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Lielas un mazas inhaléjamo kortikosteroidu devas
salidzinofa ietekme uz astmas Kliniskajicm
simptomiem, plauSu funkcionalajiem raditajiem un
ickaisuma aktivitates markieriem

Maris Buokovskis, Normunds Jurka, [mmanuels Taivans
LU Med:eTnas fakulide
P, Stradina KIniski universitites shimmea, Pulrenologijas un alergologijas cenirs

Background. Most presious mials o comparssen of mnaded sterond doses are based only en
monizonng of respirtory function and chineal signs ot bronchoal asthoa, Refatively Tew ol
investigate the impact ot different haled steroad doses o mtlannnatory markers. The aim of
eur rial was to compare the effeetveness of treamment with large and small doges ot fluticasone
propioqate on spunn and hleod cosmephilia and bronchia! by perrespansivencss.

Patients and methods. Vhere wore 19 ponswokmg sterend nane petients wirh moderale
atopie bronchial asthma recruted anowr mrial (100in group A 100 mg of Auticasone propi-
enate por day, ¥ omogroup B3 200 ma fluticasone peropronate per day). Moming and evening
PLE. beta
record cards. Bronchisl hyvperrespres
ard ditferenual cell count i induced spiium were measured atbaseline and 102 and 24 weeks
atter reatment initializanon,

QUOIEST Con<umption and asthota svimptom scores were mopitored by patient datlv

cheness Doeacnaloe PO FEY O hlood covmaphiha

Resulis. We observed corelatzons hetween metcholine 10PD, and total svimptam <core (k-
0,50 p=0.051 blood and sputiny costnunhilia (k=t 63; p= 051 blood cosinoplila and apsolute
basie TOA Ltk 043 pe 0.050 PEE varahthny and sputim neutroplul count (k- 20370 prn0%),
sputum cemrophilin aed ot symplom score th=t 30 pr 005y There were no correlanen ob-
served between busal metechoine PO, and relative cosmophul count i mduced spuituim. sputuim
cosinaphiio and FEV . lw(:i-f-;zgunisi inhalation court and asthn: svmptont score

Doy trewient there was a significant improvement of absolute FEV ap group A 12 weeks
atter the boginning of treatiment (p< 0,05, A statstically <icmiticant FEV % ditierence be-
tween freatent groups was reached 2= weeks atter randemizaton op- 0030 N decrease of
bronchial hyperrexponstveness (mclacheline PO was wbserved only inogrowp AL bat the
difference between treatiment zroups did net reach stanstica sigeiticance. The sputum eosino-
plulia ditterence reeched stanstical significanee 12 and 24 woeks atter treatment imializanon
(PG5 and pe 0001 respeenivelyi The ehimeal sviptom score. beta-2-agonist inhalation
count and davs without astimu were snntlir in both groups during aJl 24 weeks of treatment.
Conclusions. Treatment with a large fiuticasone propionate Jose 15 assoetaied with better sputum
arnd Bload cosmophilia control, but the efteet on bronchial hvperreactvity und chinical svmiptanss
of asthima 1s sinnlar e a small dose wewment gronp. Stererd naive patientss with moderate atopic
asthiu should be inttially weated with w large dose of inhzled cormisteronds, Sputin cosimophilia
i8 the best marker of anway inflammanon bul branchial i pemeactivaty reflects more complex
processes of asthmu pathogeneses (amwvay intlamaaion auwd remoedeling of the broneal wall.
Ruksturvardi: bronlidld asima mba!danne kormboseraidr coztmefilie un netrohilic leikogi,
branhu luperreaknvitite.
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levads

Inhalgjamie koruhosterotdur visefehitvikie Tdzekl bronhialis asunus arsiesand.
Ipadl pacientiem ar vidE) snuLginan smagy asunn un pastivigien slimibas simptonien,
Pedgio gadu kukd veiku deudsy paifjums inhalgjamo hertikosterotdu terapyas wiekmes
novertdiunat bronhuifas astmas shmnekiem. Lielaka dula pettjumu aprebeZojas ar
Ardils elposanas eadityyu (FEV PRV emagu un klTnisho simptemu (astmas 18k
skwts, nakts pamofanas. bela-2-azomsta inhaldegu skats) nosveriélanu. bet
saltdzinodi maz ir petfijumu. kas noveértetu dazidu inhaléjamo steroidu devu ietekmi uz
iekatzum aknvidn, Tapar k3 jebkuram medikamentam.  arm  wnhaljamiem
Korikosterotdiem svartgn e avvertél dazadu devu efehtivitai. precizet minimalo
efektivo devu un noteikt maksimalo deva, kas nebGtu potencidli bistama pacientam.
Lar gan labu KlTisko efektu un mirsthas risha sanwzin@sanos var teglt. lietejol
silidzinosi nelielas inhaldjamu kortkosterotdu devas, daudzos petijumos konstatla
suboptimala asimatiska ekaisuma kontrole pat liclu deva hietesanas gadijuma (Booth,
1995 Busse. 1998 Suixsa. 2000,

Astmatiske ckasuma uktvitates kontvoler tick tzmantonn Tpud ckaisuma
aktivitates raditijr - bronho hiperreakiivitate un cozinotio letkoettu skaits inducetaj@s
Ke@pas un asints. Jaataame, ka Rlmiskie hrt@ri sddat novenéiunal nayv plemeérotikic
COrifling 1991 Pizziching. 19962 Sour, 1996; Do Blay, 1998 Guiierrez, 1999),

Pedeios gados v feteikts arsi@ianu urssikt ar lelu inhal&jamo kentikosterotdu devu.
lat atri sasmegtu opumalu astmas kliniske un ekutsuma kontroln (Baries, 199%;
Adacki. 20011, 5T nostidre ieklanty ar? vairdkds Firopus valstu astmas arst8anas
vadlinigds ( flre Britwsh Guidelines on Asthma Menagement, 1995 Guidclines for the
Diwgnoxis and Managoment of Axilima, 19973 Salidzimot licldkas un mazakas devas
ietekmi uz dasidiem astmas parametrion, rezultiti dazidos patjumeos i atskirigr un
pretrunigt (P dor Molen 1998 Medzer. 1999). Kopumad ir pacdk maz informiicnas, la
tzdarttu galtgus secinajumus par mhaldumoe kertikosterotdu devam dazada smazuma
astmas Arstduend un par to, kadus metodes prehetot. T optimdh sekotu wekasuma
procesunt plaudas (Tekivinen. 2000; ddams. 20003,

Pétfjuma meérkis bya salidzindt hiclas un mazas mhaleamo kortikosterotdu devas
tetekmt wz tidiem iekalsuma akitivitdtes fdidjem ki cozinotilo un neitrotily leikocttu
skutts inducetgas krépas, cozinofilija asints un nespectliska bronhue reckuvitite, ki
art precizer o raditdju saistibu ar kKlmisko arstesanas etekuvitate,

Pacienti un metodes

Pacientu atlase un pétijjuma struktura

Ataga verkt pETumu tika sagemta Valsts Brogtikas konusid. Pums petijuma
pacients bka wpazistindts ar 1 gwatu un noZime No visiem pacientiem ki suanemta
parakstita prekriSanas ankete un mformiacijas apma. Pacientam bija tiesibas jebkurd
bridi pirtraukt predalizvanos pétijumi.

Petpumi tka rehlautr T8 cadus veor un o vecaktl pacientt nesmeketayt {nesmeke
VIsIz O meneius. un aerihans smakesunas stizs nepinseicds 10 pacingadus) ar viden



mo hartitkosterotdu dovas 9

Af Hubenskic N kg 1 Tuivans Bictus un oneses inhiedl

smagu persistgjosu (alergisku) bronhidlo astmu, kurt ieprichs nay lictojusi inhalgjamos
kortikostereTdus un citus pretickatsuma dzekius (letkotrienu antagonistus. teohlinu.
kromoglicTnskdbes preparatus) vat ilgstosas tedarhThis beta-2-agonistus (salmetzarolu,
formaterolu). Pactentu FEV 1eklavis 20-100% robezis no individuilas normas. un
FEV. reversibilitate |15 mmates pee 400 ug salbutamols inhaldceyas bya 2% Visiem
pacientiem sakotngji bija 1ztetkt paaugstinita nespecifishd bronhu reaktivitate.

Peruma predalizas 19 pacientn. Demogrifiskie riditd)y starp teramias grupam
petjuma sakuma statistiski ticami neatskiras (skat 1. wmbulu).

!orahda
Pacientu demografiskie raditaji abas terapijas grupas
Neviens no raditijiem starp abdm grupam statistisk neanmt neatikicas (p-0.035),
Dutn tabularzteikti kit videjas antmcetskais o videga aritmetiski
reprezentacijas intervals

A grupu B grupa
flutikazona propionafs flutikazona propionats
1000 pe/diennakti 200 pg/ diennakitl

Pacientu skails i Y

| Dzimums, viricgi/sicvietes ' 5 ! 63
Vecums, gadi 40,7 - 8.1 A28 87
Augums, cm 1697+ 7¢ 171.6— 638
Svars, kg 19294 TR
Slimibas ilgums, gadi 151 +7%58 | 151 =66

2 tahwit

Pettjuma protokola shema

1. vizite 2. vigite 3 vidite 4. vizite 3ovidite
-2 O nedélas | 4 medélus | 12 nedélas | 24 nedclas
nedelas
Pickrisanas formas X
| parakstijana
Bronhodilatacijas A
tests
Spirografija AN AN X X
Bronheprovokicijas X X X X
1ests ]
lerosinito krépu X N X by
iegusana
Asing analize N N X X
Pacienta X X AN X X
dienasgriniatas
parbaude |
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PEe X nedélu iloa revade pevioda, hura 12:K3 pacionti turpimdja sangemt that Tsas

tecirbibus beta-2-

dwrerlstus poe vajadzibas, ve oka sadalnn divas erupds. kuras
attieciol sancma 24 ned&lu vau drstdsanu or 300 w2 (A grapa) un 10D pe (B erups)

fluttkazona propronata 1FP)y 2 rerzes diend no Divkues/Acenhalor U pulvery inhatator.
Papildus pée vejadzibas tha rrmantots Tses edarbibas beta-2-agonists salbutamols
(Terifolin'™) no doyetd gizu inhaluora astmas simptomu atvieglosanar, Kontroles
vizues tka nozimctas 4, 12 un 24 nedelas pée arstésanas ussikianas (skat. 2. tah.).

