodias |ALEADS] in group 1were significantly
laveer than i conols (0462 = 0,191 ws 0652 = 0127, p = 00081 lgG w-AEAbs showed correlstion with
microalbuminuia ir = =.26; p = 051 and ighl ALEADs correlsted with migroal buminuria [r = -.32; p = 036} 1gG =
AE &be correlated with neuropsthy (r = —. 35 p = (035}, Graup 1 patients displayed & corralation betwesn lgce ALEARS
end retinopathy (r = =48 p = 073 and Igh ALEAbs and microalbuminuria [r = .62 p = 014}, Levels of AEALS and
ALEAEDS can serve as immunologic markers ef the extent of elagtin degradation. These markers may provide a tool ta
study elastin metabolism and a potential clinical rofe for AEALS in the pathogenesis and development of vascular
complications in diabetic children,

¥ey words: diabetes mellitug, artielastin antibodies, microalbuminuria, retinopathy

Elastin fikers, which are composed primanly of

clastin, endow loase consective tssue with reabence
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that complements the ensile strength of collagenons
fibers. Elsstin i the main component of the exira-

cellular maenx of ameries, where ot addi Y

perforns 3 regulatory function during arterial devel-
apment by conoalling proliferation of smuoth muscle
and stabilizing arterial struerure. Elistin s composed

largely of glyeine, valine, praline, and ather hydra-
phohic residues that conmribute 1o uncrass-linked
elastic regons within  the mulecule. Elstin also

contins  mulople  lysine residues  in slanane-rich

cuvironments thae contribute 1o lvsine-derived vross-

links, such s desmasines, which link the b
. . . . BoE oy
polypepiide chain inte an clastie nepvork” 1

aging, the elusticity of connective tisue becomes
reduced. muinky ewing to a combination of molecular
menlification” and elastolysis.

Hamans mormally bave measurable serum levels of
inmmsogloboln ()G anticlastin 2 nodies CALEADW),
sl s luf T, and 1el27 ABALs of ditf

vt Iy
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DETECTION OF SERUM COLLAGEN TYPE IV AND ELASTIN
DERIVED PEPTIDES IN PATIENTS WITH BREAST CANCER

George Nicoloff”, Tashko Deliiyski®, Asparuh Mikotow®

Key words: breast cancer; elastin-derived peptides,
collagen fype [V decived peprides, ELISA

SUMMARY

Breakdown gf hovement memhrane i helieved w he
o essenrial swep for mar invasion angd metasiais,
The intevaction berween funer celly and extracellidar
mratelx canr olsg resali e irdiwction af basement
membrane and elasiin senthesin by o and steomal
celfe. The aim of owe sl wis T deteet serien
cancernirations af collogen npe S and elusi in
peiilenis with breass concer and G0 test the possible
redatianship o efastin-devived peprides (EDPG wnd
colfagen tvpe IV devived peptides ¢CIVIN witk brease
cancer Serwm Tevels of OTVODP and EDP were
measyred v ELISA in JU heeaxt coneer parivigs,
These values were compared with sevun levels in 23
gge- aad sex-marched conteols, fn putient geoup, EDP
fevels were indepemdently associored  with age
fr={1.34; P={LN3) and wonere size (oo 0048, P= 000340,
wiile CIVOP corvelated with Breast cancer stage
freiL 35, Py Oue oot sugyesiod e pissible
corvelation beaveen changes in sevum Tevels of E0F

Comaspanding authar Asses Pl & MicoleT, M, FRD, Dopacmani of
Biolagy, Madical Unnorsily, 1. 5 Kliment Ohridski Sireet. S800 Feven,
Bulpaia

E-mait: nicalofl_bg@Evahoo cam

Diabalciogia Croatfica 1823, 2010

aned CIVDP g bevast caneer Sigher concenirations
al EDF and CIVODRE correlated with fiomer petiologe
i fweasr cancer Prospective angd fonger saaffes af
farwer popifafivny are nevided fo identifi the role of
FRP e CTVRP s potenticd wheekery in reasi canear
futleiag:

INTRODGUCTION

Hreust cancer s an importent disease becaise of 0
high freguency, which is contimuusly growmg. (s
high death e and the G thar this tvpe of cancer
mure wllen aftects women under 43, In 2003, the
breast concer morbidiny aed death rates in Bulgaria
weere K74 TDOBO0 anel 283 1O0GOY, respectively (1)
Thas morkadily rate s comparable with that of
industeal by developed counties, The higher mertality
e s a4 consequence of disesse detection only in
advanced sges.

Elastin 15 one of the mugor stevcium! maws preteins
ol the arerial wall (2-4) Matwee elestin is composed
ol seluble vlstin subusiis . which are intermolecubals
cross-linked (desmoesine and sodesmosine Tormation)
into & fibrous netwwrk ther resubts oo highly
polymerized insoluble protein. Elastin is composed
lrgely ol glyeine, valine, proline and other hyelro-
pholsic residues thin eluster ae distingt domns that
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Smoking And Thioevanates In High School Students, University
Students And Children With Hypertension

Angelova M', Kolarova-Yancva N*, Nikolov A" Nedkova V'
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InToemmitivn for statistical evaluglion of Sk g s often gathered by s, ligie seslis it o
My tactors wned are aot abwave relighle, To et iy smaking assessment guantitative Enrical ceineria e
used Lo distingnish smokers from nen-smokers. determine Wie intemsity of smaking or e used in the e
weatment. The markers that are maos contmonly used dre carbon monoxide (00 OO b, nicodine £ in plasima or
serum, sulivie . urine, hair. mails ), corinine Cpliasma, saliva . urine, hair ) . thineyanates (plasma, saliva . urine i
CF-30 Pragtically suitable are the methods based gn defining thiocvanaies . which wre metaholies of Cainidy
Feonm tobaveo smoku. Thivevunates have - lone halflife - 1) digvs whish exciudes talse nesative resulis in cose
arsmiking Bieruplion e v tuo s 130 Phioevanutes are alsa receivedl windigenousi with cerniin fogs
s for their determination @ s teressny o bine o wumirel  grop of  wones mukers
Sowhing dwmages the bade of hath uetive smokers and passive smekers, Unfortumstely armahing ity
adalescencs and children becoimes meone and mare fregquent, The peak ol early smaking is shifling from 18 wears
e LT vears of age, gnd smoking attempts were observed in the firs decade wi Hile for some of e elildren
Smuoking i adults lads 1o cardiovascular discase LEVID, cercbrovascalar, and repinton disenses, Smoking
atfiets the newro-psvehical finctions I reducing the protecrive functions of the immne sustan L3271 Sivking
in adubeseence sets thye risk of dL"LL'|I:'I|‘.IiI1y_ these discases i adid i) Sl ol the el vish ot lon
CWIY such as hizh ool pressare, dvslipicemin, nibsco usg, urthesltls diel and obesite besio in i o,
Frophy Lictic determination of these risk facts et prevent CVENCE D 1L s vonsidered than sk ing atfegs he
increasing spread of the GOC and inerenscs e sk of death by 207 () Studies, msst utten in wduli
populittions show a relationship between smeking and gl cadothelial dystimction, Fpid parimeters and
et of wrierial ypertension and atheroselorusi (AL 8LV heretore. the aim of o SUTVER s Losbuds simoking
and s Arensity by e sage e iiocsanate markers in blood serum and or urine in sehonl cliddren, studenis
atnd chiledren il b pemension - ane of Uie risk Bacte Far VI Inthe group ol childeen winth oy s hint
pressuve (R lipid puramceters were ala idenifed.
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CTATYC HA T!ﬂT'tGHD'.'IYU.IEHETO nPy NACUBHA nyLwAa4A

M. Anzenoaa’, H. Konaposa-Anead’, A Huwxonoe!, B. Hedkoaa® U A, Bomunosa’

ICekmon KunLA’, famedpa , Xumun U GuasLMuR & cpuduia u Bunchuzuka’, MY — {TngagH
Hamedpa Meduampus’, MedUHCHY JrUBERCUITEM= nedeH
swamedpa ponedeemuURa Ha EhMPELLHUWTIE fonecmu”, MeduuuHcsdy PHUBERELITHRT = rinese

SMOKING STATUS IN PASSIVE SMOKERS

M. Angelova’, N. Kolarova-Yaneva', A. Mikolow?, V. Nedkova® and A Bojinova’

1nepartment of Pedistrics, Medical Uriversity = Pleven
sDepariment of Propedettics of Intema! Liseases, Medical University — Pleven

Pesome, [TUEHEMD HE & aanamermpand A ClEoMegHL MeCma d BrngapuA, HE papaHLMEHLAMA LT
He CE FpURasan HEMbNRD, Wy CoLpIENUmE € anacHocm 38 30pages pocneduLl HE CE npLaKapanm om
FONAME YaLT ot St neapsCITIO HOTENEALE Uped ofexmussh sapeep 38 yOMaHiaRaane Ha omamyca Ha
IGIGHONYLISHE 1 HEADEAMa HTTIEHALERO0T = MUGLUOHAMI & CREYM U FDLRE, moaa uacrelaane uMa 3a
e da Moeot, ¢ [UCHDEBME 38 J0pEsEMD HE G UmE TpLEH &8 aiwaKsL = fopu no-zanel, & CPadHe-
HUE © ME3L RPL SKTILUEHD MBI, Memodu: CregmpothOmanempLHHI JOLHECTIERMD DNpedenasg Fa
FuatapREDE MUOUAHETY & cepyM U Y. CMEMUCMUHETHRTE oHpabomes & wanpaesHa no Statgraphics
Plus far Wandows. Pegaynmamu: Om 187 nuys, patometiu s opeds ¢ RTHHIG FUIEHE, 21 {17%;) ca nacud-
ML YEHLL apnedaaHy GAxXS mMUOLUAHATIIME PO 18 NactgHL NYLLEHT U 38 cpanHEHLE — NP B4 crmydeHmu
[IyLLIEAILT 4 HENTYILERR. TyouUaHaMUME 8 CROKM Y YPLING T NACUBHLITE riytuady £8 GOusKL Ao HLEAMmE HE
GEITIUEHD TPUSLLITE pad 10 yreapl GHESHD. Farnmoyakium. Tonyyeriime pEaynMmarTy TOKEIHAT BUCOHE
UHITIEHIUGHOCT) HE ACUBHONTO U HA BHMUBHOMD mimaHempLLEHE, Kamad AU T PUCHOBLITIE chakmopd 38
paampp 3AGONASEHLA CMBT, rOrIOHOTIUEHEME Gedes A finde Jabpawand Hil OALLECTEEHL MECTH.
Heofixoduma & eqaKmLdHD HORTRCUPARD 3AKIHCAT ypeiba 3a 3a0pataMmE 1y, KERTIG U pooapanl 35 NEE-
GomepamARAHS HE nyIEHETIO U 28 nodwpena Ha OMEEHEALLLITE S8 OTF HRCTOHOT LU EHE.

Krilgvoau Aysu; NACLHEHD AYLEHE, omaHaMAUENE, GUoMEpREE IUICLEH AL

Summary. introduction: Smoking in public places is not permitted in Buigaria, bul the resirichions &re
aitfver nat fully appiied or he related adverse healf effects are not recognized by the majerily af Bulganan
population. Objective:; Using a0 olyjective marker to icleniify the starus of the fobacto sMaking ar its intensily
— thiocypanate i s8flim and uring, His study i intendad to demanstrale that the risks (o health of passive
sroking are ihe same"and even greater than jhasa of the aclive smeking. Methods: gpactrophatomeatiic

ianitalive determination af the Blomarker = thigcyanales in Senm and uring Sratistical processing is dong
by Statgraphics Fius for Windows, Results: 0f 187 persons werking in an anvironment of Smoaking. 31 {17%)
WarE passive SITORErS Thipoyanates in 18 passive SMOKES Wers rested and compared 10 84 shrdenls —
simclers and noNSMoks:S Thipgyanales in seram and uring in passive SMOKE!S 876 close fo the levels of
active smoking of more than 10 cigareltes per day. conelusions: The rasuls indicate the high intensity af
pagsive and active smaking. Being ohe of the sk factars far vanous diseases and dealf, smaking should
pe banned in public places. Effactively confroied legel requiations of its ban 83 well ag programs (o pravent
smoding ard [0 SUpPOR SmoHing withdrawal are requined

Key words: pagsive smoking. fahacco SmoRg, bigmarker, thiscyanate
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Review

DISEASES AND CONDITIONS ASSOCIATED WITH ZINC DEFICIENCY.
SERUM ZINC IN PREGNANT WOMEN WITH REPRODUCTIVE FAILURFES
AND SERUM ZINC IN CHILDREN WITH TYPE | DIABETES

T 2 . - r
M. Angelova'”, V. Nedkova®, A, Nieolov?, . vanov |, P. Kularoy

. Department of Chemistry and Biochemisty & Pliysics and Biephysics, Universin of Medicineg —
Pleven, Bulgaria
Department of Pediarics. University of Mediving - Pleven, Bulgaria
"Department of Propaedeutics of Internal Medicine, Universine of Medicine - Pleven, Bulgaria

ABSTRACT

Apart from severe zine deficiency in akrodermatitis enteropatika, clinical effects of more moderate zine
deficiency are diarthea, pneumonia, behavioral problems, impaived memer v. leaming disability and
neuronal atrophy, alopecia, growth retardation, zonadal hypofunction. sbnormal pregnancy. susceptibilin
to infections, delayed wound healing, impaired glucose wlerance, and many others. Thess effects are
obtained in clinical studizs that give a posithve response W0 zine supplement therapy. In this aspeet. ou
study is a brief overview of diseases and conditions where zine deficiency is abserved

The second pan of the study presents our results on the levels of serum #ing in women with reoroductive
failures and in chaldren with type [ disbetes. The results showed Lerum zine was in deficient levels. We
recommend proper diet, including foods and fornifitsivani fortified multivitamin preparitiung with zine.

In conclusion we consider that the addition of zine o the diet could improve the curment states of patients
with zinc deficiency and could even lead 1o survival of childien with various diseases und conditions,

Due ter varied results for concentrations of zinc and other trace slements in blood serum as indicatars of
micrumutrient stanes 0 is necessary ocarny ool more detsiled sodies o dentity 1he reasons and

mechanisms of the micronuirient deficiency

diflerent disorgders

Key words; zinc deficiency. pregnancy - reproductive Failures, Tvpe | Diabetes Melliws

CONSEQUENCES OF ZINC DEFICIENCY
I the first part of this article we present a brief
review on common diseases and  conditions
whiere zing deficiency is found. while in the
second part we present our own studies on
patients in relations with zinc deficiency.