Pacientu divnasgrimata

tacientt visu petfjuma luhu aizpildla denasoedmau, atzimgjot (Tt un vahara
crelpas tadostmumplismas (PEFy rddigus. asias Iehmiu skitu diend, astimas eprzodes
nakti. bem-2-agomist inhalionue skaitu un aovErtdjot astmas simpromius pec noteiktas
shalus {0 - simptomu nay, 1T viegh siuponn vienu van vairdkas reizes diend vai
pamuosanis vienu reiz makio val ne rita agrak neka parasty. 2 — sumptomn vairakas reizes
diend. bet netrawed ikdienas darbus, val pamoiands vairikas reizes naka un no i
aurik nekd parasti. 3 - simprom dAgs kK3 eprieks$@)a sadijuma. tika raucd thdienas

darbu var miegu. 4 - pucients nav spejigs apmekl&t darbu dienas latkd van nevar
atzmigl visu nakiy [zelpas maksimumplisma ttka noveneta, izmantojot 1zelpas
nuksimumplismas mEmajus (M- Hrigfn™),

Analcjot dienaserimaios dotus, tha nemts sérd videjms astmas ickmyu skaits
drend v pamosands skats nuktn. s un vakara PEEF O (absoliitic un procentualic
ridiidn no normas). beta-2-agonistu mbalicju shaits, vid@ians sunptomu novengjums
pee skalis pedepas neddlas linka pirms RArt€as vizites, No astinas birivo dienu skants
tnav astimas lekmju un nakts pamofands. PEE 2 80% no normas, nav nepleciesamas
beta-2-aronn mhalienes, vav astmas cmptomua) tka aprekinats procentos no
kopeia dienasgramatd cizpldite drenu skata, PEFE diennakrs varabihitite nka
aprekondta procentos k3 stpihi starp maksimdle un mimmalo izelpas
nthanuinptismas s eribu,

Artjiis elpoSanas funkeijas un bronhu reaktivitites noteikiana

Petijuma 1wkd pactentiom ko kentrolet argids elpoianas sadnan (FEV .. FVC,
Tifno indekss. PEF un FEF 75-25) un netetkta metaholing provoegiosd deva. kas
samisina FEV ) par 200 2D ) izmantojot Jueger Mastersereen spirografu. Bronhu
provohkidenus lests tka veikls, 1/11mmm(st standarta provokacyes shemu, Meteholing
avrosols athilstosa koncentrac i aka wesmudzinats kraitelpd (Fofimaic ™) 3 sekunin
nad Taika <pindi, un pacients veica lcclpu no kriilelpas. MetaholTng deva krljtelpd uka
aprekindta empiriski nuntojol modela chsperimentu ar radioakiivo 7 Te gamma
Kamera. Kumulativi provecgjodideva (PD ) tika ;Llwl'él\illi aar Jaeger Masterscreen
hrontiu provokacios datorprogrinmmas lmllunbu FEV % reversibilian dplc}\mu] Lka
o dl'pll‘-u sarp FEV, "6 13 minates pec 400 my salbutamels inhalacyjas un FEV, %o pirms
inhalictjis. '

Krépu indukeija un apstrade

Lis poc stundartizetas metodes (P 199200 Pirms

Inducétis krépas tika iegd
DU mye salbuiantola, un 05 mindtes pée tis nika veikta

mdukeras pacicnts taaigr

it
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Vo Bukenskrs N ke D Torvans. Liclas un anzas inhaléjune kopikosterotdu devas 1

spiroperdfija. Pactenis inhalga 4% NaCl skidumuo no ulraskanas wbalawora ¢ FUR-1 ST
3o Viacya). Itde uka weits ap > ml krépu van imdukepas lgams sasniedza 3itmi. L
wmazinatu stehalu prejaukumue prrms keépu atklepnsanas pacientam bija jdizskalo
mute ar ddentc has tika izsplauts atsevidkd waukds Jo MRV procediras Lokd
paveminajis par > 20%, no pechronhodiatacias [imenae, krepuindukeiia tika piartrnkta,

[egias krepus tka uzglabatas ledusskapl -4 C teaperatand 11dz Glaka apsirdder.
bet ne 1lgak par 2 stunddm (Pizzichind. 19971 Lat hrépas sadheliu. s uku sajaunktas ar
ddzigu daudzumue I md ditotrenols Saduma (DT 1) Flenksa buterciyid fizwlo@skaji
sEIduma (tHBSS ) un 12- 15 mindtes mkub&tas 37°C temperatQrd ( Themas, 19953,

Daju saskeltd purauga hrisoja ar gencilinvioleto un zmantuja kopeid sinu skaiti
noteik&unan Netbauera kamerd. skaitot 2x300 mavos kvadritnus. 1 ml saskeita perauga
skaloja un 1zmantoja uztniepes prepardtu pagatavosanai, kurus velik krason poe M-
Griinvald-Cricmse metodes. No St uziniepém vewa diferenceto sonu shatidanu. Ja
videjais plakana epitelya duudzums uztricpes prepariatos un Nebauera kametd bja
2 20%, tad puraugn uzskata par nederign sakand ar lielu siekelu prejaukumu. Keepu
skatridanu veica neatkarTes chsperts. kuram nehia informaenius par pacientu kltsko
stavokli un sanemto inhalcjame koritkosteretdu deva,

Datua statistiska apstride

[eritie rezultan tka 1zietkn ki videjals antmigtiskars, kam tika aprckingta standarta
nos irze, standorta kloda, neamihas imtervils, K3 am asimetrijas un ehseesa padidi)i.
Resultatu atkirthu ricamihu starp erupiim neteica, izmaniojot plic -lestu, Tika veikia
koreldeyjus analize starp dazidiem radiapem un aprekimata korelicias ficamibis
pakidpe.

Rezultati

Ne 19 ieklautaiiem pacienticm petijumu pabeidzu 17 pacienti. 2 pacicatt no B
wrupas 1Z81a53s nepietichoans drsitaanas efekuvitites del (smags bronkiZlas astmes
paasiniguns). Galvenie petijuma radiidji apkopot 3. mabuli.

Analizejor  sikomejos  datus piems inheliame kortikesterotda rerapins
ursikianas. pacientam cozmoetile lethooTe relativars shams mducstajas helpis
nekarel@ja ar provoegioso metaboelmg deva (PDO) (k=00100 p- 0.03). Tapat netika
nos rota ieama kore[Geija stamp cozinotiiiu kedpas un FEV,. beta-Z-agonisiu paigringu
un astmas simptomu aktuvitht, Turpretar weantnushd PO, s erttba aperierti Korelgja
ar diennakts simptomu intensisdn (h=-0.50; p- 0.03 skat 1. ate).

Forinofile letkocttu procentuialos shas asinls tcami koreldn ar corinefilo
letkoeTtu skastu krEphs (k0,63 pr0.03 3 un sikom@jo FLV absollito vertthu (K -0 5
prllO3sskat 20 un 3 att)

Savuhiet PEF vanabililde sumazindjds apuries proporconih neitrotilo leikociig
shana preauguman inducdtayds kidpas (k—-0.57 p<0.03) Non Groja art krdpu aertrofilo
fetkoeTu shonta test proporcionalu keretdcu ar diennaks simpomu imtensitn
(ke 0.3 p=0.03),

Analizérot &rdids elpodanas tidiifus mbaldemo kornkostereTdu terapijas wekme.
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3. rabulda

Galvenie raditaji abas grupis 24 nedelu ilga arstéSanas korsa laika
Dav tabuld etk K vid@jats aremétskals = vid@a antméuska

Teprezeniacijus intersy ils

+ Raditaji Pec 4 Péc 12 Péc 24
' pétTjuma nedélam nedé]am ned&|am
. sakuma
FEV,.1 Agrupe ' 2344047 | 323+ 061 33%-057 3454066
“Berups 273056 | 304+ 082 | 2R3 0.86 © 2.76+0.8S
FEV,, % Agrupa | 75680 | 970486 | 1011446 | 1027+79
Bprups | 782+98 | 862164 | 8154204 | 788+ (97
Metaholina PDuy, | A grupa | 0080+ | 0703+ 0.494 + 0,393 -
mg 0,066 1.044 0.549 0,281
B grupa Odl6= | 090+ | 0,937+ 0.063 =
— G134 - 1.250 1159 | 1243
Eo % Agrupa | 108327431 984987 | 261,87 | UNZE005
inducEtajis B grupa 15,79 ¢ 1033+ 643 19.29 & '19,93 +£7.08
krépas 1037 16.50 .
Fo % asinis | A grupa T6A£27 | SIRELN S 3o 162 | 3714183
L Burups | 6212060 | 650+ 187 | 5970228 | 5374189
Rita PEF. L/min A grupa 380 £ 62 184 + 98 426+ 99 492 £ 93
L Berupa | 3742111 H9x 119 | 424133 | 427 =147
Rita PEFE. %o Agrupa | 803+92 (10264007 | 1004+96 | 1037 +4.5
I Berupa [ 7383180 | ¥82+ 168 | R38:21.2 | 838227
Beta-2-ugonistu Kgrupu 187057 [0S +045 | ORl 049 0 0,70 £0.48
"inhalacijas Bgrupy | 1492062 | 1790046 | 0752047 - D71 £0.50
; diennakti | ] R
I Nakts astmas [Agrupa | 0974056 | 033 £030 | 0062014 | D.09£0.20
| tpizodes ~ {Byerupa | DS72035 | 0224040 | 0.24£039 | 0.21 2046
| Diennakts Agrupa | 1.70-069 | 06320358 | 037£0.70 | .30+ 060
simptomi Byrupa | 1.07+047 053052 031053 | 050 +0,60
(skala 0-4) )
Dienss bex. Aarupa | 15.0+512 [ 3504176 | 407198 | 485 +245
astmas. " Byrups 165+ [43 470+208 | 504=214 | 333+228

FLEV absolinis vertibas A grupa sasniedza statstskn ticamu uzlabesanos, salidzinot
ment, - 12 nedélas p@e arsrdsanas sdkuma (p<0.035), bet B grupd to
nenoverojl. Kaut gan A grupid raditd)i bijo augstakt. stampiba sturp abim grupam
statistisku ucamibu nesasniedza. FEV "w statistiski ticann paliclinpds A grupa jau 4
neda|as péc GrstEsanas ussikiunus un picaugums saglabdjds visu pétiuma laiku
(p-0.0607 1 AT B3 grupa noveroja nehielu FEV %6 palichniganos, bet @ nebiji ticani,
Ticama ;llhl‘\lllbd starp grupam tika .w.nl.ngm 24 nedelay pée arstédanas sikuma
1p<0.05: skat 4. att),
Ticamn Tubitka FEV
hia noverojama A grupid salidsinduna
sdkuma tattiecigr - .05 unp HH.01)

aro1zejis

ab=oluto un procentudlo raditigu tzmatna arstedanas rezultatd
il

ar Boyrupu 12 un 24 ned@las pee arstédanas
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Nedélas

!oandis, Nmp;ciﬁskﬁg bronhu reakniviiites i[’[)_‘"} korelivya ar diennabkts
simptomu aktividn (ke -0.500 pilisy,
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Pieamu P, uzlubosinos, salidaimet o 12egas radindpem, noveroga tthat \ grupa,

sukot no 12 .lI"%lt.hm‘\ nedélas. kus saglubajas 1idz penjuma bagam (p0.03).
£ statistishi teamim aréadls erposanas iditdu un cozmnolihas askutbam.

Neskatones vz
nenos éroja

rozimizn atikirtbu starp abu drst@&anas crupu provocejosdam devim P,

eikat 5.zt Bronhu reaktivitite 24 m,duu Litkd nonmielizefds 2 pacientien A grupd un

A pavtentiem Bogrupa jeb kepumit 21% pacientu.
letkoctrn relativius skhaits inducctyyis Rrepis statistiskn tieam

Iazineliio
arstesanas nedglu (p.0s). sikot no

\';nnuzinﬁmq nkar A grupl. sIkot ar 12
Aonedelas, teamt at§kiris art eoztnofilo leikocTiu skaits pacientu grupds (p<0.03 pec
C2nedelanun prU001 pée 24 neddam; skat ©oatn),
Statistishi neamnu cormotile Tethootu shatia samaziniianes asints noveroja tikat

plrnacd pucientu grupd 12 un 24 nedélas poe arstedanas ussakianas (p001).

1 =0~ FP1000 | '
|-o-FpP200 :

FEY “.

Nedalas

doancle TRV S dinanuke, 23 neddas Qestggot ar 1000 un 200 ye
flutikusong prapiondta. Dat tabuld ztetht w3 vid@jan aritminskais = viddja

artimgtiska reprezemacijas intervals.

tis

o~ FP 1000
———FP 200

IgPD._ .

S Nespevifiskds ¢opeelu reatvisdtes ils'D Y pArmaias, 24 nedSlas
arstéjet ar 1000 un 200 pa Hatkazens propionita Dati tabuld izaeiku ka

VidChms Aardmetssis s erndti=ha reprosontacips mervals,
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Beta- 2-agonstu patenins diennih:? Lo samazinfas poe 4 nedeéjam A grupi un
pee 12 nedSlam — an B grupa, Efekts saglabaids visu petijuma Luku (pe 0.03). Ticamu
atikinbu Sl Erupan nenoyaropa nevieni petjuma etapd. eam: neatikirds ar rils
PEE. nakts lekmiu skuts un no astmas simptomient brivo dienu shaits, kas 1zweikes
procentos o kopdjd dienu skaita,

Analizé)ot inhaitjame kortihosteroidu terapyas efekiivitates raditdios. jdatsime
P13, ramuainas tedt properciondla Korel@cija arizejas FEV % (k=001 p~0.0%). Jo
zemitki bija bazglie FEV, rGdTtdii o magdks arsclanas rezulidid byja 1gPD. | preatgmms

(skat 7.ar).
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Diskusija un secinajumi

Aphopajot egtiios rezalidius. mes honstat@iam. ka liekn imhalgjumo kontikosterotdu
deva (1000 ne Hunkasona propiondta). saltdznot ar muzu devu (200 pe tlutikazona
propronatad. pirliccinost nodrofiniia dreds elpoianas raditdju (FEV) uzluboSanos un
cezinetilijus samaziniianos keepds, bet nadk izteiktas bija clpeelu hipemreakvitaes
atshartbas un Gdziga bijacabu devu ietehime we kKliniskagem simptomicin,

A nenoverajam korclacnu stip eozmotilo fetkocttu skuntu inducctaas krépas
un nespeciiisko brochu reakiovitin, Irg)ds elpoianas raditdjiem, beta-2-agonisiu
paterinu un astmas simptomuo akivvidtn, Torpreti nespecifisha bronu reaktivitate bija
sutstita ar diennikts simpiomu intensitdtl,

Par elpeelu hiperreaktivitates cglont tiek uzskatits bronhu fekaisums. Agrikos
pEliumos tha novérota kiepu cozmotilias koreldcia ar elpeelu obstruketjas raditijiem
un branhi liperreakuis i@t (Airbv. VIS8T, Ferguson, 19890 Fafne, 19930 Ronchi. [996),
Pedejos vados nav epstprnijesies aela saistiba starp ekasums Sino skt un
nespecifisko bronhu reakinviidn (Crind. 1998, Spanavello. 1996, Ronchi, 1997).
Rorelacyas rukumu sturp bronhu reahtiv itdt: un cozinotiliju keepds musu petyuma v ar
izskatdrot deradic Sya peijumi feklaat pacientt ar Vidél smagu bronhidle astmu un
ieteiktl paaugstinite bronhu reaktiviting, Ka hecina literatdras dati, korelaciju 1zdodas
atrast, o petiuminr reklaut dazadus smagumya pakdpes astimas shimmeki ar atShingu
bronhu reaktivitdn (Guarerrez, 1999) Bez m vairdkos petijumos nosverots bronhu
reaktivitites horelionas wakums ar kopejo cozinotilo feihoui skattu, murprett atzimeta
semerd cieda Koreldona ar akuvetn (EG2- ) eozmnofilo leikecito skaitu inducciagis krepis.

Hronhu hiperreaktivitiite, domjams. niny saistita tikai ar iekatsurmu bronhu sienind.
bet atspogulo ari cias astman reksturioas rezimes. kas varlu blv elpeelu
parstrukturéiands procesa sehas (barzdliis membrinas sabtezesana, bronhu glude
muskufu perplisga) (Cherra, Y997 Crimis 1998). Hiperreaktivitiites cgloniskie faktor
acimredzot nav viendabiz, bet kopumad Sis raditdys varétu bt visprecizakars astmas
sktivitdtes krit@ris. kas fawtu prectzak novecet inhaldjumo kortikosteroldu drstésanas
ctehtnvnau (5o, 1999

Agrakaias pubhkicyas maz uzmanibas uka pieversts cnuchwisuma $0nu nozimet
bronludlas astmas petogenese. Priemerinm. nettrolilojiem letkoctien varctu but nosnmiza
loma smigas asinas patogendz& (Ronchi, 199600 Ronchi, 19970 Juiakanon. 1999).
Nemot vord o, ko newreflye mdeeta)ds krépds v smagas nereversvas bronhu
abstrukenjas pamatizpausme bromshas obsiruktnas plavsu shimbas shmnickien,
logskaar netrotilo [eikocnu skaita korelaci ar PEF vanabilitén un astmas sieptomu
mtensitat. Lar gan. tapai k3 Jau muin@ajos plijumoes. més neneverojant krépu
neitrofiigjas saistibu ar plausu funkeionalapem raditajiem (FVC FEV . PEF) un bronthu
reaktvitatt (P ) (Frangove. 1996 Ronchi. 199600 Ronchi, 19972 Jatekaion, 1999).