Due 1o many biclegical functions of zine and its
distribution in almost 21l human fisstes., there s
a wide range of physiological signs ol zine
“_Curn_'spnnrjcuce tn: ;.'!’_HJ_L__P.II',I:- HE:.'.I-.';r Angelova,

PO Department af Chamisin and Biochamis
Physics ond Biophviies, Univeesine of Medicing -

Plaven, St TS0 KLOReidsk i 3800 Pleven, Bulgario
Tl 33064884259 eonpeil

il I_f._-:"r.v.‘.r.ln.l; @ _l'l_;‘_-

deficiency. These signs vary depending on the
severitv of the deficiency, Clinical signs of
apparent  zine deficiency are seen in
aerodermalitis enteropathics. which is a rare
autosomal recessive genetic disease with zine
matabsorption (1), Clinical manifestations of
e deficiency may vary in different ages. In
carly childhood. a common symptom is diarrhea.
Furthermsore, sine deliciency leads 1o behavioral
problems, impaired mewory, bearning disabiling
and neuronal atrophy (2. 3)

Dermatie problems are becoming mare common
as the cluld grows, Alopecia groweh retardation
and recurrent infections are common in school-
agedd children. Chironic skin nleers and recurren
infections are common  gmong  older  people.

Trekin Joureal of Sciences, Vol b, M0, H0ES EB_."'
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Coonclusion: This findings shawed that $CF may reflect sarly athermnscl erotic
changes in the microvasculature of the cononary arteries.

[FP.11.445] LEVELS OF ELASTIN-DERIVED PEPTIDES IN SERA OF
CHILDREN WITH OBESITY AND ESSENTIAL
HYPERTENSION

A Nikalow', L Tsinlikav", . Tsinlikava", G. Nicokoff. ' Clins of Propedestios
af Mgl Diceases, Medea! Unsernity, Flesen, Suiaria, “Diision af Hiakgy,
Mediaa! {Vmiersiry, Fleven, Bulgana

Oljective: Elastin and collagen are the main proteins of vascular wall. An
important factor in the development of vascular wall alterations s degra-
dation of elastin. Arterial hypertension (AH) & connected with the ks of
artenal wall's elasticity and anabnormal increase inthe collagenfelastin ratia
The aim of aur study was e {1 Measure levels of ehstin-derved peptides
{EDF) in sera of ohese children with esential hypertension; (2) Compare
them with ELW levek in obese childen without essential hypente nsion and
healthy contrals

Dresign and Method: The stusdy population consisted af 113 chikiren divided
inta three groups as follows: ohese children with AH {ne43), mean age
1214 22 years (Giooup 1) obese children without AH {n= 32}, mean age
1134+ 351 years {Group 2 and contral group of healthy children (no =38},
mean age 118428 years {Group 31 Semm total chalesteral, triglyoerides
and HIDLAC were determined enzymatically. “The sandwich version of an
enzyme-linked immunosorbent amay (ELISA) for detection of ELDP
was used.

Reslte Children from CGroup Ishowed statistically significantly higher
level of serum ELDP {102 £ 18ng/mly in comparson with CGroup 2
{7543 ng/ml) anad contrals {6 £22 ngfml) {p <005} There were non-
significant differences in serum ELP levels {75 231 v, 60 £ 22 ng/ml)
between Group 2 and healthy contrals {p =005 Twenty-three percent of
children from Crroup | were pasitive for E DF. The concentrations of total
cholesteral and LI were signiicantly higher in hoth groups of ahbese
children in comparson with the control group (p<001)L The results
inadicated both the obese boys and girls with A H to have increased mean
levels of tmal cholesterol (7,24 1.3 and 7,94+ 1.5 mmalfl) in comparson
with the obese boys and girls without AH (6.4 41,5 and 6,94 1 5 mmalfl;
jrRA bR

Conchisions: Our data sugpest the existence of an asociation berween
changes in levek of serum ELWP, ohesity and essential hypertens
sion in chikiren. Determination of serum EDP levels may be a useful
methad for monitaring of development of arterial hypertension in ohese
children.

COMPARATIVE STUDY OF PERINDOPRIL/
IVABRADINE AND PERINDOPRIL/METO PROLOL
COMBINATIONS EFFECT ON MICROCIRCULATORY
BLOOD FLOW IN HYPERTENSIVE PATIENTS WITH
COROMARY HEART DISEASE

A CGolosova, L. Kirichenka, 5. Gatira, Mascow Stare Unsremisy of Medicine
amd Dentivtry - Department aof fnterna Madidne #2, Moscrs, Busa

Objeive: The study was designed o evaluate the microciroulatory effect of
clinically moeffective penndoprlfivabradine and  perindopnlfme topralal
combinations in hypertensive patients with coranary heart disease.
Du‘n anid Methods: 77 make and female patents {mean ape 604 6,0
years) with mild to moderate arterial hypertension and concomiitant angina
pectors class 2 were nndomized into 2 groups. The Ist group (no=40)
receved perindoprn] 4=8 mg + ivabradine 7.5 <15 mg daily. The 24 group was
adminitered the same dose of perindopril + meopmio] tartrate S0 100 mgf
day. Baoth groups were treated and followed up for 24 weeks. Microcincu-
latory blood How was measured before the asdminstration of both dog
combinations and after 12 and 24 weeks of treatment by bser Doppler
fiwmetny with LAKK-0Z analyzer.

Results: Both combinations had equal effect on hiood pressure profile and
5T depression episades number and duration sxerting equipatent statisti-
cally significant bradyeardic action. In contrast with perindaopri[fme tapralal
tartrate  combination treatment we ohserved statistically  significant
19.2% increase in microciroulitory blood fow in the dorsal hand skin after
24 weeks of treatment with perindopril ivabradine. The later com bination
was particularly effective in patients with mnitially diminished level of
i eracireulati on.

Conclusions: lvabradine has mare Bvorable effect onmicrociroulatory biood
ficrw than metopraks] tartrate being oo adminsstered with perindopril in
clinically moeffective dases to hypertensive patients with angina pectonis.
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indviduals {3--1.45, Piand -002).Conclusions: BMI i posilhely
asacciebsd with inflammatory and cardiometsbalic marksrs and verssty
g=anciebad with vilamin D in Canadian aduts. Thasa rasuls amphasiza
the inflammatory sleba of chasily thal may incresse cardiomelabaic
risagza risk, Bnd highlight the potantial b modulale sk by mpraving
wilamin D staluz,
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ATHEROQGEMIC INDEXES AND LIPID STATUS IM CHILDREM
WITH OBESITY AND ESZENTIAL HYPERTENSION

A, Hikalo?

1 MEDICAL LUWWEREITY, PLEVEM, Dapariment of Propadauics of
Irfarnal Disaasas, Plewan, Bulgana

Abstract Text Introduction Dbasity i ane of the major characleristica
of the population wih essentisl fypartension Bnd a key risk facor
undartying pethogenssis of atherosclercsis.  Duning he |ast years,
elherBciarosis nes bacome one of tha main causes of high mortaity
in yourgar popultion. That is wiy & is nacassany 1o 1y to find reasons
for eany atherosclarasis in childhood and to prevent develapmant of
atharsciarcsis by screaning of tha high risk chidran and ssarching pe-
diciorsof cardiovascular risk. The aim of our study was to: 1. Delarming
lipid sletus (LS} and calculabs tharogenic indexs (A1) in obesa chikdran
wih assantial Mypartansion:2. To compans LS and Al of cbasa childran
wkh eszanlial hypariension with LS and Al in cbasa chikdenwilthout es-
sanlial hyparlenzion and heakhy controlksMathods:The sludy population
consisied of 113 chiden dkided into thee groups as follows: cbasa
childran with levalad biood prassuns (Ne43), Mean ags 12,142 2 yeas
(Goup 1); coesa chiden wih normal biood pragsune (=323, meen &
11.343.1 yeam (Eroup 2); and contral group of healhy chiden (ne38),
mean aga 11.842.0 yaam (Group 3).5arum total chakestanal (TCLL
Irighycarices (TGLY and high density §pcprolin cholestaral (HOL-C)
wara datamined & ymetically. LOL-C was calculatad acconding o the
formula of Friedewsld. Main lipid indemes (TCL indeax, TGL indse, HOL
inde, LOL index and percant diflerance batwean indeaxss fom cbasa
conlraks) wara calculatbad Rasults Tha resulls indicgbad bath the obasa
beoys BRd ine with AH 10 haws ince&sad mean kevaks of TCL (7.241.3
and 7.8415 mmol, respaciivaly) in comparison with the obasa Duiﬂ
and QIrEwERCUtAH (E.4-4+1.5 and & 9+1.5 mmokl, respaclively; p<0.0i).
Howenar, the mean lkewals racorded in the obasa childen wihout AH
wara ralatiely Higher in companison with the haalihy controls (p<0.01).
Imarastingly anaugh, the obase gire Trom group 1 showed a [owar mean
walsa of HOL-C (0.8240.24 mmodly then eithar the obssa boys Tom
the ame group or chess confrals (p«0.05). Alharoganic indess werna
high in both groups of abass chilcnan, wilh & highar parcant racordad in
the gins. In the group 1 Erln. TCL index was 7 .58 and 35.36%. Inthe
Eerys with high | and AH, TCL index was 5.40, but the parcant was
wary low, i.e. 8.23%. Thanafore, the girls with high BMI and AH wara gt a
higher risk. of 1ha devalopmeant wascular changas 1han the boygs from ha
BAME group. Inthe group 1 boys and girs, HOL index was 683wih a
wary low parcant and 294 wih a parcant of 58/54%, respactialy. TGL
indzx was within the normal ranga in all shudy groups. LOL index was
5.94 Bnd 11.93% in tha boys, Bnd WAs higher in he girs, ia. 8.3 and
32.18%. Conclusions The high lipid indexas (TCL, and LOLHLL)
in girks indicaled a higher probability of the desalopmant of vasculer
changas in thesa children, parficulary in thoes Fom group 1. Cur dala
supgast e existance of an associalion batwean changas in lipid status,
etharopenic indesss, obasily and essantial hyparension in chikden.
Kianitoring of lipid stalus and ethercgenic indemas could be & usaful
melhad far idenlitying & high atharosca rotic risk in chilan wih obasity
end azsariial yparbansoin.
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BODY MASS INDEX 1S5 THE COMMONEST DEPENMDENT PRE-
DICTOR OF C3, ADIPOMECTIN AMD C-REACTIVE PROTEIM
CONGENTHATIONS IN APRAAENTLY HEALTHY YOUMNG ADULTS
&. C. Pinhaira valp?, K. Barbosa®, J. Brassan®

—
UNNERSIDADE FEDERAL DE CURD PRETS, Mulrilion, Cumm Prelo,

Brazil
2 UnWERSIDADE FEDERAL DE SERGIFE, Mulrilian, Aracaj, Brazil
3 UNNWERSIDADE FEDERAL DE VIGOEA, NUlrilion, Vigoes, Brazil

Abstract Text: Introduction: The inflammatory pracass can b the link
betwaan obasily and associaled cardiomelaboic dislurbancas. Thae-
fore, sewaral inflemmatary biomarkams have been proposed 1o investigate

166 Obes Facts 2012:5(sappl 1):1-280

this relaticrehip, amang thess is complement C3 (C3), adponactin
and Caacive protain (CRF). Methods: 157 individusls aged betwaan
10 &nd 35 yoars wera avaluatad for BM, waisl cicurmisrance (WC).
gystolic (SBP) and destoic bicod prassurs (DEP). Sarum C3, CRR
flucoss. racylghyosrcls and HOL-G wars dsierminad by oglrimeiric
tz followad Badng by autometic enalyzer. Normally of delrbution
wiss assessad by (he Shapina-Wik test  The Spaarman cormalation
coafMciant: and the mulivanaka linsar lagr&sslm miaikl wera usad o
imestigale the assccialion batwean conceniralions of the biomerkars
{depandant variebles) end other vansbks [cerdiomatsbolic syrdoma
cOmpananis and BMIY. The sofwar SAS wareion 8.0 was usad. I was
cangidared 2 significancs laval of 5% prabeily.Resuhs: Tha C:3
iT= 0.30435) ared CAP concanirations (r-0.20545) veara asscciabed with
Iiacyighycarols and the adiponactin concantrations wers Bssociakd with
SEP {f=-0.20270) and HDL-¢ (r-0.53200), The CAP concartrations wam
indimctly asscciabad with ghucoss (- -0 20877). W wers asscciabad with
C3 [-0.21268), adponaclin (r--0.21123) and CAP (1=0.1E487). BMI
weare aescoialadwih C3 f= 0.23417), adiponactin (-0, 17810) and CAP
{r=0.1E147). In & muliveriaie linaar ragrassion modsls, ecylghycarals
and BMI {r*=0.1634) wara prdictors of C3. HOL-C and BMI r°-0.2037)
wara pedictors of adpansctin.  Tiacgylgycaral, gucoss and BMI
[P =0.0902) ware pradicioes of CAR.Conclusions: C3, adiponectin and
CRP concaniralions weana comelabed with cardomatabolic 6]1'!1[0“3
l.'ﬂ:lml:l:II'HI'ﬂB.. and BMI I'ﬂl:l'ﬂﬁl'mﬂ the commanast asacciation and pra-
diction. FRaN, e BMI S33ms to xarl 8 g3pandant ok in inflammaton,
Conflict of Intarest: Nona Discksad
Funding: Rassarch ralaling 1o this abetract wes funded by Fadaral
Urivarsty of Oura Praln (UFOP), Fadaral Uniersly ol Via (UFV);
RAPEMIG; CAPES and CHPq.
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COA8 MODULATES LOWG-CHAIM FATTY ACID-TRIGGERED
CALCIUM SIGHALING AND MAY INFLUEMCE PRODUCTION OF
PROINFLAMMATORY EICOSANOIDS.