Art citos petiumos tka nos etota asimu cozinofiliins korelicia ar &8)as elposanas
cidudpiem (Grifgin, 19913 Fozinofilas samuazinaSanos helas imaalgjamo hortikosterotdu
devas wetekm@ var izskaidrot arzteiktdku lokilo pretickaisuma etektu vai iespejamo
sistemisho efekiu,

Lidzsinero pétumn resultan par dazddu inhalejamo kortthosterowdu desu hetosanu
ropretrunign saltdsmet atthathas Minisko simptomue un plaviu funkeondle @ditdju
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kontroles «ina. Salidzinof nehelos potipmos (128 pacienu) nav rzdevies pieradit
Juzidu inhalgjamo stereidu desvu kItmiskas efektivifites atihiribas (Boe. 198Y).
Pieméram, Movamoto et af divos peigumos. salidzinot arstédanu ar budezonidu, kur
devas ir 200 un ROU pg diend. eguva pretrunigus datus par i PEF radidpem
(Mivamoro, 2000, Miyamoto. 2000) Jukivinen cr ol tGpat K3 musu petiuima,
konstatgga, ka 200 un 800 pg budezonida dicnnaktn Itdzigr etekme gon kliniskos
simptomus, zan beta-2-agonistu paterinu un &gl elpodanas radndjus fiznemot FEV ),

d

totics zrasu tieamas atskiribas seruma ekasuma akin dtes markieru stapd {Tickiviie u.
2000y IEarzime, ke teamu atskutbu daudzu klinsko radilgn starpa novero kot
aitw. premeram. Dakd of o p&Tums, kil tka ek oot

pRtijumes ar |
672 pacient: (Dahl 1993).

Miisu pettjumu reszultan sakrt ar citters hiterailras datien, kuros maza inhalcjumo
kornkosterotdu deva nelzsaue weveroramu képu cozinehlijas samazindSanos, salidznot
ar lielu devw kas cozinotilo letkocTto skaitu teami sumaalnt { favior, 1999 Varcdkos
pétijumos noverote krépu cozinotilijis devas atkariga samazinasands (Sarakanon.
1999; Tevior, 1999). Eoanotilo leikoeTtu skaitu :mduc@ta)ds keépls var izmantot ki Labuo
ichasuma aktivitites hrcnu,

Kopuma jasecunt. ka liely deva spe) buiskak tetekmet astmias norisi. simazinot
ganl nespecitisko bronhu recktivititl, gan wkaisuma aktvitdi, kas sakrit ar citu
pétnieku noverojumicm (FPodersen. 19950 Juvlor. (999 Gershmun. 2000). Pémjumes,
kuros sikome)n tka ramantota hela inhalejame kertkosterodu deva, tika wegdat labiks
valtnie rezultat. nekd sikot drstelanu ar mazdkiim desim (Adachi. 2001). Tapee tick
ielethts drstéSanu ussikt ar helu inhalgjamo kortikosteroidu deva, kas nodrodina labu
pretickaisuma efektu. un turpmiak devu pukipeniski samuzinat hidz 1a sauktgut
sminimilal etekiivar deval™, kas nodroding pakapenisku vrganisko pamuing regrestu
(Reddel. 2000).

Lidzigy ki ettos petjumos. pat pee salidzinodi nga arsteianas kursa pacientu
skaits. kam tika noverota bronhu reaktivitites normalizésanis. biza visarnelicls (21%0)
(Hoolcock, YIRS, Sidper. 19900 Ir noveérots. ka pet vel ilgdka arstéiana ar
mhaléjamiem koruhostervidiem (Ndz 10 gadiem) nespe) visiam pavientien aljaunot
rormalu hronhu reaktivitit (Luanderen. J98S)

Misu pétTjums velreiz apstipring iepricks

o5 novErojumus. kd. Ll nodemons: rén
rerapettiskis efektnatates ashinbas starp dazidinn mhalejamoe kocukosterordu deviam.
replectesama visi atSkirngu deve sahdzinbdana, Tika arf apstipriniza secibu. kida
wstntas stimmieki reagd uz arstéannu ar inhalejumiem korttkosterondient. Sihuma 1zzuda
kusskie simpromi. tad normahzeis rd)is clposanas tadudjl izzuda cozinofilita kiepls
un,  wisberdzot,  mazmidpds  elpeele hiperreakuvitite. Jasecma. ka o clpeelu
hiperreaktivitite ir vismazik jutTga pret drstésana ar inhalgjamiem koerkosterotdiem
(Satakanon, 1999y

Gan atneebd uz elpeelu reshtivinat, gan ecozinollyu inducetyyids krépas
pacientient. Kas sapema helu mhal&amo kortikosteroidu devae novéroja ne uka no
devas, bet wr no latka atkartgu efektu. kas apstiprina arsté3anas ilgunt nezimi G-
perc 19900 Argan. [988), Nozimigas parmainas tick noverotas tlgdka latha posmil pec
drstésunas uzsikiunas. kus mazina slaicigu perjumu noszmi pretickatsuma un
parstrukturéfanis samarindsadas efekia zpelg. - \
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Arsi@sung ar mazu inhalgjumo kortikosteroliu devu nodroding labu astmas
simptomu kontroli un apnuierinoiu ietekmi wz elpeelo hiperreaktivitat. tacu
nespl) pietickadi efekiivy nomakt wekasumu bronku sienind un neictekmé
cozinofilo feikociu skaitu asinis.

Mactentierm ar vide| siagu astiou un eterkti paaugstindtu bronhu reaktivitat
neprectesama sakotnera arstesana wr lielu nhaigjamo kortukosterotdu devu. jo
i nodreding abiku tekaisumea aknvitites kontreli,

Eozinofilo lethocttu shatte inducéagds kedpds var rzmantot ki tekaisuma
akvidtes kowsroles radiiggue tumet elpeelu hipereakuvitite ir visprectzikas
markieris.  kas  raksturo  kop@lo astimas akbivitdtn (ickalsums o oun
piarstrukturdsanis).
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Characteristics of Helicobacter pylori
infection among children in Riga
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Raksti salidzindra inficetiha ar Helicobacrer poolovt (0 prvfori) bemuem ar uin bez kunga un zamu
traatd simptorntem. k3 arT noteikn baki@rijas tipr un rezistence pret antibiotikdm.

Pétiums veikls 4 primirds apriipes contros Rigd un Latvijus Diagnostikas centrd, Baktdrijas
izplatiba vesclu bérmu vidd biya 19% (1971425 bet bémion ar kunga  un zamuo ki
simptomietn 6%, (56100}, Inficétiba bija augstika bermwem ar simptonuiemn, salidzinot ar
mficdtibu bémicm tya pada vecuma grupd bes gromosanas trakta simptomiem {p- 0.0006).
Simptomatiskien bémuem ar aktivu Apriosi intekeyu simptomatka bija swistita ar hronisku
akivo gastriiu un veeumna grupu [3-18 gadi. cavA-pozitivt A opvdord ipi tka identificsti 87%
spmptomatisku bermu un 13% izoldto Hpvlosd bija rezistentas pret Klartromicin,
Kevwords: Helieobacter pyvlosi infecnon. prevalence, children papulation, clinical
symptoms

Introduction

[elicobacter pylori (L puvlord) is a bactenum found on the gastnie mucosa and
supposed o be causally related to peptic ulcer disease. gastrie udenocarcinoni and
MALT lymphoma (Peterson, 1991 Parsonnet et al. 1991; 1994, However. a ¢lear link
hetween H pvlori infection and non-ulcer dyvspepsia in children has not been estab-
lished. and theretore the eradication of H plord in children without a ducdenal ulcer
is still questienable {Drumumn et al, 20003,

The prevalence of A pvlori infection increases with age and 1 adults varies from
I 5-89%: m Europeun countries (Broutet et al. 1999) to more than 90%: in developing coun-
tries (Holcombe et al, 1993}, while the prevalence n children varies from 3% in developed
Viestern countries to 84% in developing countries (Granstrdm et al, 1997, Pelser et al.
1997). Previously no study has been carried out in Latviz assessing the prevalence of
H pvlor either 1 children or i adubs. Data on prevalence rates and risk factors among
asymptonuatic children in Riga has been preseated proviously {Dauguale etal. 2001). In the
present study, we compared the prevalence trends among children with and without gas-
tromtestinal  symptoms  and  turther among sympwomatic children. solated  and
charactensed ff pvlori strams. and studied the resistance pattern to antibiotics,
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Materials and Methods

Study Area and Population

The study was pertormed during 5 months e 199871999 1 four children health
care centres of Riga thar care tor approximately 37 000 children. and in the Dingnostic
Centre of Riga,

Cluldren at pnimary health care centres. aged 1-12 veurs. without symptoms of
sastrointestinal drscase were asked o parucipate i the study. Further, chiidren up te
1§ years of age. who were referred by thewr primany health care centre doctors tor
upper gastrointestinal endoscopy due to their current sastrointestinal symptoms.
were included in the study, The main svmptoms were epizastric buming and puain.
nausea and recurrent abdonunal pain.

Methods

'C — urea breath test

[n asvimptomatic children actve infecuon with Hopvlord was determined by -'C -
urca breath test {UHBT) as desenibed previously (Daugule et all 2001).

Upper gastrointestinal endoscopy

[n svoptomatic chuldren bropsy specimens were when for lnstglogical examing-
ton. rupid urease tesU{RUTY and culture. Paneats were considered £ pviori positive
i RUT and vr culture showed the presence of Hopvlort infection.

Macroscopie findimgs were recorded by a single vbserver. Routine histological
examination was perfurmed using hematoxylin-costn stuning tor gastritis assessment
in tenns of chronie non-acuve or mimor actvity gastrivis (pooled togethery und
chronie active gastrias,

Cultaring

Biopsy specimiens for culturmg were stored at - 70°C until analysed. The biop-
sies were hamogenized and cultured en both selective and nen-selective agar plates
m a moist microacrophilic atmesphere (107 COL 5% O 83 N at 37°C Colenies of
Hoptord were tested by Gram’s stiun and brochemiealiv (oxidase. catalase and urease
positive).

Extruction and Analysis of f.pylori DNA

H pvloit celonies were picked randomly trom the primary cultures and cach
colony was lysed in LG ml buffer at 60°C tor 45 ninutes in a 0.5ml Ependort tube. after
which the same amount of newtralization butfter was added to the sumples (Sputum
Sample Preparation Kit, Roche).

In culture negative cases Hpvlori DNA was extracted durectly from the gastric
blopstes by using the DNeasy tssue kit (QLAGEN. Hilden. Germany) and the pres-
crice ot imfection was verthied by PCR with 165 rRNA gene specific primers (Wanyg et
al, 1993) The extracted Hpyvlori DNA was tested tor the presence o the cugd nthe
conditions described previously (Tummuru et al, 1993},
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betection of Resistance to Antibiotics

Resistance to untiboties (ampiallin, Slaritromyen. metroniduzole) was detected
by F-test (Biodisk AB. Sclna, Sweder) and was evaluated according to the
manuiacturer’s Instructions.

Anaivses were performed i Huddimge Uaiversity hospite (UBT) and the Swed-
ih Insutete tor Intections Disease Control {micrabiological analvses).
Statistical Analysis

The Pearson Chi square test and Fisher's exact test were used 1o assess
univariate associations between Hopi/ord positivity and possible risk factors. In addi-
don, Logistie Regression analvsis was performed to determine which factors contrib-
ared mdependently to A pvlori posttivity, Odds ratios (OR) and 953% Conhdence in-
ersals limits {C1) were caleulated. Analyses was carried out with Statistica programme
pstatistical software package). Two-sided p-values < 003 were considered sigruficant.

Eihica! Considerations

The study was approved by the Central Medieal Ethical Commitice of Latvia and
the Ethical Commuttee of Huddinge Hospital, Sweden.

Results

Prevalence Rates in Asymptomatic and Symptomatic Children

[42 consecutive asymplomance children thavs - 30.3% girks - 49.3%) uged 1-12
vears were investigated with BT, Gastie bopsies were obtained from 100 consecu-
thve svinplomnatic children uged R-18 yeurs {mew age 13.5 5025 years: airls - 617,
hovs - 3900

The overall prevalence ot Frpviat infection in asvmpromatic chuldren wis 197 (1728
423 A pvfard positivity was T6%a (18 T11) e the age group [-8 veurs compared o 324
(I 3T) i the age group 9-12 vears (OR-2.5.C1-1.0-0.10 p-0.0435) The prevalerwe of
Fopviord infection i ditferent age groups is shown m the table, /7 nford posiivity among
symptamatic children was 30%. (56 [00). The prevalence ot A pvfosi tection among
symptomatic children was significanty higher comparad w the presalence m asvmpto-
matie children of the same age (49%0 (23 47) vs 2475 (13 36), p -0.006) (ligure .

Among asvmptomatic children the prevalence did not difter signiticantly between
boys and girls (p=0.0. while among svieponunie cinldren ur the age group 8-13 veurs

{pviori positivity was significantly higher in boyvs (670 (14 21) v, 380 (9 2p);
P04y,
H.pylori Infection in Symptomatic Children

H pviori positivity by RUT alone was 53%: (55 100). The culture was posttive in
3% (3L 100). Three of the culture positive cases were RUT-negative. In 25 cuses
Hopvtort DNA was extracted directls from biopsies.

The macroscopie diggnoses were: pastrriis - 6% (86, 100} duodenal ulcer - 670

(6 100) and erosive duederitis - 8%a (8 100). Five patients with @ duoderal vleer were
H pvlori positive.
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Biopsy speeimens suttable tor histological diagnoses were available tor 84 pa-
tients: 77 (6384 had chropie active gastriis, 33% (197983} - chronie miner acuvity or
non-uctive gastritts, Seniticantly more Apviors positive patients had active chironw
gastritls comparing to Apvlor negative patients (90%, (44/30) vs. 76% (22 34).
p-0.62) In logistic regression analvsis adpusting the patients tor age and gender
Hopviori infection was associated with chronie active gastritis (OR=6.3,; CL: 1.8-21.7:
p ~0.03) and the age group 13-18 veurs fOR=2.8; CL 1-8: p—0 046). Presence of cag.l
by PCR wus detected 1in 87% (49 36) The resistance pattern 1o antibiotics was de-
tected o culture-positive cases (n=31) and 139 (4.3 1) of solates showed resistance
to clartthromyern, none  wampicillin and 65% (21.31) - to metronidazole.

Discussion

The study on asyimpromatie children was carried out in 4 clnldren pnimary health
cuare centres sttuated in ditferent parts of Riga, Primary health care centres were pre-
terred 1n order to avoid a possible selection of children that could oceur in hospital-
bused studies or to avoid contamination from one source that could happen by per-
forming the study in kindereartens or schools. The study did not include children
from private general practiioners or those living i orphanages or in tamilies that do
nut attend a doctor ar all. The children wvestugated at the Diagaostic Centre of Riga
were referred trom the same area by their primary health care centre doctors. Taking
into account the above mentioned the study can be regarded as community-hised.
and it retlects the general siteation in the representative area of Riga.

According o the previous studies perionmed in Russia and Listona at the begin-
ning ot the 1990s (Vorobjovic et al, 2000; [indkyvist 1999, Malaty etal, 1996). we as-
sumed that the prevalence of /£ prford infecuon 1 the paediatne population i Latvia
may be relatvely high. The preliminary data on patients atlending upper gastrointes-
tinal endoscepy at the Dingnostic Centre of Riga showed that Hnfori prevalence
among symptematic children s approximately 30% (personal communication. unpub-
hished data). The prevalence of A pv/ord mtection amonyg asyimptomatic children in
Rigu was higher than in some Western European ceuntries (Blecker et al, 1993) but
lower than i Estoma and Russia, countries with o snnilar socio-econermuice back-
around. The prevalence of fLpvfori i children 3 vears of age was 21°0 (6297 1n Latvia
Vi, 89U, (39°00) it Bstonia (Lindkvist. 1999); i children 9 1o 12 vears of age - 32%,
(131 n Latviavs, $3%00127 24D in Lstonua (Vorobjova et al. 20000, in children be-
low 5 vears of age - 17% (10 35y m Latvia vs. 30% (13/44) in Russia and n 5 to 9
vears old children - 1876 in Latvia (10/36) vs. 39%(40:102) m Russia (Malaty et al,
1996), The prevalence rates were closer 1o those vbserved in Poland {Czkwianiance et
al, 1996). However. a precise comparison of the prevalence among the different coun-
tries is 1imited due to the small aze group samples in the swdies. the different 1oves-
tization methods used {C UBT. detecting an acuve infection. versus serological
analvses (Vorobjeva et al. 2000: Malaty et al, 1996; Lindhvist. 1999). study sample
tasvmptomatic children versus a non-selected group of children n Estonia (Vorohjova
etal. 2000y and further. different geovraphic settings ot the studies (city vs. country-
sude).
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Though some time age it was stated that f pvlordi 1s o litelong infecuon. recenl
dat suggest that spontaneeus elimination of £ pvlori 1 not rare m early age. show-
e high serorevearsion rates i children (Granstrdm et al, 1997: Lindhvist, 1999) A

udy from the USA has even reported a declining prevelercee in the ape eroup 4-7
vears (Redlmger et al: 2000). Therefore ransient Ao mntection may explain the
rather slowly increasing previlence mochildren up to 6 years of age in our study and
the Tawer prevaience (129 found 1 the age group 7-8 years, Further, sigmbcantly
lower prevalence in the age group 1-8 vears compared to the age proup 9-12 vears
vould be due o economical changes duning the last vears,

In the present study the prevalence of Hopyvford infection in symptomatic chil-
dren is 5670, which cormesponds to the date from Estonia and Poland (Gzyl et al. 1999:
Maoarcos et al, 1991)0 bur is siemificantly higher than in some other Evropean coun-
tries (Raymond et al, 1994, H pvlos positive patients with gasirointestinal symptoms
more vlten had active chronic gastritis compared to A pvlori negative ones, which 1s
yr agreeiment with the assoctation of /f puford and gastintis (Droumm et all 1987). The
cause of symptoms 1 Aoppvloss negative patients could be psychosomatic factors.
Further. these clhildren also could have been mfected with £ opvlosi previeusly. as
mlecnon may be transtent in children. The prevalence in symiptomatic children was
also sigmificantly higher compured 1o the prevalence wmong usymptomatie children
af the same agen the same population. The higher prevalence in symptomatic chul-
dren and the association with chronic active gastritis points te the rofe of £ pvlori in
non-uleer dyspepsia.

We observed a hugh prevalence of cugd strans compared o other Luropean
countries. where the percentage ol such strams varies between 22% wnd 77% ((zyl et
al, 1999 Luzza et al. 1999), Tn Estoma the prevalence of anti-CagA anubodies in gas-
tric cuncer patients was significantly higher than in a random adult population sample
{Varobjova et al. 1998). Taking into secount the high prevalence of cugd = posiiive
strains, o question arises if A prvloss positive children without an ulcer disease should
he viven attention i respect 1o the development of severe gastroduodenal diseases
fater in ife. The resistance to ¢larithromycein has been observed in 3-10% of 1solates
{ Tavlor. 2000%, The rather igh prevalence ot clarithromyain reststant Hopvlorl strains
ameng solates of cldren and adelescents could be due to the use of the anubiotics
i the treatment of respiratory diseases.