0 Kua®, M. Abummac?, J. Kopacky®

1 INSTITUTE OF PHYSIOLOGY ACADEMY OF SCIENCEE OF THE CZECH
REFUBLIC V. %1, Adipasa Tissue Biokgy, Prague, Czech Rspublic

* WASHINGTON UNIVERSITY SCHOOL OF MEDICINE, Department of
Madicina, Camler for Human Mulritian, 51 Louis, LISA

Abstract Text: Imtroduction: FATACD3E, & scawanger mosphor linked
o inflemmation, exhibils high afnity for long-chain fatty acids (LCRA).
Racanlty, a new role of CO3S in cakium-dapandant arachidonic acid
Elasa lrom membrens phospholipics hospholi A2 was o8-
ciward. W examinad wq-mmrgr Rﬂ?cgﬂp-mtgl?pm A2 paliway
mey b= friggered ako by CDS ligands, namely by LCFA Methods:
Chinesa hamslar owary calle (CHO) expressing human COE8, or
murine macrophage call line RAW 2467, wane loaded wilh FURAZAM
cakium dye and exposed 1o the SERCAZ inhiilor thapsigargin, which
prevanls saquesiration of caleium by the andoplasmic raticulum, or b
LCRA complemed wilh Dovine senum abumin,  Spacificly of warous
fatty acids to induca calcium fransients at concenirations 12.5-50 uM
was BEBd N EEEnce 10 MEpsigangin usad as A positive conral,
using microscopy. The same exparimarial design wes usad 1o sxplas
changas in MAPK end phoapholipass A2 activation using Wesbarn bicts.
Resuhs: Both CHO calls and RAN 2487 macrophages raspondad o
high concartrations of LCRA, while spaciiily to inokeic, arachidonic and
docosahexaanaic acid was bund at w concanirations. Imvohement of
GOOE was confirmed weing CO3E siPMA and S50, an inhibkar of COAE,
when the calls had impaired calcum signaing paliways poesioly leadng
o changes in eicosEnaid rekese.Conclusion: CO3E, an impariant
modulator of arachidonic acid raleass, mey trigper cakium signaing
basad on s imerection wilh spackic fatly ackls, theraty providing &
potantial irk batesen detary fatly acid composition and some CO36
affacts in inflammiation.
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causes FC hyperirophy, r:mnH:lng,.kI:lmg o micrvvessel lumen deformation,
narowing and obstruction of them, causing CMC hypoperfusion. Long-term
hlbcmlhun caused by HT, leads o EC and CMC apaplosis causing HF. Onsed
al AMI in patienis wilth hyperisnsive candicemyopathy except necrusis leads o
tthe pragressian af kong-term kibemation and development of short-term hiber-
nation af CMC and vascular endothefium. The latier oocwrs mainky due 1o PO
and 5 triggering cellular opoposis or sscondary neorasis. Stunned cardiomyo-
cyies ofien tansform in i kibernating cells. Accumulation of glycogen gran-
wles in CMC and EC was the mast sensitive marker of cellular hibernation and
dysfunction.

Conclusion: [-I]'p:l:h:ﬂ:lnn cmLMC -:d mnlhr :nd-ulhchnm hyp:ﬂ.mﬂy,
their and i and leading
10 the development of HE I:!Md-upmeu nd'hM[cl.aep necrosis of CMC canse
|progressive myocardial hibernation, activates CMC and BC apepansis and exac-
erbaie HE. Appropriaie pl of HT may partly preveni CMC and
B remedefing, hibemation and HE, while imvasive trealment is vital in saving
af hibernated myocardiom in AML

RETINOPATHY IN DIFFERENT HYPERTENSION
PHENOTYPES, ANCTHER EXAMPLE OF TARGET
ORGAN DAMAGE IN MASKED HYPERTENSIVES

A Trianiafyllou’, X. Zaboulis®, P2 Anyfanti’, F. Gkaliagkousi®, K. Petdis’,

E Gavriilaki’, A. Pyrpasopoulow’, P2 Kammacunes®, V. Galias, I, Nikolaidou®,
M. Doumas!, 5. Douma’. "Second Propedeatic Department of Internal
Medicire, Hippokration Hospital, Arivtofle Untverxity, Thevsaionits, Greece,
Hnstitule of Computer Science, Foundation for Research and Technology,
Hellgr, Crete, Greece

Dbjective: Longiludinal epidemiclogical studies have shown thal hypericosive
jpatients with retinal arteralar allerstions are a1 incresssd risk for candiovescalar
events. However, the exient of retinal microvascular chanpes in narve, never-
treated patients with recent appearance of hypenension has been suhstantially
wnderstudied. In addition, the kack of relevant datn regarding other hypertension
phenctypes, masked (MHT) and while-coat byperiznsives (WOH) s notable,
and canstitules the aim af our study.

Design and Method: Ambulatory blood pressure was measwred using the
ascillometric Spacelabs 90,207 device. Retinal vascular calibers were estimated
msing o computer-based program for retinal photographs aken with 2 non-
mydristic digitnl Fundus camera (NIDEE AFC-230210). Central ratinal arery
{CRAFE) and vein (CRVE) squisnlents, os well ox arterio-venous ratio (AVE)
were calculated b estimats retinal abnormalites.

Results: We studied 99 newly diagnosed hypertensive patients, (71 with hyper-
tension (HT), mean age 439+ 11.1. 16 with MHT, mean age 40,1 = 11.5and 12
with WCH, mean age 49.2 £ 13.4) and 30 normolensive individuals (mean age
435 + 115}, without other comorbidities. Comparizon af the retinal vascular
jparmmedsrs is depicted in tehle 1. Patients with HT os well as MHT had both
lower CRAE and AVE. indicating narmower retinal vessels. CRAE and AVR
were srongly and negatively associaled with mean, sysiofic and dissiolic day-
time, nighttime, and 24-h blood pressane, even after adjustiment for other factor
in multivarisis analysis.

Conclusion: Sublle relinal microvasoular allzmtions are obsereed in paticnis
with HT and alss MHT, in condrast i patisnts with WCH, wha bave retinal
findings resembling normotensive subjecis. These changes, sasily axsessed by
retinal photography, may be indicative of or mediating the differences in cardio-
vascular mosiality in those groups.

Tabie 1. Central retinal arterolar {CRAE) end venuler (CAVE) calbar
equivsiants and artanowanous ralio (AVH) acconding bo biodd prassure

status groups

CRAE CRVE AVR
HT [n=T1) B7.1+10.4™ 1187 = 160 0734 = 0.0
MHT [r=18) B7.3+ 06" 1263114 0604 £ 0.O72™
WCH (P =13 pa4+BE 1210+ 169 0.7Ed 0117
MNORMCOTENSIVES BEE+103%" 11772143 QB8 £ 0.0AT™""
in=30)
pvalus 000 a.2ar 0001

"D 0.05, ** p=0.001, **p 0.001.

LEVELS OF COLLAGENTYPE IV DERIVED PEPTIDES
IN SERA OF CHILDREN WITH QBESITY AND
ESSENTIAL HYPERTENSION

A Nikolov', L Tsinlikov!, L Tsinlikova', G. Micoloff®. 'Clinic off Propedemtics
of Infernal Diseaves, Medical b'nner:n], Pleven, Bulgaria, *Division of
Bialogy, Medicel Usiversity, Pleven, Rulgarda

Dhjective: Flastin and collagen are main prdeins of vasoulor wall connective
tissue. An important facior in development of vascular wall allerations is deg-
radation of basement membrane™s major proiein - collagen type IV, The aims
of our siudy were joc (1) Measure levels of collagen type IV derived peptides
(CIVIIP) in sera of chese children with essential hyperiension; (2) To compare
serum CIVIDP levels of obese children with essential hyperiension with CIVIDP
lzvels in obese children without essential hypertension and healthy contrals.

Design and Methed: The sindy population consisiad of 113 children divided
imo three groups as follows: obese children with elevaled Mo pressure (o =43)
(Group 1) obese children with normal blood pressare in = 32) (Growp 2);
and controd group of healihy children {r = 38) (Groop 3} Sandwich version
of an enryme-linked immunssorbent sy (ELISA) for delection of CIVIP
wis usad.

Results: Children wilh obesity and AH (Growp 1) showed stabistically signifi-
canlly higher levels of CIVDP (380 = 16 ng/ml) in comparison with CGroap 2
(2902 58 ng/ml} and contrals (2702 39 ng/mi) (p < 0L05). There wers nons gnil -
icant differences in serum CTVIE levels (290 £ 58 vs. 270 £ 3% ngfml) between
whese children without AH and healihy condrols (g > 0.05). Twenky percent of
children from Group | were positive for CIVIDE The resulis indicatsd both the
obese boys and girds with AH 1o have increased mean levels af (ol chalesieral
(7.2%£ 1.3 and 7.9 1 1.5 mmalT) in comparison wilh the obese boys and girls
without AH (6.4 £ 1.5 and £.9 % 1.5 mmalfl; p < 0.01). Mean levels recorded in
obese children without AH were relatively higher in comparizon with healthy
wontrals {p < 001} Iniecestingly. obese girls from Groep | showed lower mean
valuwe of HIDL-C {092 + 024 mmalf) than either obese boys from the same
group (112 + 0L18) or controls (1.31 £ 0100 (p < 0.0O5).

Cenclusion: Our data spgpest exislence af an associalion between chanpes
in levels of serum CIVIDF, ohesity and cssential hyperisnsion in children.
Determinatian of serum CIVIN' levels may be o useful method for moniloring
of develog of arerial in obese children.

FRAME COUNT RESERVE AND SLOW CORONARY
FLOW FORTHE EVALUATION OF MICROVASCULAR
ANCINA

H. Kim, 5. Kim, 5 Han, 5. Chung, E. Chung. H. Hwang. K. Ryu.

of Cardicvascular Medicine, Konkik University School of Medicine, Seou,
Fourk Korea

Ohjective: Previous sindies suggesied that the degree of frame cound reserve
(FCR) and slow cononary Bow (3CF) were relaied with microvascular dysfunc-
tion. We investigated the clinical implication of FCR and SCF for the evaluation
of microvescular angina.

Methods: We included consecutive 77 patienis with the complaint of chest
pain showed nommal corenary angicgraphy. Basal TIMI fmme count (THC) was
obtained from lefl anterior artery. Intrac ¥ side (15 pg)
was infused 1o indooe hyperemia, and repeated angiogram was performed afies
30 5. FCR were caloulsied by dividing bhasal TFC by hyperemic TFC. SCF was
defined as being present when THC was mane than 28, All patients underwent a
treadmill st without medication afler angiography.

Results: Afler the treadmill lest, patients were divided inlo o microwascular
angina group (40 patients) and 2 control group (37 patienis). Hyperemic THC
was significantly higher in the microvascular angina growp (109 £ 4.7) than
in the control group (9.0 £ 35, p < D05L FCR were similar in both groups
(201 1.0 and 2.1 + 0.5, microvascular anging and control group. respectively).
Patienis with SCF bad a significantly higher incidence of microvascular angina
[TE.5% ) than paficnis with & nonmal coronary fow (46.0%, p< 0U05). We defined
& positive nitroprusside stress iest resull as the presence of SCF or an FCR of
<17, and patients with o positive result had mone microvascular angina (2658
patienis) than patisnts with negative result (1439 patients, p< 0010

Conclasion: The presence of SCF ar FCR <1.7 was found io bave a disgnostic
walue for microvascular angina.




TEPD.027
Effect of abdominal obesity on postprandial lipoprotein
concentrations by linear electrophoresis

Peter Sabaka, Martin Capmds, Matsj BendZala, Dévid Balss,
Stanisiav Oravec, Ludovit Gaspar

2nd Depariment of Intemal Medicing, Comen|us university in Sralisiava,
Slovakla

Introduction: The effects of visceral fat accumulation on postprandial
lipoprotein concentrations have not yet been shadied in details. We there-
fore focused on the postprandial lipoprodein profile in otherwise healthy
men and women with abdominal obesity and their companzon with the
control group of volunteers with normal waist circumference

Methods: The concentration of lipoprotein classes and subclasses was
measured before and 4 hours after a standard meal by linear polyacryl-
amide gel electrophoresis. 7

Results: A statistically sigpificant postprandial rise in tracylghyceral
(TAG) concentration eocurred in all cohorts. Highest rise was in the co-
hort of obese men. VLDL increased 4 hours afier meal in all cohorts ex-
cept the women with normal waist circumference. The concentration of
large IDL particles increased m both non-obese men and women. In wom-
en with abdominal obesity, however, it decreased, while in obess men
there was oo statistically significant change. The concentration of small
and medinm-sized IDL particles dacreased in all coborts. Analyzing sub-
classes changes of large, mediim-sized and small LDL panicles we saw
no significant shift in their concentrations, except the subclass of large
LDL particles, which decreased in men Concentrations of medinm and
small HDL particles decreased postprandially in cohorts of voluntesrs
with nommal waist circumference. However, they remained unchanged m
cohorts of subjects with abdominal obesity.

Conclusion: We observed significant postprandial changes of the lipo-
protein profile, bat the nanire and extent of these changes depended on
gender and prasence of abdominal obesity.

TEPD.028
Evaluation of cardio metabolic control in obese patients
with metabolic syndrome

Daniels Popova, Emilya Dimifrova, Kinll Petrow,
Biserka Strahilova, Maya Ditcheva, Nikolay Hadjipefrov

‘Ciinlc: of Metabollc Endocrine Diseases and Dietetics, University Hospital
‘Quesn Glovanna-l3UL, Medical University of Sofla

Introduction: Membolic syndrome /M5 stans to become epidemic
during the last few decades associated with growing cardiovascular mor-
bidity and mortality despite progress of therapeutical strategies. The ar-
terial hypertension /AH/ and dyslipidasmia [DLP/ in M3 are leading im-
portant known risk factors with the major frequency. Their relationships
with insulin resistance and impaired gluoose metabolizm start to become
moTe and more clarified

Methods: The aim of the smdy is to identify the frequency of optimal
control of AH and DLP according gendar, ages and global sk in ohese
patients with M35 according ESC 2009 and ESC/EAS 2011 guidelines and
the most frequently used classes and molecules of antihypertensive and
lipid lowering medications. Ratrospectively a group of 152 hospitalized
obese patients with M5, 64 male and 8% femals aged from 20 to B4 years
old was analyzed and ambulatory measured blood pressure, laboratory
measured lipid profile and ESC risk score were registered. The global
risk according additional risk factors was stratified and current AW and
DLP therapy imtervention inchiding class and molecule of medications
was analyzed.

Results: In 124 patients with AH 17,46% were without pharmacological
trexment, in 30.16% of meated pharmacologically was achieved target
levels of blood pressure and in 69,84 was identified unsatisfactory con-
tral of blood pressure. Among all the patients was idesfified DLP but
only 23,03% were pharmacologically treated and 14, 47% were achieved
target lipid bewels.

108 Obesity Facts 2014 Fmappl 1):1-188

Conclusion: Among predominant part of obese patents with M35 was
necessary o optimize phammacological treament m order to achizve bet-

TEPO.028

Lewvels of circulating Elastin-Antielastin Immune
Complexes and Elastin derived Peptides in sera of
Patients with obesity and essential hypertension

Asparuh Nikolov!, Tsinlikov', Tsinlikova®, Nicolof®, Blazhey®,
Garey!

iDepariment of Internal Diseases, Medical University, Pleven
iDepariment of Blology, Medical University, Plavan

Imtroduction: Elastin and collagen are the main proteins of vascular wall.
An important factor in the development of vasonlar wall alterations is
degradation of the elastic fiber major protein — elastin. The aim of our
smdy was to: (1) Measare levels of elastin-derived peptides (EDP) and
elastin-antielastin circulating immune complexes (EA CIC) in sera of
obesz patients with assential hypertension and (2) to compare their levels
n obese patients with essential hypertension and in obese patients with-
out essential hypertension and healthy contrals.

Methods: The simdy population consisted of 135 patients divided info
three groups as follows: obese patients with elevated blood pressure
(n=4T), mean age 62.5 = 1238 years (Group 1); obese patients with nor-
mal blood pressure (o = 44), mean age §0.4 = 8.4 years (Group 2); and
contrel group of healthy sabjects (n=41), mean age 58.9 £ 7.56 years
(Group 3).