Conclusions

The prevalence of H.opyforf infection mneng asvinptomaie cauidren in Riga shows
4 tendeney to decrease towards the levels tound in Furopear countries some vears
aww. In the studied population the prevalence of /L pvlosi infection 15 stemificantly
)

UL
eher among symptomatic children compared to asympiematce children of the same

il

RN

[2

[ sviptomatie children fApvfori mifcction s sigmficantly assoctted with
chronie active gasintis and charactenzed by a high propertion of cagA- Hpvlord
straims and resistance o clasthromyem,
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Data suggest that Hpvlorr postttve children without an wleer disease should be
treated for S pvlord intection, and the resistanee pattern w antibiotics should be
Liken mto account presenbing the drues.
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Summary

The wims of the study were 1o compare the prevalence of Helicobacter prion
(f pyleriy wmong asvmptomatie and svmptomatie children e Riga, and further to
characterize Hopvlosi strnins and detect the resistance pattern to antibiotics.

The overall prevalence of fpyvlori m asvmplomatic children was 19% and in
symptomatic children - 3% Hplors positivity was sigmificantly higher in svinptom-
atie children compared 1o asvmptonuitie children of the same age (p=0.006).

I childzen with gastromtestinal svmptoms A plosd was associated with chronic
active gustritls and the age group [3-18 vears (p—0.046), The presence of cagd”
strams wias detected in 87% of svmptomatic children and resistance to clarithromivemn
was observed i 13% of solates,

fahic
Helicobacter pylori positivity by “C-urea breath test in asymptomatic Latvian
children (boys and girls) in different age groups

Aar H.prlori+ (hovs/girls) H.pylori ~ © lotal (boys/girls)
yers n o in the age group n
. 3153U) : 12% 26013 15)
34 6(24) 1% 2001405
| 3-b 6121 19% T
| 7-8 303 12.5% 24 (1214)
v-i2 100823 At JI9-12)
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Misa — pacientu izglitotaja primaras veschbas
apriipes sistéma

Dagnija Gulbe, Inese Panderc
Lurvijas Universitate, MedicTnas fukuldte. Veseltbas #indinu studvu programma.
Sarlotes tela la, Riga LV— 1001, el 7370650, fax: 736A306. e-pasts: lumedi@ lanet

The healtls care system in Latvia now i the process of active change. The state government
confirmed primary health care as a prionity. AL the same time, 1 started reforms of health care
for developing the strategy of primary healih care,

Family doctors and primary health nurses as a team of professionals have o give aceessible,
cantnueus, many o sided and co—prdinated heath care tor state inhabitants,

Unfortunately, reforms were started without o rescarch backaround about the starung situa-
tun accarding to the resources of professionals in the educational arca. Rescarch about nursing
matters and the development of nurse education was started in 2001

The primary health nurse has 1o acquite the roles of advisor, care yiver, co ordinator. consuit-
ant. and agent of change educator, and then she can carry out therr functional duty. In work
with patents, famihes and societv. the nurse should he a very good educator She has w know
the patient rates, needs and motivanon of education. The nurse has to convinee a patient that
health 15 2 most impertant value in our life,

The presented rescarch shows fdemonstrates) the nurse’s role as an educator m the present
health care svstem m Laivia

Rakstarvardi: primari veselibas aprupe. medicTnas indsas. pacienta 1zglitosana

Jevads

Pasrers Latvias veselibas apritpes sistemi nors aktlvs pammaigu process. Kas
alzsakds 1994, gadi, kad Latvyas valdiba apstiprindga prumaro veseltbas apript ki
priovizdru virzienu (1), Pamatojoties uz w. tka uzsiktas veselTbas apriipes reformas,
stradajot primdacas veselibas attistibus strategyu. kuras indrkis ir uslabot sabiedribas
veselibu vewnat veseltbus verkt simibu o profilaks drstesanu un pacientu
rehabilitdeiju (2). Mindtajd strat@eyd ir notakes, ka jedzivotdjiem piecjamu, ne-
partraukiu. vispusigu un koordinetu apripi snicdz prundris veselibus aprupes (PVA)
profesionilu komanda  gimenes Arsts an primirds vescltbas gpripes misa (3). Misas
ivete darbs ar tedAavotdju grupam. gumengm un ndnTdiem. Vinds prenakumos ietilpst;

~ tedzivoldju izglitosana par wzplatitahaydm vescelibas problemam.

— pilnvertiga un veseliga uzturz propaganda,

- iedzivetadju informesana par vides veselibas problemim,

— mates un bé&ma veseltbas apriipe. weskaitet gimenes plinosanu.

- edervetdju munizdca pret infekegas shinban 14).
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Primiacis veseltbas apripes misat i3prot urgamzet savs darbs. ko var sadalit tiesa
un neticsa (33 Tesd durbiba ir viss masas darbs ar individien. simeném un grupam.
teskattot durbu primdrds veselthas apripes centrd, kur mase piedalis apskates.
Apsckojot tedsvol3jus lentord un repazistoties ar vinu vajadsbam. misa vele
tzglitosanas pasakumus, ¥inos apripe i zidaini an maminas. shimtun veel ledzivotan,
kuri katrs 1roar savam vagadzibam. Neuesl darbiba retver dokumentacyu, kur masa
sastdda pianus, al/TmE savus neySrojuImus un satesty apripi. Netesd dacbiba ietver
art upsprivdes misu kolekivd un kvalifikieyas celianas nodarhibas (6).

Diemzel primirds vesclibay aprlipes retormas nha uzsdktas, neizpéot un
nearalizejot sakumsituaciju persondla restrsu un weglittbas joma

Lai apzinatu un prinverdotu primards veselthas apripes misu profesijas 1espejas
ar uzlabotu edzvordin veselthas apripl, ir uzsikta pétniectba par misu persondla
resursu un zglitibas attistibu primaras veselibas apripes sistema Latvija,

Péttjurna mérkis: Noskadrot primards veselibas apropes sistémas  attrstibas
struicgna noteikto vadevumu Istenodanas despéjas saistibI ur misu persondla
resursierm un 1zeliibu,

Mérka susnieglana izviran $adi darba uzdeyumi
- wveikt prundrajit veselibas apripe pruktizgoso misu aptauju,
anglizet  primirds  vesclibas  aprupe  pruktizejoso masu  funkcionalos
piendkumus.

Materiali un metodes

PaTjums sastav no vardkim dalanm:

[ Prinvisyd vesellbas apripé prakiiz@joso masu aptauja par vinu darba vidi
durba apjomu un prerakumienm,

200 Masu registra date analtee.

»

300 Rigas vovada shimekases datu bizes aoalize.

Peétfums ek verkts ar anketéianas metodl, Anketd i slegti un atklin jautajumnt ar
iespejamient atbilzu variantiem. Juajunm tika sastadni. ieklaujot:

- vipparigds anas par respondentiom (dannurms, vecuns, denesvieta, gimenes

stavok s, bernu skauts gimend. 1zgliitbas inents w.e.
— vadoties ne nermattvajiem aktem par PVA darba organiedogu
PVA praktizéjoso misu funkeiondlaiiem piendkumicm u.c.

Aplauga tika veikra, apmeklgjot respondentus darbavietds. Atlase tika veidota,
prelictorot hvotu atlases nietody, fan regutu katram regionan nepiecteduno niterviju
skarue Par pamatu izlases veidosanat pec reglondlas paziimes tika nemit masu registra
testieglie statistikas date leedte daa tha paklautt mateiodtiska: apstridel, Aptaud
vha weklawas 602 prakuzejosas ambulatoriskas primirds vescltbas apripes masas
Latvita, Potniectbas darbs uzsdkts 20010, gada puvasart, Iroxdalitas 500 aptauas
antketas, o kuram sapgenttas un petiiuma prelictojamas 480 (100%). Pasretz turpinas
anket@iana pirmo datu aphopeiana un analize.
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Rezultati un diskusija

Pamatdarba PVA praks@s stt3dd 87" respondentu, amatu apviencsanas Karbi —
13%% respondenti. 90%% respondentu ir vidgjd mediciniskd 1zgMiba, no tiem 78% masas,
20%0 fLLd\Lfl 2% veemites. PVA strddd 87 specialisiu ar nepabeigtu augstiko izehtibo

anc

un 2% - ar augstako izglitibu,

19% PVA personiia ir vecuma no 20-30 cadiem. 39% vecwnd no 31-40 gadiem,
22% vecwnd no 4 1-50 gadiem, 19%  no 51 60 cadiem un 195 respondentu ir vecakl
par 60 gadiem. Lar gan 38%, respondentu ir vecumd no 20 40 gadiem, nikome var
rastics nopietnas eritibas nodrodmdt plnvertigu PVA komanda izveidi un darbu

Kopéjais darba stazs protesija tiek minets lidz 45 gadien. Tiedi primara)a apripe
straddjoso darba stazs ir no | 11dz 8 gadiem: tas norada. ka nepicciefams apmeklet
pocdiploma apmicibas kursus par PVA datbu

Aprapgjamo pacientu skails PVA praksts ir lot duzids: no 500-1000 pacientiem —

Yoo o 1001-1300 pacientiem — 18%,, no (501- 2000 pactentiem -- 72%. we. - 3%, Dot
ki vptimale pacientu skaitu respondent: 73%, gadijumu min lidz 1500 pacientu apripi.
Pév uptaujas rezultitieny redzams. ka 75%6 PVA masu diend aktivas vizitds apripé lidz
5 pucienliem, bel pastvas (profilukiiskis) vizitgs — Hdz 10 pacienuenm,

PVA personals par svarigakapem savas darbibas uzdevumiem uzskata tos. kas
tickl salstiti ar mediciniskajdm manipuldcydm {89%). pacientu 1zglTtosanu veselibas
velein@iand (73%), sckot profilakuskaiam skitningam (77%%), pledalines imunizacyus
plina Tstenosand un sastddisand (87%). e fuktorien. Kas terobezo amata uzdevumu
izpildi. respondenti min darbam nepieciesanio resursu nodrodindjumu (879%).
wwrobezotas socialo jautijumu risindsanas tespgjas (83%). lielo darba apiomu (80%%)
un nepretickofas zindsanas dazada vecuma pacientu izglitosana,

Devim no 24 PVA masas pamatuzdevumien sikas ar vardiem  velkt pacientu
tzglTtodanu w sniegt pacientam informiciju. Tiedt lielas darba apjoms ierobezy o
amard uzdevumu wpildi.