An elastin-specific ELISA for detection of EDPF was wsed. EA CIC were
investigated by new method for immupe complexes detecton by means
of ELISA-type techniques {CIF-ELISA).

Fesulis: Patients with obesity and AH (Group 1) showed statistically sig-
nificantly higher levels of EDP (0.261 = 0.027) in comparison with Group
2 (0218 £ 0.030) and healthy controls (0.199 = 0.004) (p < 0,05). There
were non-significant differences in serum EDP levels between obese pa-
tients without AH and healfiy controls (p = 0,05). Group 1 showed statis-
tically sigmi higher levels of EA CIC (0204 = 0.045) than patients
from Group 2 (0.152 + 0.014) and healthy contrals {0.089 = 0.008).
Conclusion: Determination of serum EDP and EA CIC levels may be a
usefil method for monitoring of development of arterial hypertension in
obesz patients.

TE:PO.O3D
Comparison of Obesity Indices for detecting metabolic
impairments in lebanese adults

Rowham Yamouf', Souha Fares®, Abla Sibaf, Moubadda AssF,
Walid Ammar®

"MInisiry of Public Healh, Amercan University of Belrut

*american University of Belnt

*Minisiry of Public Healih: Amercan University of Belrut

Imtroduction: This stady examines three obesity mdices: body mass in-
dex (BMI), waist circumference (W), and waist-to-height ratio (WHIE),
to define the index that has the best discriminatory power against meta-
Methods: We used 2148 records generated from a multifactoral cardio-
wascular assessment service inchading fasting blood sugar, blood pressare,
self-reported history of ditbetes, hypertension, dyslipidemia and CVD.
Receiver-operating characteristic curve analyses were used o define the
optimal cutoff points of the three obesity indices against a cardiovascular
outcome measure defined as the presence of two metabolic impainments
and/or history of CVD. The predictive characteristics of the three obe-
sity imdices were compared through by comparing of the Areas Undsr
the Curve between sach of the obesity indices and each of the outcome
vanables, and Ddds ratio obtamed from a logistic models adjusted for
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EAS-0259,

PATHOGENESS OF INTERMEDATE LESON OF HUMAN COROMNARY
ATHEROSCLERDSS: UMD POOL FORMATION WITHOUT MNECROSIS
AND IMSPERSION OF INTIMAL SMOOTH MUSCLE CELLS

K. N.BMJ MDY, H. Fujii MD“, ¥, Makachima MD"

* Pathophysiological and Experimental Parhology Deparmment of Patholoagy
Grodiate Schoal of Medical Science, Kyushu Uniersin, Fukwols, japan;
® Division af Pathology, Japanese Red Cross Fukwoaka Hespital, Fultoka, fapan

Objectves: Proliferation of smooth muscle cells (SMCs) and deposition of
lipids by death of macrephage foam cells are key events in atherosc lemsis
in animal maodels. However, different processes oocur in human athero-
sclerosis. The purpose of this smdy is to clarify the pathonesis of inter-
mediated lesion (preatheroma) of human atherosclerosis, fonsing on
intimal SMCs and extracel lular lipids.

Methods: Step and seral frozen sections of the right comnary artery
were obtained from 43 Japanese autopsied subjects (from 15 to 49 years
of age) with no or eadier athemsclerotic lesions. The lesions were
classified into 4 categones according to the grade of atherosclerosis;
diffuse intimal thickening (DIT), initial lesion, foam cell lesion and in-
termediate lesion.

Resulrs: DIT, a physiokgical intimal thickening, contained plenty of SMCs
and no lipid deposition in the intima. Initial lesions and foam cell lesions
exhibited mild depodtion of etracellular lipids and accumulation of
macraphage foam cells in the SMC-rich intima, respectively. Intermed iate
lesions consisted of lipid pools with abundant extracellular lipids in the
thickened intima, in addition to many SMCs and macophage foam cells
Mo necnesis or lytic changes were observed in the lipid pools and the
extracellular lipids colocalized with ApoB and fibrinegen, sugresting that
the penetration of plasma lipoproteins played an important role in lipid
poal fermation. The density of intimal SMCswas significantly decreased in
the foam cell lesion and the intermediate lesion, but the number of calls
showed no significant change { Figare | Mo MIB-1-positive cells or TUMEL-
postive cells were observed, and only a few SMC: showed positive
immunestain for BAY, LOIB and NLEP3, suggesting that SMCs were spread
out in the intima as the lesion prgressed without und ergoing exessive
proliferation or death.
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Conclusion: Intermediate lesion of human athemsclerosis develops pri-
marily by infiltration of plasma lipoproteins and lipid pool formation, and
disperdon of pre-existing intimal SMMCs
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FREE ANTI-ELASTIN IGG ANTIBOIMES ARE ASSOCIATED WITH HIGH
FSK OF ATHEROSCLERDSS IN IMABETIC PATIENTS WITH ESSENTIAL
HYFERTENSI0N

A Mikolov MD*, L Tsinlikor MD®, | Tsinlikova MD %, G Nicoloff MD 7
A Blazhev MD®, A Garev MD*

‘Deparmment af Internal Disesses, Medical University, Pleven, Bulgaria;
E Deparmment of Biology, Medical University, Pleven, Bulparia

Objecrives: The aims of our studywere todetermine ifserm levels ofant-
elastin antibodies unbound in QC (free AEAbs) correlate with: (1) devel
opment of microvascular lesions and (2) high nsk of athermsclerosis inpa-
tients with type 2 diabetes mel litus (T20 M) and arterial hypertension (AH).

Methods: We used a met hod fior de@ction O F-ELSA{ comiple menit-i nbi biting
factor- enzyme linked immunosorbent assay) in combina tion with ELISA to
find AEABs. Levek of free AEADs oG were measured in sera of 93 patients
with T20M and AH (mean age 6144113, diabetes duration 9.88+3.12; hy-
pertension duration 9284+498) These levek were compared to 42 age and
sexmatched controls. Diabetic patients were divided intotbwo groups— Group
1 (n=67) with microangiopathy and Group 2 (n=28] without

Results: Group 1 (patients with microvascular complications) showed
agnificant increase in free AEAbs gl in comparison with controls 0428
(0,343 +0,591) va. 0240 (0212 +0,305 ) (KW=2014; p<0,0001). Group 2
also shows higher levels of free AEAbs lgG than control group 03498
(0312 +0467) vs. 0240 (0.212+0305) (KW =8 88 p=0003) Free AEAbs
showed correlation with HbATe (r=022); (p=00d), duration of diabetes
(r=0.18); (p=0u05], systolic blepd pressure (r=015); (p=0U05], total
cholestemnl {r=0200); (p=0.03 ), tryglicerides (r=021); (p=002)
Conclusion: The elevation of free AEAbs levels can be related with later
clinical man ifestation of atherosclenesis. We sugpgest that free AEAbs can be
wseful method for identifying a high athercsclemtic risk in diabetic
patienits.
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ANTICOLLAGEN TYPE IV IGG ANTIBOIMES AND RISK FOR

DEVELOFMENT OF ATHEROSCLEROSS IN DIABETICS WITH ESSENTIAL
HYFERTENSION

A Mikolov MD?, L Tsinlilor MDA, L Tsinlikova MD 4, G Nicoloff MO 5

A Blazhev MD®, A Garev MD*

‘Deparmment of [ntermal Disames, Medical Universing, Pleven, Bulgoria;
E Deparmment of Biology, Medical University, Pleven, Bulparia

Objectives: Thickening of basement membane in small vesek is an
important factor in progression of diabetic mic mangiepathy. Patents with
diabetes melliius and arterial hypertension are at higher risk for devel
opment of at hemsclerosis.

Methads: Serumlevels of antibod ies to col agen type IVIAQY) g, Iz and
lzA were measured wsing an ELSA in 93 patents with type 2 diabetes
meellitus and arterial hypertension] AH | (mean age 614+ 113 years, diabetes
duration 9,884+3, 12 years; hypertension duration 92844 98] These values
wemr compared to serum antibodies to OV in 42 age and sex matched
controlks. Diabetics were divided in two groups according to presence-
Gmup 1(n=567)or absence- Gmup 2 (n=25) of mic roangiopathy.

Results: Group 1 (patients with microvascular complications) showed
agnificantly higher levels of ACW 126G in comparison with Group 20323
(0,243 + 0,391 ve. 0241 (0,207 +0,240 | { KW =766, p=0,00&) and contnl
group 021000049+ 0.262) (KW=17.52; P=0.0001 ). Patients from Group 2,
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were with higher AQY gl levels than controls 0,176 (0,151 +0.202) vs.
0142 (DI1E+0173) (KW=515; p=0,01] AOV G showed correlation
duration of diabetes (r=049); (p=0.01), retnopathy (r=0230); (p=004],
BMI (r=-0.24); (p=0.05], systolic blocd pressure (r=016); (p=0L05), total
cholestenl (r=0.20]; { p=0.03], tryglicerides (r=031); { p=0u01).
Condusion: Our study showed a relationship between elevation of serum
levels of ACIV 16 in diabetics and development of vascular changes. The
elevation of ACY Igh can be related with later clinical manifestation of
atherosclerods. We suggest that ACV g5 can be useful method for iden-
tifiying a high atheresclemtic risk in diabetic patients.
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[EAS- 1108,

SERUM  ACYLCARNITINES AND ERISK OF ACUTE MYOCARDIAL
INFARCTION AND CARDIOVASCULAR DEATH IN PATIENTS WITH
STABLE ANCINA PECTORIS

E Strand’, T. Oken’, ER. Pedersen”, GFET. Svingen’,
H. Schartum-Hansen”, DWT. Nilen®, A Svardal®, . Nygird!

“Sacrion for Cardislagy, University of Bergen, Bergen, Norway: ® Department
af Hearr Disegse, Haulkeland University Hospiral, Bergen, Nomway; “Section
Jor Phamacology, Unie ity of Bergen, Bergen, Nonway

Objecrives: Camitine is an essential metabolite for mitechondrial transport
and metabolism of fatty acids (FAs) FAs ae transferred to carnitine by
carniting acyltransferases, producing acylcarnitines with a wide range of
different acyl chain-lengths. Partially metabolized acylcarnitine in-
temediates can be exported out of the mitochondna and tiswees foruse at
other destinations or for unnary excretion An excess of serum acylcami-
tines have been amociated with metabolic diseases like type 2 diabetes
and preeclampsia We aimed to evaluate a posible association between
serum acylcarnitines and risk of acute myocardial infarction (AMI) and
cardiovascular death in patients referred to comnary angiegraphy for
suspected stable angna pectoris (SAFL

Methads: This prospective cohort study was based on the Westemn Nonway
B-Vitamin Intervention Trial and the Bergen Comnary Angiogaphy Cohort,
and incleded a total of 4164 patients. Baseline serum acylcamitines were
measured using liguid chronatographytandem mas spectmometry. Risk
was evalated by Cox regression using a simple maodel ad justed for age and
gender and a multivariae model containing relevant established risk fac-
tors. The upper versus kwer quartile of semm acet -, octan orl-, pal mitoyl-,
propiomd-, and { o valerylcam itine were compared.

Resulrs: Participants ( 72% males, mean age 62 years) were followed for a
mean 4.5 years. We observed significant although modest increased risk
for AMI in patients with high levels of octanoyl-, palmitoyl, and (iso)
valerycamitine, with octanoyicarnitine showing the stongest nisk esi-
mate (multivarate medel: HR, 1.73; 95% CL 119, 2.51). Furthermore, high
levelsof both octanoyl- and palmitoydcamitine was significantly asseciated
with increased risk of cardiovascular death (HR (95% C1): 290 (1.45, 5.80)
and 211 {127,3.51], respectively ]

Condusion: Elevated serum acylcarnitines, particularly octanoylcamitine,
were aseciated with a modest increased risk of AMI, while high octa-
noylcamitine was alko associated with a profound increased risk of car-
divascular death among patients with SAP These assocations were
independent of established risk fctors.
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EAS (415,
A MEW ROLE FOR MMP-130 IN PATIENTS WITH PERIPHERAL ARTERY
DISEASE AND EXPERIMENTAL ARTERIAL I5CHEMILA

V. Gomez-Roediguez”, |. Orbe®, |4 Rodriguez”, M. Collantes®,
M. Mazzone®, C Roncal Mancho!, LA Pammo’

4 Crdiovascular Sciences, FIMA, Pomplona, Spain;  Small Animal imaging
Research Unit. AMA, Pamplong, Spain; “Deparrment of Oncology, VRC-
VIB KULeuven, Leuven, Belgiem

Objecrives: Matrix metalloproteinases ( MMPs) contribute extensively to
tissue remodeling in a vanety of nomal and disease processes, including
athemth mmboetic and ischemic disorders such as peripheral artery disease
{PAD) High gelatinolytic activity is necessary for tssue remodeling in
response to arerial occlusion in experimental ischemia however, the
contribution of other MMPs has not yet been investigated. MMP-10 has
been sugzested to play a role in diseases associated to tissue remodeling
and inflammation, thus representing a novel therapeutic target in different
pathologies. Objetives i) toanalyze the croulating levels of MMP-10in PAD
patients and ii) to determine the role of MMP-10 in wound repair after
experimental femoral artery ligation

Methods: Circulating MMP-10 levels were measured by ELISA in patients.
we sed a mode of severe hind limb schemia inwild type (W) amnd M MP-
10 deficient (Mmp107 ) mice in the experimental study.

Reswlrs: Cinculating MMP-10 levels were increased (P=0.000 ) in PAD pa-
tents (464473, n=187) compared to healthy contmols (7024326, n=200)
suggesting its mle a5 a biomarker in PAD. To study the mle of MMP-10in
tissue repair, we wsed a model of severe hindlimb ischemia in WT and
Mmplor™ mice. At the degenerative phase, MMP-10 deficiency reduced
tizsue perfusion and increased necmsiz and inflammation. At the regen-
emtive phase, MMP-10 deficiency resulted in reduced tissue regeneration
The injection of recombinant human MMP-10 [rhMMP10) in Mmp1o™
mice rescued the observed phenotype.

Conclusions: Our results suggest a possible mle of MMP-10 a5 a
biomarker in a clinical seffing of chronic ischemia or PAD, while the
experimental study demonstrates that MMP-10 is crucial for proper
miuscle repair during degenerative and regenerative phases of limb
ischemia, and open new pathways for specific manipulation of MMP-10
in ischemic conditiens.
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EAS-09ET.
VEGFRZ BLOCKADE IN MURINE VEIN GRAFT RESULTS IN REDUCED
INTRAPLAQUE HEMOBRHAGE AND STABLE ATHE ROSCLE RO TIC LESIONS

MLE. de Vries®, RCM. de jong’', HAE Peters’, |.F. Hamming®,
M. Goumans®, PHA. Quax®

“Viscwlar Surgery, Leiden University Medical Center, Leiden, Netherlonds;
E Maolecular Cell Bialogy, Leiden University Medical Center, Leiden, Netherlands

Dbjectives: Immature plague neovessels contribute to at hemsclerotic pla-
que instability and intraplague hemorrthage by leaking enythmoytes and
leukocytes in the plague Vascular Endothelial Growth Factor Receptor 2
(VEGFR2), together with the angiopoietin (Ang |- Tie2 system, regulates the
maturation of grwing nesvessels. We have previously shown that murine
vein graft lesions esthibit massive plague neovasculanzation and that leaky
vessels and intraplague hemomrhage contribute to lesion growth. We hy-
pothesized that blockade of VEGFR? resulis in more mature plague
micmvesels and less intraplague hemomhage.

Methods: Donor caval veins were engrafted in carotid arteres of recipient
hypercholesterclemic ApoE3*leiden mice (n=14/gmup). Mice werne
treated at day 14, 17, 21 and 25 with VEGFR2 blocking antibodies (DC101)
or control 1gl antibedies (10 mgfkg) At day 28 mice were sacrificed for
histobegical analysiz of the vein grafis.

Resulrs: Morphometnic analysis revealed a striking 50% decrease in vein
graft segments that expresed intraplague haemorrhage in the form of
leaky vessels in the DC10T treated group. This was accompanied by a
significant 25-fold decrease in extravasated erythmoytes. Furthermore,
lesions that exhibit intraplague hemomhage showed a smng increase in
Ang-2, indic ative for immature neovese ks, VEGFRZE blockad e however, did
not affect the neovesel density in the lesions (contml 52419 neovessels|
section; DCW1 63425 neovessels{section )| Interestingly, the wein graft
lesion area in the DCI0T group was significantly reduced with 32%
compared to the contmol group. Moreover, plague stability was clearty
increased in DCW1 treated mice, determined by a 25% reduction in
macmphage content, 3 50% increase in collagen content and a 120% in-
crease in SME content.
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PP13.08 | ASSOCIATION BETWEEN INCREASED COLLAGEN
TYPE IV TURNOVER AND LEFT VENTRICULAR
HYPERTROPHY IN HYPERTONIC PATIENTS WITH

TYPE 2 DIABETES MELLITUS

A Nikelov', L Teimlikov !, & Nicoloff ¥, L Tuinlikova ', A Elazhe

A Garev . ! Deparomens of Propedesnics of fnternel Drseeres, Medical
Dnversity, Plever, BULGARIA, * Dovision of Bialogy, Medical [isrversity,
Pleven, BITGARIA

Dbjective: Ladt venmicalar hypesmophy (LVE) aad myocardial remeodelling amo
signs of cardiac dar=ags in arterial bypertension (AE). Elactin axd collagen ame
the main proteizs of the vascular wall. Arerial ypertension and diabetic wascu-
lar complications are connected with an elevated degradation of elastic tiwme,
imcreasing rigidity of the arterial wall and 2= abzormal increase In elatin'ool-
lagen ratio. As a result collagen type IV derived peptides (CIVDF) are mleased
in the circulated blood, which ame a patheological stiemalus for an increased pro-
dmction of antibodies to collagen type IV (ACTV Abs). In the presant investiga-
tion we smdied whether the serues levels of antibodies (Ig5, IgM and IgA) o
collagen am related with Jeft vemtricular byparrophy.

Design sand method: To monitor the metabolizm of the basement mambrze pro-
tein collagen in hyperionic patients with typs I disbetes mallites (TIDM), semum

(0.192=0.030) ve. (0.106=0.028) p=0.05. Thars wure nez-significant differances
= seram AE A levels benwvesn obese padsats without AH and bealthy comtrels
(p=0.0%)

Conclusions: Jur data saggest the existancs of an association betwesn chang-
as im bevals of warum AFAbs IgA EA CIC obewity and susantal nypertension
in paticnfs. Determinaticn of sarue AEAbs IgA and EA CIC lovels may be a
usefiil method for menitoring of developmant of arterial bypertezsion in obese
patieat.

PP1311 | NOAMAL-HIGH BLOOD PRESSURE DBESE
SUBJECTS SHOW FIRST CAPILLARY RAREFACTION
BEFORE ELEVATED ARTERIAL STIFFNESS

P Mazzaro, . Schirosi, L. Debenedio, F. Federico. Mypersension Ui
Nexrmology-Seroke Urms, Dnrversity of Bar Medboal School, Bars, ITALY

jective: The signifcant increass of arterial stiffnes, a5 pulse wave valocity
(P W=12m'sec), 2and the capillary marefaction are commen Endings in hyper-
tenaives. Aim of the smdy was to highlight the relaSonship betarean these mark-
ars of preclizical vascalar damage o paticats at risk for hypertnsion mch 2
chass adult males with normal ~kigh bloed presszre (OMNEEP).

Levals cfanthodies to collagan ACIV Abs [25, Ieb and IzA ware d wsing
an ELISA pathod i 53 patients artarial byparasion (AH) u'-dd:u-mu.ml-
s (man age §1.4=11.3 years, diabews duraton 9,88=3,12 yeam:

durabon ¥, 28=24,58). Thess values were compared to semum andbodies to collagen
tvpe IV in 42 age and wex marched contok. The Sckolow-Lyoa mdex criteria was
wied to diagness LVEH via elecrocardiography: S in V1 + R in V5 or V& (which-
wver & larger) == 35 mes (== 7 large squames); B @ aV0 == 11 mm.

Remlix: Patients showed sttstically siznifcant higher levels of ACIV IzG
imcomparison to healthy comtrobs (0.30=0.12 vs. 0.2120.08) (p=0.0001}. Se-
rue AFADs IgA and IgA levels in bypartonic patients with T2DM were lewar
thax thess in controls, bet the diffscences are not statistically simmificant. ACIV
Iz cormlated with alecoocardiography estimared left ventmicalar bypermophy
(=0.24: P=0.03).

Conclusiens: We suggest that thers is ausociation betwesn hiclogical markers
of sxtracelbalar-patri: ACIV IpG and clinically sstinated left ventricular hy-
pertroply. Semum markers of collagen metabolizm (ACTV [pC amtibodies) am
alevated and might be vakeable markers for progressica of LV hypertrophy in
hypertomic patients with T2OM.

PPA3.10 | LEVELS OF CIRCULATING ELAS-TII-AHTIELAS'I'IN
IMMUNE COMPLEXES AND ANTI-ELA!
ANTIBODIES IN SERA OF F‘A'I1EHTSWI11'I OBESITY
AND ESSENTIAL HYPERTENSION

A Nikclov ', L Tsimlikov ', G. Nicole °, I Tainlikeva ', A Blazhe %,

A Garev . ! Deparomens of Propedesnics of fnternel Drseeres, Medical
Dnversity, Plever, BULGARIA, * Dovision of Bialogy, Medical [isrversity,
Pleven, BITGARIA

Dbjective: Antbodies to o-slasdn (slastin breakdowa product) and elxtia se-
gaeaces devoid of cress-linked regions (moposlactin) am found in the semes of
all lme=an subjects and commlate with their respective semm peptids kvels. The
aim of car stady was to: {1) Measere lovals of elatin-anticlaatin antbodies (AE-
Aba) and alastin-amislastn circulating omeme complexes (EA CIC) in serm of
cn-u.a Fanw.mL wweatial hypertension and (2) fo compars seum AF Abs and
ZACIC levals of ohess patins: with sewantial ypertension with AEAR: a2
EACIC in obese patient: without susental bypartension and bealdry contels.

Desizn and method: The study population consisted of 135 patients divided
o three groaps as follows: obase patients with alevated blood pressams (o=4T),
eean age €2 51258 year (Growp 1) cbess patiants with normal bleod pres-
sure {Z=45), mean ags §0.4=6.4 ysam (Groep ) and comtrol group of healtiny
sebjects (n=41), mean age 58.9=7. 55 veam (Group 3). Blood pressum (BF) wa
mﬂwﬁnmhmmﬂpmmhmymm
at least 5 min rest. Semum tofal cholesterel, mighycenides and HDL-C ware de-
temmined snrymatically. ELISA was nsed to measurs the levels of Ig(, Iz amd
Iz AFAb:. EA CIC wure imvesdgated by mew metied for Imzmng complaxes
detection by mean: of ELIEA-fype teckmigues (CIF-ELIZAL

Besalis: Patents nith obssity and AH (Growp 1) showed statistcally signifi-
cantly highar levels of slsstin-antislastia CHC (0. 16150.020) in comparison with
Group 2 {0.118=0.030) and healthy comtrols (0.06%=0.008) (p=0,05). Patients
with obesity and AH showed wtatistically simmificantly lower Jevels of AE Ab:-

I3 (0.406=0.060), TgM (0.430=0.080) and IgD (0.130=0.031) than healthy
controls {0U535=0.080), {0.508=0.108), (0.179=0.055) and kigher levals of Izd

Tk age SSRDEF  anl HOME P T CWC
et PR B3 TI2pEES 0408 28RN T3 RBES Tz 0486
2] PN 3213 133dBisd 30 13T ITdEED 109:4™ B2l GSdaA T

e P 51417 133544 01343 298748 12.9:6™" B22 51M.i"

Design and method: 27 fint-dizgnosed OWHEP, confirmed by ABPAL with
similar matabali t amd insutn e (HOMA) endarwant scho-
doppler, to determing carotid imtima-pedia thickness (IMT), and videocapil-
Larescepy of the medial and dissal phalanx of the 2nd Ird and 4:h Enger of
tha nop-d hand, o 4 ing the struchinal capilary by wenom
congesticn (CV0). Pateats were divided based co PV {Arbun.npa;:h.} valnes
(27,32 2nd 28 as 15t 2nd '3 and 3rd3 tertile, mipectvely)

Eesults: The findings are presented 2o meax=sd m the mable [*:p=0.0%;
#opall0l; **4p=0001 vi 1et3 and ("p=0.03; "“p=0.01; _!- <0001 v
12d73. CVC was carly reduced in the 20d3.

Pearson test. adjusked for age and BP, showed 2 simificant aociation batwosa
EHOMA and PIWY (-3 55%*) and CVC {-.2874).

Coaclusions: Ths finding: show that in ONEBP the stractamal microvascular
darage tend to increase with mmbin msistance, is manifest prior the omset of
exacrovascular preclinical damage 2t borderling values and szggect a prececiow
therapeutic approach.

PR13.12 | AGE, WAIST CIRCUMFERENCE AND BLOOD
PRESSURE ARE ASSOCIATED WITH SKIN
MICROVASCULAR FLOWMOTION: THE MAASTRICHT
STUDY

D. Muris ', A Houben **, A Kroen '#, B Hezry *, C. Van Der Eallen %,
M. Schapar 12 5. Sup 15 A Kester 4 B Caturmoms 15, M. Srbram 12,
C. Swhowsrar ', ' Department of fntermal Wedicme, Maesricks Uneeersizy
Mvattoa! Centre (MURT), Moasriche, NETHERLANDS, * Cordiovascular
Rexegrci Institwie Magwtrcht ({CARN), Moastrachs [mtversity, Maastrichr,
NETHERIANDS, * Departmenst of Socaal Medicine, Maasinche Univeraty
Mivattoa! Centre (MURT), Maastriche, NETIHERLANDS, * Schoo! for Public
Health and Primary Care (CAPHRI), Meastrachs Ursrversity, Maastrachr,
NETHERLANDS

jective: Skin microvascular Aewnsotion (SME) — blood Aow fluctoation at-
tributed to the rrythmic centmaction and dilation of artericles — is thomght to play
an impestant role i sesuring optimal delivery of mutisnts and oxygen to tume
and also in maintaiwing low pesiphsral resistance. It is unclear however, which
determinaxnts ixfiuence SMF. Themafors, we investigated which cardiovascular
risk factom ame aascciated with SME.
Design and method: Wo measered 3MF = 306 pamticipant: without a prior
cardiovascular event. Of these, we selected a bealthy subpopulation of 153 par-
.Iu.n:a.n :anm'ba_'l..m. nomeotansion, BMI=30 kgm2, and
ica for additiomal analbyds. SMF was in-
westigated i u of skin laser 3-:[:'.\]91: flowmaetry at
rust The associatioms of the cardiovascular determminants 229, 58X, Walst circam-
furence, 24-h s .rc_'l. blood PTRGIITS liE“- r\cm -1 ]'EBL ch.c]n.rnml. £
plama ghicose (F F
of pultipls ingar mgmni.nma.nal'_\':i.l.
Eesalts: The mean age of the study population (p=308) was 3B.8 = 8.5 yeam,
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Wa-F11.5 | POSTPRANDIAL LIPEMIA AND INSULIN
RESISTANCE IN INDIVIIUALS WITH AND
WITHOUT TYPFE 2 DIABETES

I Rioja! . F Escalona™. M.J Ariza'. MUT. Gongalez-Alegne | E. Ulourmin'
P Valdivielso ", P Gonzalez-Santos! . { Medical Rexearch Center Deperrtimen
of Medivine, Universiy of Molrgo Malivga. Spaime - Uriversary fospiiod
Yirgen ae fo Wickerir, Malegpa, Spar

Ohbjectiver The aim of this dudy wae to evaluate il insulin resstance
Muenees the posiprandial lipemia in e 2 diabetic obese palienls aml nom
diabwtic obwes comiiols,

Mlethads: Thirteen type 2 diabetic patients with Hbdle < S5, reatsd wilk
diet or il plus orsl hypeglvemics agenis, bt ol will lpid-lwaern dnigs,
and fasting TG <= 250 mghdl, were sclevted, Ten non-diabetic imdividusls
with samne sex. age. BML and ApoE gemetypes wore includsd as comisle
Preatprandial lipenia was analyeed for § hours afier s breakfoss comtaining S0
af lipids snd g of corbohydrates. Towsl aren under curve for eriglycenides,
samghing cach 2 hours, was calenlaned a3 well a8 fasting glocose and imsulin
kevells o obtain the HOMA-IR index. Anthropometnie parameters sene also
recordkad,

Resmlis: Diaketic patkenis tended 1o shiow bigher feting TG40 & 53 vs
120 & 30 mgfdly and higher iodal aren wnder curve for TG {1432 £ 539 vs
1200 5283 ihan conirol subjects, The comelation siudy showed a significant
comelation between HOMA-TR index and dotal area under aurve for TG (Rha
= 0648 p= 003 in control subjects bul not indisbeizcs, In addition, regres-
siom analysis showed thal waist cincunferenee is an independent predicior for
total area under curve for TG (B=11.34,05% 10 0.005-22.68).