Lai primaras aprupes misa varétu veikt savus funkeiondios pienakumus. viga
jibit labai apripes veiwcjar padomdevEiar un izglitetdal Tie i tikal duZi no
uzdevumienm.  kas jivele profesionalar misan Pedgo 12 gadu lokd misas
pamatizglinbas procesa iv notikusas pdrmainas (7), bet padrarz Latvyd prakuze 79.7%
misu. kas beiaudas skolu Iidz 1994, eadam (%) Sajos gados misu izgliibas programma
maz uzinambas vellja pucienta rzgliodanas jawdjuniem, bet vairak - profesiondlam
WnLiing.

Masar 1zglTtotd)al ir nepieciesamas:

— suskarsimes prasmes. Lo masa apgutu miku kentaktetios, uzklausit, stistit un
Jautat;

—  profesiondlds zindfanas un prasmes. lai pregemru [Bmumu un izdartu pareizo
PASUR

— zind%anas psthologijd. lan izprastu visas nranses. stridajot ar dazida vecuma
Klientieny:
Zindsnnas pcdq"oﬁiiﬁ lat izvirzTry mérki. notertkin mactbu saturu, organ:zetu
procesu. predetotu daziadas miactbu metodes un novEretu resultatu
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Visas 818 zindsanas r o reklautas mdsas  pamatizellittbas  programmai.  bet
praktizeiosdm masim tis Jdupeist pSodiploma apmictbas kursos.

Primaris apripes masas zinddanim (abar vispustgdm. ju vina izglito pacientus,
aimenes un subiedribu (Y). No aprapes viedokla raugoties. centrald persona ir
pucients. Jebkuram pacientam it tiesthas sanermi infornmaciju. veikt tzveli un wzeikt savu
viedokh 10y

Pacients vairs nav pasivs epripes san@imé)s — pacients tagad tick uzskatits par
patéreje. Ka paterdtijam pactentam ir jdpiegen [@rmumi. kas pamatot! ar precizu
mformicyu. Vigam ir jauznemas dala atbildthas par savu un savas gimenes veselibu.
Nemot vird sos Juunos wzskutus par pacientu. masas loma pacientu zghtodana i
daudz svartgdka nekd jebkad agrak visus masu prakses vesture. [zglitodana par e, Ka
nodrosinit padapript pSe Orstniectbas 1estides alstifanas, Jau) pactentam turpindt
drsiesanes, padinnit savi arveselodanes. wespéjams. noverst lesp@ju atkal noklit
shimntedl @ pasa wmesla del.

lzelfiofana var samazmat zdevumus par veselibus aprapi. jo pacient figh
nodrodinii ar informdciyu. ki saglabit veselTbu un Kk atpazit briesmu pazimes. par ko
nekaycjuties jazigo arstam. fzglltojoties cilveks kst patstavigidks un spej uznemtics
lielaku atbildibu par savu dzivi,

Art ailveka pamatvaiadeibas 11 viens no rictbu noteicodajiem faktonem, Vairums
vajadzibu sniedz informiciju par persontbas psithosomatisko stavokli. Vijadzibas i
specigs. uzvedibu noteicods taktors. To pleaugums noved pie saspringtibas, kas
savukart 1zratsi bazas un trauksmi. Sava prakse masan Jabtt spgjizal noteikt pactenta
vajudZibas un suprotodi, prasmigl palidzSt 5o
pacienia vajadaibas, tga skaitd vajadeabu pée imformicyas. vajadaibu micities, masat

vijadzibas apmicrinat. Lai apmierinatu

Jasaprou kidas ctlvEka pamatvajadzbas.

Primdras veselibus apripes masar Jdprot identificet pacients vajadsibas
pusaprape, has Dozt iriisi nepatikamas un neplinotis organisma un psihes reakotjas,
piem.. pacients 1 hetojis nepareizu medikamentu devu, Masa konstaté vajadzibu
emidcTt pargiau zau lietodanas shemu, Lar wdentiticdn vigadZbu micines, svartga ir
individa personishis atbildibus 1deju.

Paciemam jajtitas atbildigiam par savam padaprupes darbibam. par to. ka ving
tpuldu apripes sniedz¢iu ieterktos noradijumus, un pasam javerté so darbibu kvahitate,
Ja pacients. izslodeot persomisko atbndibu, sagarda atbildtbu par savu veselibas
stavokll tkal o apripes nodrodindtijiem. rodas liclas grivibas parcizi notaiky vina
vajadzibu macities, Lan uzsGkin macTties. ir nepieviedantiu moliviactja.

Pastdy dazadi speki, kas motivE cilvéka rzturétanes un fick viam ipasi rikotics.
Motviena 1 wekseps umpuwiss. kas retekme personu darbibar, Ja pacients nevelas
macttes, tad i nehiels varbtiiba, ka nouks micisands provess. Motivacia rodas, ja
pacients saskata macidands vorttbu un saskata, ko 8 vigam vardtu sniest.

avtentant. kurS sanem apripr klimkad, motivicijas veidoSanos vishbiczik eteking
tizishie fuktori. un masa 3ajos gadijumos prelieto athiistosu strategnu. Bet ne katra
persond e IeliteresSta savas veselibas uziurdsana. Visas pasaule  respejamas

arstniecibas metodes var aradities neetehiTvas, i persona nav miotiveta atzlt. ka
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veselibus aprape i tendence pacientam poe dtveselodanis no slitbas akltus thres
aunk atgrigzies mijas. Arstéianis mijas var bt lot veiksmiga. Ju klients athaista un
pickyTe apriipes sniedzju rekomendicifim.

Tatad i divi aspektn, kas nosaks pacients gatanthu mcites:

Iy emoctonald gatanviba jeb motviega, kas vosaha individa vElmi atttsin

vijudsthu mictties,

2y preredzes gataviba, ko nosaka mdivida preredze. prasmies, emanas un

attreksme, K3 art speja micives. jandivids puts 1as uzskata par nozinigdm
veniban.

Ste abi aspekti o savstarpii saistin. Piem., ja pacients neizprot iminprofilakses
poami. tas have mactiands motivicijus vewdosanos. Kas savukint nevewcing velimg 51s
sndtanas weut. leverdojas ts. Uapburtars loks.” Lieldkd dala fokioru. kas varétu
atrisindt do satkni, saistita ar veselibas krizes destdfunes, respoktivi, veselibas
pasliktinasanos.

Fahtort. kas kave miciianos:

nespeja plegemt pacienta lomu vai arif parm@rica pacienta lomas prenemsana,

—  negativit leprickSeja pieredre ar veselthas apripes smedzejiem.

- pactenta 1zghtibas imenis.

—  tlziskd passajita, smags vispardjas stavoklis,

—  buzas un raizes,

—  bezeeriba,

apkartgja vide.

—  nevclesanas,

Faktori. kas velcing mavisanos:

— stabtls garigats un fzaskars stavokhs,

positiva iepricksg)n veselibas aprilpes preredee.
cilveks 11 piendnus pacienta Jomu.

- misg apripe ir izvirgjusi redlus merkus,

laba fiziska passagiia,
- gimenes atbalsty,
- misa,
mactianas metedes {11).

Perjumi primards apritpes miisam aptaujas anketds bija wklouti jautajumi. Kas
palidzétn wverdt saskarsmes. psthologijas un pedagofiyas zindsanu neplecicsuntbu
apripes dorb® Athildot vz tiem, misuas nun, ka vines biesi

— sniedz pactentam mtormacyu par profilaknske potedanu.

- vere pacientu un o prederigo 1izgliosanu apripes jauntdiuimas.

- pledalds pacientu veselibas apripes Jautdiumu koendingsand un risiniiand,

vele pacientu apripl visu vecumu grupis.

- predalis pactentu un o prederizo 127giosana aprapes Jutijuimnos,
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—  piledulas imunizacyas plina sastadisank un istenosani.

— vele riska grupu izvErtesanu un novent@ianu pée individuilds shemas.

Pie fuktonem. kas terebezo amata uzdeviena izpildi. misas visbiezik mm:

- lielo darba apromu,

— mbsus darbam nepreciesamo resursa shikto nodrosindjume.

- soctdlo jauiajuimuo rsinasunas iespejas.

Masas vishiezak velas kaut ko maintt sav 3 protesiji, s @las turpinar prakst esesaji
darba vietd un savu lzzlittby masas profesja (12). Peediplomy apmacibas hursos
masas akin e predalas un mt dalities savas semands ar gitizm.

Secindjumi
Esofats primdrds veselibus apripes mwodelts nelaw) pilnthi Tstenot praknzejoso

masu funkelondlos prenikumus tipee. ko ir nepietickodt masu resursi. Liels darba
apjonts un nepietickamas andianas pacientu izglitosani.

Kopsavilkums

Puctenta izglitosana ir low svartgs faktors prindrds veselibas uprapes masu
funkeionalo pienikumao veitksana. tas ir, veselibas velcinasand, slimibas noversana un
veselibas atjaunofand. ki an sttwdcyds. kad 1r veseltbas trauegjumi,

Lui vetksmig! izglitotu pucientu. misa jazing un jatzprot:

- pacientit tiesthas,

- vajudzibas,

- motiviciji

- wirtibas un veselibas vértthus,

- gataviba mlcitics,

mactzands spojus dazddos cilveka anisdbus posmes.