Comclusions: Insulin resigance, measwed as FOMACIR. &
postpranclial lipemia in contal subjects bl nol in type 2 diabetics,
ancunference an isdepesclent predictor of postpeandial TG pesponse,

Wa-P11:6 | ANTI-ELASTIN B0 SUBCLASSES ANID

MICROVASCULAR COMPLICATIONS
A Mikolow, G, NicolodT. Meaicod Dmiversinn Peves, Balgoria

Basckgrowmd anad Adms: 100 65 deposited in the walls of emall bl vessels
in aliabetes, The leli subslass might preferentally poocduced in regponss o
differemt antigens and pathodogical cosditions. An impenast facior in the
developmwent of vascalar wall lessons @ degradation of (ke slastic fiber protein.
clastin, Elastin pepicles derived fromn this degradation are presemt in the cir-
culation and are a stimulus for production of elastin atibodies. Examination
al the distribmton pattern of anti-clastin 1gG (AE 1pGi sibebisses in dishetes
mellins nuy provide insight imo the immusologieal process imvelved and
may asaizl i the carly dingiosis ol diabetic wasenlan APl alhos, The adm
of the study was o nzsess the relaticmship between AE [gG subelmses and
dinketic vascular complications.

Materials and Methods: Levels of AR Tl subelasass were determined
by BLISA in sern of 28 childrem with Type 1 fimsulin-dependent s disheies
mellits imean age 13.2= 3.4 years, dinbetes duration - 592 2.9 yearsi Six-
teen paticrts had micraalbaminuria, 10 - retinapathy, and 2 - both retimapathy
and microalbumdmeria. As conirals wers used 24 healthy childres of similar
agze and sex.

Resalis: Sixty four percent (VB/ZE} of the patients were positive far AE
203 subclisses. Among positive matiests 8% were positive for [g01. 6% far
12032 and 50 far [G3 AE 1261 were associated with retinopathy (r=0041.
p=000l HbdAle (r=0.51, p=000010, and AE 190G3 with ihe duration of the
diabutes (=044, p=0003

Conelusion: The identification of a subsel of patiems who are immuoes
Togscally more susceplible Tor development of diabetic viscular complications
will emable us 1o target hese palenls Gor prevention ol such complicalions,

Wa-P11:7 | SERUM FIRK IN-ANTIFIBRILLIN IMMUNE

COMPLEXES AMONG DHABETIC CHILIKREN
A Mikislow, G, Micolell, Medical Dmiversine Peven, Brlgarta

Background and Aims: The Aboilling ane lrgs gycoprobing compemmnis
of 10-nmn miceodibrils found in the extracelulor matria of most issies, Mi-
crodibrils play a role i clastie fiber assemibly amd serve o link cells 10 elastic
fibers in the extpacellular matns, Fibgillio-1 (FRN-1 and -2 (FRN-2) are
large, secreted glycoproteins known in be components of extracellular mains
mirafibrils beeated in the vasculsure, basement membeane, and vanous
connective lissies and are aften associated with o superstrichre known as
the elostic fiber Anti-fAhallin andibedies found m some aussimmene diseases

could form ciraulating inmane complexes (CIC) with comesponding antigens.
Type | {insulin-dependem} diabetes mellitus is an autoimmune disease kesding
1o Formation of diffenent types of alosniibedies.

Mmterials and Methods: To determine the possible presence of FRN-anti-
FBN CIC {lzG oand Iz were stislied by modilied versson of ELISA 35
children with Tvpe | disbetes mellitus {nsean age-12. 378377 years. dinhetes
duration 435 yearsy Eight of the disbetics bl sasoular complications,
Twenty Bealiby chiklren fmean age-1LE3HEZLEY years) were wsed a6 conlools,

Resoliss Diabatics showed statisdically spnificant kigher levels of FEN
anti-FBMN-2 CIC - G @30 20076 ve, (WES2H0.02% p=0029) amd IgM
AL SEOORS ve, 034500 p=01EY comparsd 1o the contral grop,
FBM-anti-FEN-1CIC IgM correlate with diabetes durstion (e=0052; p=00001 55
and BMI ir=0133, p=iLi83) whike FBMN-ami-FBEN-1 CIC gl cormelate with
seum i dr=04% p=0005), FBN-ant-FBN-2 CIC 1gG eomelate with
inberoalbuminimis (=065, pe 00460 and cetinopatliy (r=006], p={U0RE0H ]

Convclinsbon: W suggestod that ehevared levels of FEN-ani-FBN-2 C1C
Tt mre assaciated with the developneent of carly diabetic microangiopathy.

ABILITY OF HDL TO RECEIVE LI
ARTIFICIAL LIPOYPROTEDN MODEL
PATIENTS WITH R WITHOUT CORONARY
ARTERY IHSEASE

CH Dhina, B.F Amdmcin, W, Hasb, NH. Lopes, MR Rodnguss,
MLC.M. Latrilha, B.C. Maranhia, Heart estitate {fucar) of Medival Scheol,
Urversity of Sde Fawlo, Ko Pale, Brogil

Objetives: Low HIDL cholesterol = a commaon feabure of Type 11 diabetes
mllivas (1% and may comtribute o the increased risk of developing coranary
artery disease (CADY in DM We studied the abiliy of HDL 4o snubane
ousky receive deolesiersl (FC cobestery] esters (CE ). phaspholipids (FL F amd
inglycerdes (TG from an artificial manoemuolsson model of LDL (LDER HDL
particle diamseter amd Paraponenase | (PON 1 activiy in D6 patients with o
without CALY b vendfy whether the HOL Fraction bear functional alierstiions
that might be melated w CAD developmem.

Methosls: 24 DM patents wath amd 13 D0 sathout AL in use of S
vastalin (20 mpiday) were studied. LDE labebed with *H-TG and YOFC oo
TH-CE and MO-PL was incubaied with plasma. Afier chemical precipitation
e zupermanant containing HIOL wis coumted for radicactiviny, HIML diamener
wae tszadured by laser light seatlenng.

Kesuliss HIHL cholesterol was smaller dn D0 with CAD dhan in M
without CALE bt todal and LD cholesterol and eriglyeenides were pol
differenn. There were no differences in lpid oransfer raes s HEEL. in HIOL
particle diameter and im PON activiey in D% with or without CAD, Lipid
wansler i given in % of wtal incubted radiosativity, HOL size inogm o and
POM activity in nmalml -Lodn- 1 Wieh CATe CE {006k 04), CL 032007
TG LOE0Ty, PL oGS £210, HIE Size (9.3 1.0 and PON1 6898502,
Withowat Cale CE b0y OL (101 T TG (L0E005 PL iec2xd. 00
HINL S (94 100 and PORNT (6804 50001,

Conclasion: Among the determined paraneeters. HIL chodesteral ondy
wns predictive of CADY in DM paticnes.

We-F112 | BLOO PRESSURE VARIATION ANI
ANTIHYPERTENSIVE TREATMENT AMOIMFICATION
IN TYPE 2 DABETES ME|

L Lemtzas ' AL Alevizas'. P, Daskalakis”. M. Pa
I Konstantins™. A Kamaratos' | A Katanaki' | G, Belos®. A Melidonis' .
 Tawier Gemeral Flopived of Fireews, Fireows, Greece: = Healie Ceater of
Vyrowas, Vvromas, Greece

Thez i ol This sudy wins o assess 24-hour Blood pressume saration Belore aml
alter o mwsdilbcation of antiby perten-sive madwation inType 2 diabeles palicnls,

Materkals amd Methods: 118 hypertenzive type 2 diabetzs patients in an-
lhypreriensive ealment was bt W single modification i elor o sdieve
1A|."1ll'lh| lnd preasaine aoiirol. ABPM was P\'I'l‘l.'fl'll\.'\] LR TR ] mlh.‘l'll.l
beefore and 7- 10 days after the medicanion change was made,

Kesmlis: Mean syaodic amd digssolic Dlead pressure values as well as
systolie and disstodic might time falls were similae before and afier the med-
leation chamge: 121210659 v 11LEETRT mimbg, 72,0200 and 7312108
wunblg. 5847 E aned 355005, 5 T48 2 amd 6. 7H8.6%, Mean celanive chomnge
im systole blood pressure was 0U38%, dinsolic 1019 Non-dipping was fowmnd
i S0 pateents e e i ABPM. and sixteen ot of them converted e
dipping in the second ABPM. In addition. six curof 28 “dippers’ changed into
"non-dippers’. "Converiers’ were significantly younger ithan "nos-converiers':

XNV farematiomad Sanposiune ow Atlvemeclemsds, Bore, oty Some 18222 2ik6
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o thelr cullural background for oplimal success. Obesity is
an the rise in Oman due to the conveniences of modam day
society and the sedentary lifestyle so many Omanis are having.
Diet and physical aclivity togedher played a role in decreasing
Obesity among the Omani population.  On-going education al
the population js important in changing the rise in Obesity.

Nisak Mohd Yusof

Nisak BMY', Ruzia AT?, Nermah AKE 8 Nor AK?
' Universdi Puira Malaysia, Selangor, Malaysia
# Universiti Kebangsean Malaysia, Kuala Lumguwr Malaysia

i Faes been poshuated thal low ghoamic index (G1) diets may result
in greater waight loss compared 1o convertional welght reduction
diets. This randomisad controlled trial was conducted o compare
the effect of & low G1 agains| cartbohydrate exchangs (CE) dists on
glyeemic control and anthropometric measurements in overweighl
and obase patients with type 2 diskeles over a 3-manlb paericd
Patients with type 2 diabetes whose BMI > 25kgm-2 (n=61) ware
randamly assgned bo recaive a low Gl or CE diets for @ 3-month
period. A week 4, the Gl had significantly kower fruclosamne el
than the CE group (p< 005 AGI= <16.3 + 3.4, ACE= -59 + 31
umoliL). Hbade did not differ significantly beteeen groups but the
magnitude of reduction within the GI (A-0.45% + 0.1%,; p= 0.001)
was significantly greater than the CE group (A 0.25 + 0.2%; p=
[0}, Althawgh there was no significant difference baetween the two
groups in terms of weight loss, the reduction in waist circumigrence
was sanificantly greater in the Gl than the CE group al week 4
(AG31=-2 240.60; ACE=-0.40+0.4 cm, p=0.01) and waek 12 (4 GI=
-3.2 + 06 ACE = -0.9+048 cm, p= 0.05). Despite the absenca
of sigrifican] ghycaemic improvement and veeight loss, a 3-manth
intarvention with low Gl diet in overselght and obese type 2 diabeles
patients resulted in @ sgniicant redwction in waist circumference.

Tirang Neyestani

Neyestani, T, R, Salekzamani, S, Kalayl, A, Alavi-Majd, H,
Hoshyar-Rad, A, Nikooyeh, B, Sharalzadeh, M.

MNational Research Instilile and Faculty of Mutrtion and Food
Technology, Shahid Behashti University of Medical Sciences,
Tehran, Iran

Intraduction

Exira fat mass is usually accompanied by metabolic as well
as clinical derangements including systemic inflammation and
high blcod prassura. This study simed to determine the acteal
predictors of hsCRP and blood pressure in overweighlicbese
non-dizbetic wemen m Tehran

Methods

A lofal of 200 women with body mass index (BMI225 kgl
m* were enrolled in a cross-sectional sledy. Distary intake,
anthropomeine as well as laboratory evaluations including fasting
plasma glucose (FPG), lipid profile, serum insulin, high sensiivity
C-reactive pratein (hsCRP) and percent of body fat mass (FM)
ware perfarmed for all the subjects. Pearson (r} and Spearman
{rs] comelation coefficients and multivariate linear regression
analysis were used to eslablish a model to predict hsCRP and
syslalic blood pressure (SBP) variations.

Results

Though serum hsCRP directly correlated with levels of FPG,
trighycerdes (TG), otal chekesleral, BMI and waist circumfarence
(W), its stronges! association was found with FM (r =0.326,
p=0.001). Also, SBP directly correlated with FPG, TG, and FM
but 1T was more strongly correlated with BMI (=0.343, p=0.001)
and WG {r =0.350, p<0.001). No assodation was found between
blgod or anthropometric wariables and dietary data, |n difersns
regression models WC and F were the pradictors of hsCRP but
BRIl was the significan prediclor of SBR.

Conclusion

Adiposity in ranian middie-aged women can affect both
nflammatory  biomarkess and systohc Biood pressure thus
predisposiong for MeS and further morbidities. We identfisd FM
and WC as the predictors of serum hsCRP levels and BMI as the
predictor of SBP in aur population

Conflict of interast: none.

Funding: This project was funded by National Mutrition and Food
Technelogy Research Institule (NNFTRI).

Asparuh Nikolov

Mikalow A", Tsinlikey! |, Tainlkowva' |, Micaloff (37

' Clinig: of Propedeutics of Internal Diseases, Medical University,
Pleven, Bulgaria

“ Divisian of Biology, Medical University, Pleven, Bulgaria

Intreduction

Elastin and collagen are the main proteins of vascular wall An

impartant faclor in the davelopment of vascular wall aterations

is degradation of the elastic fiber major pratein - alastin, Arerial
nypenension (AH) s conneclad wilth the lose of arterial wall's
alasticity and an abnormal increase in the codlagen/alastin ralio.

The aim of cur sfudy was to

1. Measure levels of elaslin-darived peplides (EDP) in sera of
obese children with essential hypertension;

2. To compare serum EDP levels of obese children with essantial
hypertension with EDP kevels in obese children without
essenfial hyparension and healthy controls

Methods

The study population consisied of 113 children divided info three

groups as follows:

obese children with efevated blood pressure [n=43), mean age

12.1£2.2 years (Growp 1);
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abese children with sarmal Blood pressure {n=32), mean B0
11.3£3.1 years (Group 2); and control group of heatthy childran
(n=38), mean age 11.8:2 8 years {Group 1)

Blood pressure (BP) was messured with a random zem
sphygmomanemeler in the sitting position alter al least 5 min
resl Serum fotal cholesterol, righcerides and HDL-G wore
datermined enzymatically. The sandwich version af an CIEYTTIE-
linked immunosorbent assay ([ELISA) for delection of EDP was
[TET5Te

Results

Children with obesdty and AH {Group 1) showed statistically
significantly highes levels of EDP (10018 ng/ml) in comparison
with Growp 2 {75231 ngiml) and controls (B0£22 ngfmi} {p<0,05).
There ware non-significamt differences in seum EDP levels
(75231 ws. 60222 ng/'ml) between cbesa children without AH
and heallhy contrals (p=0,05). Twenly-three percent of children
from Group 1 were positive for EDP. The concentrabions of total
cholesteral and LOL were significantly higher |n both groups of
obese children in comparison with the sonlal group (p<0.01),
The results indicated both the obese boys and gifls with AH 1o
have increased mean levels of lotal cholesteral (7,241.3 and
7.9£1,5 mmalll, respectively) in comparisan with the obess boys
and girs without AH (5.4£1.5 and 6,921,5 mmoll, respectvely;
p<,01). The mean levels recorded in obese chidren without
AH wera relatively higher in companson with heallvy controls
{o=0,01), Inlereslingly, cbese girls from Group 1 showed lower
mean valua of HOL-C {0,2220.24 mmelT} than elther abese
boys from the same group (1,12£0,18) or controls (1,31+0,10)
(p=0.05)

Conclusion

Durdata suggestihe existence of an assocaton betwaen changes
0 levels of serum EDP. chesdy and essential hyperension in
children. Determinaticn of serum EDP levels may be a useful
methes 1ar manitorng of develiopment of arferial hyperension in
obese childran.

Nicolae Panduru

Panduru, N

Intreduction

Drabeles is the epidemic of our mes, Diabatic nephropaty (OM)
is one of the most imgorant diabetes complications due o high
medalty rale and increased care costs. The pathogenesis of
diabetic nephropaty is not fully understood. Abdominal obesity
and the subsequent insuin resistance is typicatly describad for
type 2 diabetes mellitus, but seems to exist also in lype 1 disbetes.
The aim of the sludy is to evaluate i inswlin resistance defined by
&2G0R can be used to predsst DN and which is the cut off value that
can predict the appearance of nephropathy In fype 1 diabetes.
Material and Methods

Wi sludied BB type 1 diabetic patients. The disgnostic of ype 1

diabetes was confirmed by measuring the C-peplide valse {<0.3
nmod [ 1), They were divided inio two groups: & ~ 50 patients with
DM and B - 38 patients without micrealbuminuria and mare than 20
years diabetes duration. All patienis were investigated for, crealinin,
wstmated  GFR, macroalbuminuna, HoAIC, blood  pressure
anthropamelric measurements, eGDR, The statistical analysis was
performed with S-plus software, We estimated the ROG cure for
#GOR and measured sensbility, speciicity, positive pradictivity and
negative prediclivity of eGDR for diabalic nephropathy.

Resulis

The first part of the ROC curve is much clased fo the first
bisector, for levels of GDR smaller then 3.5, Aria under curve
or the C stalistic=0.6785. The optimum threshald is toplime=5.5
Al this level sensiivity=64.7%, specificiy=67.5%, posilive
prediclivi=73.3% and negative predictivity=58.1%.
Discusslons

Even il the study is performed on a relatively small number
of palients, the result ame encouraging. A level of sensilivity
and sensibility of 64, 7%, respactively 67.5% are very close to
an eccepted level, Wa would like to draw ablention about the
threshold of 5.6 (below 8.7 which is predictive for metabolic
syndrome}. which means that is possihble to have insulin
resstance in type 1 diabeles. In the same time further siudies
are necasgary 1o evaluate this promiging results and clarify the
role of abdominal cbesity and insulin resistance in pathogenasis
of diabetic nephropathy in lype 1 diahetes,
Acknowledgements
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" Director of Dr. Mamin's Inslasculpd. India (Mumbai, Thane,
Pune, Ahmedabad, Hyderbad)

? Dirsctor of Dr. Manji's Instascul Fitness Club for Ladies, Dubai

* Dirgctor of Dr. Manjin's Instasculpt, Kuwai

Background

Obesity is 8 multi-factonial disease with excess of Tal storage and
leads to adments like hypertension, diabeles, siroke and cancer
Died & exarcise alone cannal haelp in reduction of adposity in
problematic aress ke hips, thighs & abdomen. Varous non -
invasive procedures like High Focalized Intensity Ulrasound
(HIFU}, Endermology, Mesotherapy and laser are this used for
lipolysis and lipe-maobilization.

Dresign

Randomized, controlled, multicenter, mubiracial study comparing
effects of lipolysis with ymphatic drainage of fat, on fal percentage
and waist circumierence was camied out in men and women of
different ethnicilies with BMI of 25 to 30,
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Serum anti-collagentype 1V 1gM antibodies and
development of diabetic nephropathy in diabetics with

essential hypertension
A, Nikaolov', 1 Tsinfikov', 1L Tinlikova!, G. NicolofF, L. Garev’, A, Blazhev

et ef Proypehatic s of fnf wnal Diseases, [ivision of Bidogy, saclical Univeraty, Floven

ey

Fackgroandd aml anms Glastin anel collagen are the s proteins ol the vascular wall. Arterial hyprer
tepsion anil disbelic vascular Cempi b ars Coeeked W an ehevaterd deprackation olehastic fissue
4 o result collagen type IV denverl peptides (CVDP) are releasedin the circulated blood, which are a
pathological stimulus foran increased production of antibodies 1o collagen type IV [ACH Abs) In ther pre-
sent investigaiion we studied whether thessrim levels of antibodies (G, lgs and iga] 1o collagen are
related with microvascular compiicalions.

sgaterial and methods: Serum ley uls of antibodies o collagen type [V PACTY] IR0, 1gh and Iga were
s using an ELISA method in 5 patients with tpe diahetes melins and arter al hypertension
CAH drmean age O 42170 viars, ol i

duratinn ©8HD T yoars: byvprertension duration 92654 980
Thiese values were compared o senim antibodies to CIV in 42 age anel sex matched contrels. Diabatics

werp divicded i hwo Groups aceording 1o presences Lroup | (n=hT] or ahsence- Group 2 (=20 of

:|:I..:.r.|'l'-
Fesdts: ALY leht antibodies e obs i patientswath AH and T were statisticaly significanthy high-
ar than conlrobs 4,178 (LT 3 v, DL (0L 1E=1L 171 IRW=T 11 pe=rn 1 Groug 1 ipatients wilh
mirovaseular complications! chonve] significanth higher jovele of ACTY lgh than controly 0,0 LT D
CUFR ) s, DL LT 0 T TR T T G Pk Patients frony Lo 2 showed statisticatly signifi-

canth higner ewiels of ACIY 1ght than cantrols (L1760 40151 (L2000 ws. 0,142 [LTE (1730 (KW=, 15
pehib L

ACTY Iasd antibodies sl el corretation with mis roallpmirna =020 [pr=,00:4), B (=001
(=i, orea s clearance 10368 (p-0.01) and CFR eeih A tp=0a2) Sprum AUV TRL levels
were higher i patients than in conirols, while seram AUV TgA levels were Jowvir than these i controis,
Lt the differences are nol slatistically significant,

Cnclusion: Our study showed an assocanon Letween elevalion of serum lavels o1 ACTY lgaa and
development of diabwetic nephropathy, Elevation ot ACIY land can be related withlater clinical manitesta
tion of nephropathy, We spgeest il levels nf AT 188 can bee pseful methorl for dentfving a high gk

sen dloveloprment of diahetic nepthropathy.

50 zogunu Bvazapckn Apywecmbo no Eugorpuroanzua 65




CETA HALWOHANHA KOH®EPEHLUWA

AE

\J

10 MEAWLMHCKA BUONOTUA

MAEBEH
25 — 27 oxkTomepw 2013



e

ONPEAENAHE HA CBOBOGHW AHTHENACTUHOBH AHTHTENA OT KNAC IgG NPK
MALMEHTI CbC 3AXAPEH HWABET THN 2 W APTEPHAMHA XMMEPTOHWA

Huxonos A, A. Gnamea’, W, [eoprueea’, W, Lwnaukos'

1 Kamedpo Mponedeamuka HO sempewHume Bonecmu”, YMEAN — Maessx
2 Cewmop . Buonozun”, MY - Mreaen

BuaeQeHMe M L@AM: AWTWTENE CPEWy NPOAYKTHATE OT PAsrpamdaHers Ha
ENACTWH C3 OTHPHTH B CEPYME Ha BCMUKM XOPa. HENMHMETO M3 AHTH-ENECTHHOBL
awtirena [(AEABS) w cuLoTBeTMWTE a@WTWreMk B KpuboOpawendeTo BoaM Ao
ofpaayiaHeTo Ha LWPKYNHPAWKM mMayHHK kosnnesck (CIC). Lienta Ha npoy4saseTo &
0 CE ONPESENAT CEPYMMMTE HHBA HE HECBLDIAHWTE B HOMAASHCH AHTH-2NACTHHOEH
awTwTENA OT Wnac lgGlosoboany AEADS).

MarepHani ¥ METOAA: 33 onpenenAkeTo Wa caoBoanuTe AEADS nanonssaxme
METO/, 33 HIOAHPIHETD HA MMYHHH KOMAAEKCH 4ped CIF (ROMNABMEHT MHxKEpaLY
garrop), nocnegsam ot ELISA 33 oTrpueane Ha AEAbs. Hweata na ceobogen AEAbs
I GAxa MamMepeHH B cepyma Hi 53 NauMeHTH CbC 3axaped ARaber u KMNepToHKA
[coeawa Bbspact 614 2 113, aeaberda npogwasmutendoct 988 £ 31%
NpOALIHHTEAMOET Wa xunepronkATa 9,28 + 4,98). Tesw HuBa ca CpasHenw o
KOHTROARK AMWA [N= 42), CHENAGAWM N0 NOA W BL3PacT.

Pesyatati: CacBogHn AEAbs IEG NpM NAUMEHTH ChC 3axaped anaber Tin 2w
APTEPHANHA XMNEPTOHMA C3 CTATHCTHYECHH SHAUMTEAHO NO-BMCOKW 0T TEIM NRH
3apany koWTpoAW 0421 {0,328-0,572) cnpamo 0,240 [0,212-0,305) (KW = 13,64; p
<0,0001). Mpyna 1 (NAUHEHTH © MUKPOCHAOBM YCAOMHEHWA] NOK3ZBA IHAUMTLAMD
yaenuuenme Ha ceofogrute AEADS IgG B CPIBHMEHME C ROHTRONKTE 0,428{0,343-
0,591) cnpasso 0,240 {0,212-0,305) (KW = 20,14; p <0,0001). Tpyna 2 (nauuentu Gez
MMKPOCHAOEH YCAGMHEHKA) ChLLD NOKAIBA NO-BHECHA HKEa Ha ceoBodun AEADS IBG
oT woHTROAHETA rpyna 0,398 (0,312-0,467) cnpamo 0,240 (0,212-0,305) (KW = 8,83, p
= 0,003). MauWeHTHTe OT Fpynd 1 NOHAIAT HIA-BHMCOHATE HHB Ha BobogeH AEADS
125, Hama 3Hauuam paznmim menay rpyna 1w rpyna 2.

3aKAONEHHE: PeayntatiTe NOKA3BAT BPLIKA MEMLY eNacTMHoBuR obMen
MHKPOCHAOEHTE NEIMM NP NAUWERTH ¢ AWaBeT W apTepuaniad  KHRSRTaHWUA.
Mpegnonarase, se cecboguure AEAbs 1gG ca ONPEENALH H3 NO-HBCEH e7an 3a
AETOMMYHHIAUAATE Had 2N3aCTHHE.

HAmMonM GYMM: 32Napes AuaBeT THR 2; apTepuanda xunepTodus; ceobooHn
AHTHERACTHHOBM aHTHTENd; ELISA; CIF.
al
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DIABETES MELLITUS AND ITS LATE COMPLICATIONS _i
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L Tsinlikova, A. Garey
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IEMS 2012 / PP 08 Therapy

Abstract —l
Background and Aims: Type 2 Diabetes meliitus (T2DM) is a chranic disease, with an
Impact on connective tissue metabalism, It is well known that the prognosis of T2DM
and patients’ life duration correlate #ith the presence of vascular complications, Qur
gim Iz to illustrate the late complications of T20M and te underline the importance of
early diagnosls and treatment, intensive control and multidisciplinary approach to this
disease. We present the case of a iB-year-old white male patient with a history of
langstanding T2DM with bad metabalic control of blood glucese levels, despite insulin
therapy, uncentrolled arterial hypertension and chronie kidney fzilure with high levels
of bleod urea nitregens (BUN) and abnormal diuresis. Materials and Methods- Hig=
tory of the disease, Physical examination, Laboratery tests- blood and uring samples,
Uitraseund Dappler cansultations with an endocrinclogist, neuralogist, nephrologist
and cphlalmolagist Resuits: History of the disease revealed TZDM for 17 vears with
retingpathy manifestations with trials for laser therapy, diabetic palyneurcpathy com-
plaints and chronical kidney disease I-11 grade, Physical examination showed poor
general condition with facies of Bright, bilateral ankle cedema, blocd pressure- 170790
;_ mmhg. Labaratory tests (blood and urlne) gave an evidence for high blood glucose
L levels- 15 mmal/l, very high serum creatinine levels- 422 pmolfl, creatinine clear-
I ance- 10.54 milfmin {a creatinina clearance value of approximately 10mifmin is an
It indication that dialysis may be Necessary), microalbuminuria- 201 mafml of protein
Fin 24 hour urine sample, BUN- 23.1 mmolfl. USG of the abdaminal viscera showed
[t bilateral diffuse structure impairment of the kidneys because of diabetic glomeru-
i lepathy, hepatic steatosis, hepamsplenomegaly, adenoma glandulae prostate, cystitis.
{ USG Dopplar- bilateral thrombesis of the tibial artery. Neurclogical examination- lass
of feeling in the toes, feet, legs pain. Ophtalmological examination- haemophtalmus of
| aht eye, anglosclerotic changes in bath eves, pale, fatty deposits on retina- signs of
{leaking bload wessels, severs digbetic rethinepathy. Card alogical findings- ischaemic
I: heart disease, conpestive hearl faillure, Discussion: The following late complicat
fof T2DM were deterrmined: Diabetic neuropathy, Diabatic retinopathy, Diabetic ne-
,. phrapathy with secongary anaemia, Arterial hypertensian, Peripheral vascular disease
i (FVD). The initiated therapy inciuded: Insulin NovoRapid 100 Units/mi solutian { Insulin
" Aspart, fast acting insulun) far injection s,c. according bBlood glusase levels; Insulin
H Levemir {long acting insuling= 28U/24h; Furssemide (loop divretic); Clonidine (central
i sympathicolityc); Metoprolal {selective P=blacker); Telmisartan {angiotensin recepror
blocker]; Thoigamma (alpha-lipaic ar d}. The patient was discharged with imgroved
fand stable physical condition. He was prescribed an insulin analogue, loop diuretic,
_a-nzir-.-,r,:urrenswe, antistenocardic and antianaemic drugs. Earlier and contrallag person-
§alized treatment would help to prevent serious levels of damage, especially microvas-
i cular complications of T20M,

Keywords: dizbetes mellitus, nep'urnpathy, retinopathy, neuropathy, arterial
E hypertension

Contact authors at: vasyasShidaby. bg
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2 ANTI-ELASTIN IGG SUBCLASSES AND MICROVASCULAR
: COMPLICATIONS OF DIABETES MELLITUS :
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likov, 1. Tsinlikova, A. Garev
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Abstract
Background and aims: The IgG subclass can be preferentially produced in
response to different antigens and pathological conditions. In a patient with
diabetes mellitus IgG is deposited in the walls of small blood vessels, An im-
portant factor in the development of vascular wall lesions is the degradation
of the elastic fiber protein, elastin. Elastin peptides derived from this deg-
radation are present in the circulation and are a stimulus for the production
of elastin antibodies, Examination of the distribution pattern of anti-elastin
lgG (AE IgG) subclasses in diabetes mellitus may provide an insight into
| the immunological process involved and may assist in the early diagnosis of
diabetic vascular complications. The aim of our study was to assess the re-
lation between AE IgG subclasses and diabetic vascular complications, Ma-
terials and methods: Levels of AE IgG subclasses were determined by ELISA
in sera of 28 children with Type 1 (insulin-dependent) diabetss mellitus
[mean age 13.2+ 3.4 years, diabetes duration - 5.9+ 2.9 years). Sixteen
patients had microalbuminuria, 10 - retinopathy, and 2 - both retinopathy
and microalbuminuria. Twenty-four healthy children of similar age and sex
| were used as a control group. Results: Sixty four percent (18/28) of the
. patients were positive for AE IgG subclasses, Among positive patients #9%
were positive for IgG1, 6% for IgG2 and 50% for IgG3. AE 1gG1 were asso-
i ciated with retinopathy {r=0.41, p=0.001), HbAle (r=0.51, p=0.001), and
| AE 10G3 with the duration of the diabeteg (r=0.44, p=0.03). Conclusion:
The Identification of a subset of patients who are immunologically more
| susceptible to diabetic vascular complications will enable us to prevent the
| patients from develaping such complications and serious levels of damage.

; Keywords: diabetes mellitus, anti-elastin 1gG subclasses, digbetic vascular
complications
i Contact authors at: n_erdi@abv.bg

—113—

=
-
J
=y
o
2F)
=
==
o
=
3
[}
g
L

1

S e SR

B i i



TR T SR AR

Hpaiomenike T cwih 10K AR ISSN T3 1U-14bo

TN
.}

‘%E-“HW‘WH“

I'nazen peozon) Jusirss Faen £
3am. rnased pepacton Mnawed Mauos

N S —————

f s TR R, B s f e fr:" L




el LS HAMOHANEY RUATEED A d AR N0

i CE R HEALLAS T - T mera

Ly L RANDATS Bk

T T H M R ¥ {3 Iy 1 o N HEH T R TEH

RISRHIE AT
(NI T

Pozynraru, Degseedin (i Fpad o i o i i o

o Perasnnges e PTRA et

EEREE S

e ROsUED [RE UL Pt B ER BT § N RN R R
wan THIBL e DA amitlhantT by S

et 3

RHEE TH TR

LR

V=TT CEPYIRY KOHUEHTRS Lk
HA CHIGTENAH-1 W C-PEAKTUHRER NP TEMH
A DALMESTA C AFTEPARNHA KWDEFTES G4
TROWBED DAKAPEH DARBET T 2
Foboce’ A i onpoea 0 Taueian, ¥ e e -

i, A s w B Arthas
A Rt aeaa oA

(AR 2 L= e T
. . o .
B R e I I B T L E A S I T 1
i | R I T el H e r
Tt e 1 . . B ¥
e P TLE]

CITEHIWA L R

AT ERT TR R TR LR e e
E L
oA DilAaT

TALLETR T
S AT SR AN

. P
frate 1

HY Y SR “h '
B H

BN R

[EC T I LR £ | T, (ISt [T B [ EF (] H

et HERR PR K BE B B TR YR T s Toc e | T H Lo Tl ) AR YT
R T A T N R YRR E

e ESECT B e T e 8

CRRTS L

{ L NP Y e
el sanmeeEnen s bl s

sfieta LA R I I

et

i dend

DETPETIEE SRR 1]

MY
EERLECR ERFAEARBE EETERN e CLT: NOW) PN [ 1 FTH f ) S| PR TR
Tl P TP B RET - THI

=m0V e B NEVEHWE TG

Pt VERAYARTUTA - DFOMEHTTA

Il s wECHLTATA Aa AIPMNOKEAWETD
AR SRR T b STE ET CO0KMHW Y

£ A ina v uned u W Hamos

Diodmedsg IGI0 Pl

A IR BRI T P RO LN ]




2 O 00

Also available on jber.mu-pleven.bg

VOLUME 7, NUMBER 1, SUPPLEMENT 2, 2014

OURNAL OF

jomedical &
linical
esearch

MEDICAL UNIVERSITY - PLEVEN @&



J Biomed Chin Res Velume 7, Number 1, Supplement 2, 2014

POISOMINES.
Key words: professional exposure,
pesticides, chronic intexications

LEVELS OF ANTI-COLLAGEN TYPE
IV IgG ANTIBODIES ARE

ASSOCIATED WITH HIGH RISK OF
ATHEROSCLEROSIS IN DIABETICS
WITH ESSENTIAL HYPERTENSION

Asparuh G. Nikolov, G. Nicoloff',
A. Blazhev', 1. Tsinlikow,
1. Tsinlikova, N. Nikolova’®

Department of Propedeutics of Internal
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Flairen
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Corresponding Author:
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Summary

Background and Aims: Thickening of basement
membrang in capillaries and small vessels is a
well-known finding and important in the
progression of diabetic microangiopathy.
Patients with diabetes mellitus and  arterial
hypertension are at higher risk for development
af atherosclerosis, Material and methods: Serum
levels of antibodies to collagen type [V (ACIV)
[gG, TgM and IgA were raessured using an
ELISA method in 93 patients with type 2 diabetes
mellites and arterial hypertension (AH) (mean
age 61,421 1,3 years, diabetes duration 9,88+3,12
wears; hypertension duration 9,28+4 98). These
values were compared to serum antibodies to
CIV in 42 age and sex matched controls.
Diabetics were divided in two groups according
to presence- Group 1 (n=67) or absence- Group 2
(r=26) of microangiopathy. Results: Group |
(patients with microvascular complications)
showed significantly higher levels of ACIV IgG
in comparison with Group 2 0,323 (0,2430,391)
ws. 0,241 (0,2070,291) (KW=7,66; p=0,006) and
control group 0.210 (0,1490,262) (KW=17,52;
P=0.0001). Patients from Group 2, were with
higher ACIV IgG levels than controls 0,176
(015102020 ws, 0,142 (0,1180,173) (KW=6,15;
=001 ACIV 1gG showed correlation duration

of diabetes (r=0.49); {p=0.01}), retinopathy (r=-
0.20) (p=0.04), BMI (r=-0.24); (p=0.05),
systolic blood pressure (r=0.14); {p=0.035}, 1otal
cholesterol (r=0.20); (p=0,03), wvglicerides
{r=0.310; (p=0.01). Serum ACIY TeM and Tga
levels in patients with T2DM and AH were lower
than these in controls, but the differences are not
statistically significant. Conclusion: Our study
showed a relstionship between clevabon of
serum levels of ACTV [gG in diabetics and
development of vaseular changes. The elevation
of ACIV 1gG can be related with later clinical
manifesiation of atherosclerosis. We suggest that
ACIV [gG can be useful method for identfying a
high atheroselerotic nisk in diabetic patients.
Eey words: collagen type IV, arterial
hypertension, diabetes mellitus
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FATAL OUTCOMES WITH DATA OF
METHADONE ABUSE
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Summary

Methadons is a synthetic opioid commonly used
as medication in the therapy of heroin addiction,
It also is used as an illegal drug by addicts, Aim:
To establish the consequences of illegal usc of
methadone, Material and methods: Forensic
medical examination of cadavers of drug addicts
for the peried 20012-2013, establishing the cause
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DIABETES MELLITUS AND ITS LATE COMPLICATIONS

A.Nikolov', H.Feradova? , G.Nicoloff*, L.Garev', Tsinlikov', 1. Tsinlikova', A. Garev*
Clinic of Propedeutics of Internal Diseases, Medical University, Pleven, Bulgaria
25t dent of Medical University, Pleven, Bulgaria

3pivision of Biology, Medical University, Pleven, Bulgana

“erudent of Medical University, Sofia, Bulgaria

P15

E-mail: h_erdj@abv.bg

Objectives: Type 2 Diabetes mellitus {T2DM} is a chronic disease, with an impact on connective
tissue metaboiism. it is well known that the prognasis of T2DM and patients’ life duration
correlate with the presence of  vascular complications. Our aim 15 10 illustrate the late
complications of T2DM and to underline the importance of early diagnosis and treatment,
intensive contral and multidisciplinary approach to this disease. We present the case of a 58-
year-old white male patient with 2 history of longstanding T2DM with bad metabolic control of
blood glucose levels, despite insulin therapy, uncentrolled arterial hypertension and chronic
kidney failure with high levels of blood urea nitrogens {BUMN) and abnormal diuresis.

Material & Methods: History of the disease, Physical examination, Laboratory tests- blood and
urine samples, Ultrasound Doppler, consultations with an endocrinologist, neurclogist,
nephrologist and ophtalmologist

Results: History of the disease revealed T2DM for 17 years with retinopathy manifestations with
trials for laser therapy, diabetic polyneurapathy complants and chronical kidney disease -
grade. Physical examination showed poor general condition with facies of Bright, bilaterai ankle
oedema, biood pressure- 170/90 mmHg. Laboratary tests (blood and urine) gave an avidence for
high bioed glucose levels- 15 mmols!, very high serum creatinine levels- 422 pmolfl, creatining
clearance- 10.54 ml/min {a creatinine clearance value of approximately 10mifmin is an indicaticn
that dialysis may be necessary), ricroalbuminuria- 201 mg/mi of protein in 24 hour urine sample,
BUN- 23.1 mmal/l. USG of the abdominal viscera chowed bilateral diffuse structure impairment
af the kidneys because of diabetic glomerulopathy, hepatic steatosis, hepatasplenomegaly,
adenoma glandulae prostate, cystitis. USG Doppler- hilateral thrombosis of the tibal artery,
Neurological examination- loss of fesling in the toes. feet, legs pain Ophtaimological
examination- haemophtaimus of right eye, angiosclerotic changes i both eyes, pale, fatty
deposits on retina- signs of leaking blood vessels, severe diabetic rethinopathy, Cardiclogical
findings- ischaemic heart disease, congestive heart failure,

Conclusion: The following !ate complications of T20M were determined: Diabetic neuropathy,
Diabetic retinopathy, Diabetic nephropathy with secondary anaemia, Arterial hypertension,
Peripheral vascular disease (PWD). The initiated therapy included: insulin NovoRapid 100 Units/m!
solution {Insulin Aspart, fast acting insulun} far injection s.c. according blood glusose lavels;
Insulin Levemir {long acting insulin- 28U/24h; Furosemide {loop diuretic); Clonidine {central
sympathicolityc); Metopraolcl [selective b -blocker]; Telmisartan {angiotensin receptor blocker);

i10
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LEVELS OF ELASTIN DEGRADATION PEPTIDES AND
DEVELOPMENT OF MICROVASCULAR COMPLICATIONS IN
PATIENTS WITHTYPE 2 DIABETES MELLITUS

Nikalav A%, Teindikav L, Teinffkova % Nicole{f G.% Garev L% Kojuhargva L2%,
Kirilova B A%%

“Depariment of Propedentics of brteenal Discases, Medical University. Pleven

anffvision af Riology. Medical Universite, Pleven, Bulgaria

snsSdents of Medical Uiversiny, Pleven, Bulparia

Correspondence: i_wicoloffi yafoo,com

AIMS/OBIECTIVES

Type 2 Digberes mellitus (T20M) is a chrome disense, with generall impact of connective
tiasue metabolism, 11 is well known that the prognosis of TIEOM and putients” life duration
correlate with presencs of vascular complications.

Elnstin is one of the main proteins of the vascular wall. Elastin degradation is accerelaed in
patients with disbetes mellins. Elastin peprides derived from the degradation are present in
the circulating blood and they are a stimulus for pathologically increased production of clastin
antibedies. The aim of our study was to investigate i elastin degradation peptides (EDF] can
b wsed as early marker for vascular damage.

METHODS

We investigated 60 patients with T20M and 30 comirols. Patients were divided in twe
groups: Group L- dinbetic patients withowt vascular co mpliations. Growep 2- dizbesic patients
with vascular complications and Group 3- healthy controls. The sandwich version of enzyms
linked immunosorbent sssay (ELISA) was used for determination of EDE.

RESLLTS

There were no statistically significant differeces bevween levels of EDP in sera of paticnts
from Group 3 (64525 ng'mly and patients from Groug | (6E=3mpml) (p=0.05) [Habetics
from Groug 2 1 148238 ng/mi) showed staristically significan higher levelsof EDP than koth
patients from Group 1 (68::30ng'mi} and Group 3 16425 ngfmit): {p=0.03).

EDE shew ed correlation with retinopathy and nephropathy, dizbetes duration. HeAle and
rriglvesndes.

CONCLUSION

Patients with T2 have acceleraied elastin tissue degradation. We suggest that levels of
FIP can be used as marker for garly development of microvascular complications in patients
with diahetes mellitus.

KEY WORDS: tvpe 2 diabetes melliws. elastin, EL1SA, microvascular complications
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AIMS

Elastin and collagen arz 1he main p;meinsnl'l'ne wascular wall, Anerial ypartensian
and diabetic vascular complications ard connected withan elevated degradation of
glastic tissue, As resyit collazen type IV derived peptices (I D) are released in
the circulated blood, which area patholozical grimulus Tor an ing regsed production
sfantibodiss to enllagen 1¥pe I (ADTY Abs). Inthe present {rvestigation we siudied
whether the serum levels of antibodies (1ol lzhi and lg Ao collagenare related with
microvascular complications.

METHODS

Seyum levels of antibodics 10 collagen oy pe IV ALV Tati fgM and l2A e
wsing an ELISA method in 93 patients with npe = dighetes mellius an
yyperension {AH] (mean age 14113 vears. diabetes Quration 988
fypertension Suration 9. 284,98, These alues Were COTmpares L
to C1V in 42 aoe and sex matched controls. Diabatics wet
according Lo presenee - Group 1 (n=67 1 or 2b
microangiopatiy.

RESULTS

ACIY Iz antibodies levels in pariens with AH and TI0M were statisticaly
significantly Ingher than contrals 0L TR 45022005 '.H-IEiﬂ.'u13\‘.0.1'-‘3}|K‘~'¥—-fs.31:
pedl Group | (patients with micTowascuir complicalions) showed sienificantly
higher leves af ACIV LM than controls L1801 1,223 ) vs, 0. 14T (L0 1360,1731
(KW =S5 P=002) Patients from Group 2 stoed statistically significantiy Irigher
levels of ACIV [2M than conrols 0L TH0LLS 1802021 (14240, 1 18E0.1 THKEW-615
el .

ACTY 1M amibodies ahaw ed eorrekation with smicroalbaminuria =4 g
BMI =0 19y (p=0.04h crearining ¢learange (r=-0.300 1P 0.0y and GFR {e=-0.347
{p=0.02}. Serum ACIV le levels were higher in patiznts thar in controls. while seru

-

oz - Group 2 1R=10) of




sesocianion between elevation of serum levels of ACIV IgM
+ ot dighetic nephropathy. Elevation of ACIY 128 can be related
. rnanifestation of nephropathy, We sugaest that levels ol ACIV 1aM
methed for identfyving a high risk for development of diabetic

Or study sho
and developm
with Jater ¢li
can be use?
nephropathy,

KEY WORDS collagen tvpe 1V, ELISA. dinbetic nephropathy, anerial hypertension