Tad protesionila primdrds veselibas aprupes masa vares $1s zindsanas veiksmigl

Salstit ar aprupes procesu un velkt suvo miasas izglnotdjes lomu,

Pateictha

Par konsultatvu palidztbu raksta tapsanas gatd pateicamies profesoram M Baltipaim
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Masu izglitibas pieredze

Inese¢ Paudere, Dagnija Gulbe
Lanvijus Umiversiate, Medicinas fakultidte, Vieselibas zindtou studju programma.
sarlotes rela Ta. Riva LV 10010 tel. 7370630, tax: 7366306, c-pasts: lumediflanct iv

Apkopojot prlotpeiuma materrdius par masu eitthas pleredzn hdz azelitibas reformu
wevieianat misu izglitthas progranumds. ir iceltt ievada rezultdt rpmakam patiumam. Katray
profesiias pamats ar laba tzglitha, Luba 17gMTha nodrosinds kvalitetive drosu praks: Tika
Jaunb Zindsan, Jamn mactn metozu piehetofana nodrosings $o kvahiit, ko arf apgalvo
pétijuma daltbnieks. Prakuzdjoso misu preredzes izkldsta gQstam  apstprindjumu pee
mepiecicdamdm pimainim, lar mdsa stwdpu procesd wltu s gpecifiskas zmdsanas, Kos
neplecteramas masai profesionilel. lai savas darba funkeijus vetktu kvalttativi un atbilstodi
profesiias raksturo umam.

Misu prafesijas atistibu i wizhavEe s stayniciias posnmis valsts vésture, Kas ot hedzs gat
dadspusipas un demokrdiiskis vispaneds anisanas, I pastdvés religisku Jantdjumu

apspricianas awizhicgums, psihologyas atzinumu nohegums {cilveka kil idividualitites

neatzisanal. ka arm demokritiskas atticksmes wikums, Pakipeniska reformu ieviedana misu
17gTtThas proyrammas snicds mdsam pozithvu 1zgltbas preredzi.

Raksturvardi: modicings misas. Juunas micibu metodes. protesionild izelitiba, tilikizglitiba.

Tevads

Latvijas vEsturd masu protesiondlas 1zglitthas auistibu letekmajust dazad:
sabiedribas utiTstibas posmi. Arsta protesijas pirmsakumus ir picnemts detinet. sakot
ar Hipokriti daives penodu. bet par madsas protesijas pumsakumicem ir daudz neskatdru
prenemumu. Kaut gan vestures skatijumi jau akmens kukimetd meates Roplenit sieviete -
mitte velca pirmds aprdpes funketias, kuras Sobrid varétu piedevet masas protesijai.
tomer so pronsakunu nevardt emer kI profesijas apzinitu un merktecIgu attistibas
stkumpunkta. Jespclams, kristicttbas pertods cilveéces attistibd tezime vairdRas masas
profesijai raksturigas ierTmes. T3 piemcram. vesture agrais knistietthas periods

raksturojus ar masu - diskonisu - darbbus i shimo kepSanu un tricigo atbalstiZanu.

Analizejot pedéjes 100 gados 11900, 2000, g.) notikudls visplrTgds parmainas
misu prolesiondlajd sagatavosand. jJiatzImé viens no svarigdkajrem tetekmgjodiem
faktoriem. kas liela mérd virzls un mainiis masu profesyus izgliibas prioritates - taur
ekononusk: politiskd vare,

Neskatoties uz 1919, gada Purize dibinitds Sarkand Krusta biednbas ligas
sniggtajiem noradijumicm masu 1zglittbas jautgjumos un vEIaka vésturiska laike posmi
Pasaules  Veselibas  organizdcijos  wzdotyyinn koncepeyam medicings masu
sagatavodand. ckonomiski politiskie refmi ir batiskl 1etekméjusi misu protesiju.
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Latvijas brTvvalsts latka Zelstrdigo misu sagatavodana ritgjust atbilsto§i tiem Vecds
Firopas standartiem un piegémumiem. hurus anvien 21, gadsimed nepiemirst dazas no
kisiakapam medicinas koledzam Anglpi Zyviedogd un Norvegn .

Tomer radikilas izgltThas un Tpadi filosoliska rakstura izmaimas medicinas misu
soratavosana teviesa 30 pavaditie gadi bijudds Padomju Savienibas politiska)a un
ehonomiskajdl rezima. Latvijas DiTvvalsts laihE 281sirdigas misas sagatavosanas kursos
plenéma tkal no 18 gada vecurma. bet jau peckara atjaunotajis medicinas skolis
zindsanas apguva dazada vecuma un socidlis izeelsmes audzekn Peckara saplositd
Eirapa Hide pat 20 gadsimta 60, gadu vidum centds sakartol sagrauto valstu politiskds
un ekonomiskas sistémas. 1zelinbd galvenokir prevériot uzmantbu analfubetisni
bhvidaceijaic Lidz profesionzalds izgibas sistenanzacijai vel vajadzeja paict n2 vienam
yen gadam. Lanviya 200 gadsimia pedee 20 gadi ie2lme us ar st pamiinam nasu
profestonila)d sagatavosana. Ta ludz 1989, gadam misu azglitthas programma
Fumanitiiro un visparigo prickimetu grupd pastaveja kursl Tmarksisma-leninisma
worija”. sabledribas maciba, Pademiu Laty ijas vEsture. kas ir 1dlu ne medicinas masas
profesijas {iluzofijas. bet kas zinamd mérd 1eteckmeja masu izglitthas pleredzr un
wipdko praksi.

Skolld misu izgltttbas programmu galvenokdrt realiz8ja drstr. jo lekaijus ditkst@)a
last: tikar personas ar augstako izgliitbu. betindsas ar augstako reliitbe vel nettka
sapatavotas. Prakst slimnieds dalgn driksteje vadit arm masas. Profesijas 1zgfTtibas
pamatu sniedra personas. huras bira tdlu no apriipes doarba tilogzotyas un teoryas.

Agaunotias Latvijas brivealsts Tmkd tiedi valsts polinska kursa izmainas virziend
v Diropu levied jaunas parwipas wasu szglitbus progrimmis. it past Glozoliski
sharTiuma, 19900 gadd akademiskds studhu programmes letvaros i etverts misu
protesijas Bilozotijas kursa apskats, ar 1993, vudu medicthas skolu pregranunds ir jauni

kursi - misu profesijas filecofija un psihologga. pedagedijus  un lesibu Zindinu
elementt {1 .tab.).

Nemot vErd, ka cilvéces attTsttha savd veldd ir parmantota pieredze, kas balsina
Edh 17 ZIARHIE, yan prasmenl., gan aiticksmi masu profesijas fudtenas ¢ls apkopo
visu vEsturisko mantejumu.

Pamatata prieksstata ieghdana par nisu pieredzy 1zglNibd 1996, pada sdkuind
kopeja sudarbibl ar kelegem no Somitas un abim Baltgas Kamoigvalsinn - Jgaunijas
ur Dietuvias -~ tika uzsdkts Baitgjas-Somijas masu prakses un wzglitibas pémiecibas
projekts. kora mérkis bija noskaidrot misu prakses un wzglTtthas attistThu katrd no stm
vidstim, salidzinol un 12vEngjot esaso siuaciju, Projekta darb uka resaistitas
praktisgjosds masas. ANML/RSU un LU studenil. Profesionalas trelitibas centra Kolgwi
un hMtinku galvenas masas. Latka posmd no [996. - 1998 cadam kopéid sadarbiba tika
verdots petniecThas instruments  aptagjas anketa - un analizdtas aukiomu grupas.
has atspogulotu midsu prakst un izglitbu katd no sadarbibas valstime Laika periodd

1998 1999 vadam tika veiktas pilotstudigas un 20000 gada sakuma - pumata
petijums.

Prlotstudnis katrd valstt tika aptaw)tas terapijas un kirurgnas kTuika misas.
wetstot pirshatu par sastadito aptagjas jawtdjunie merktieetganue un prunaros datus
oo misu prakses un zglitbas snudenu hatid vadstt Aptaugas anketds bija 272
Jautyumt, kas bya sadalitn interesu hlokos  zglittha, prakse. upritpes sadidana,
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Maisu profesionilas izglitibas macibu satura salidzinajums

Humanitiirte un Specialitati Specialitates kursi:
[.ids visparejo zinasanu nodroiinodic Slimnieku koplana
1989, kursi: ' Kursi: Kltnisko specialitasu
gadam Sabicdribas mactha .| Anatom ija kursi (terapyd. Kiruegija,
Marksisma-leninisma | Iiziolozija pediatrija, ginekologija
filozofija Visparigie  Mikrobiologija u.c.y
vidusskolas izolfithas  lHigiena  Latinu Medicinas deentologijas
procrammu nodrosi- ' valeda v pamatprincipi
nesie khursi (fizika.
matematika v.c.}
Humanitarie un Specialitat Specialitates kursi:
No visparejo zinaanu nodrofinosie Pacienta aprupi
1993, gada | kursi: Kursi: nodroiinedie kursi. kuru
Psihologiju ~ Anatomija, pamatd ir masu
Apriipes filozofija. Fiziologija . profesijas teorctiku
Pediagzogija Mikrobiologija - sniegtais filozofiskais
Higicna pamatojums, kas balstits
Latinu valoda w.c. | uzcilveka pamatvaja-
dzibam. uesibam un
- pienakumiul.
Humanitarie un Specialitati Specialitates kursi
ES visparéjo zind%anu nodrosinoiic Pacienta apriipi
direktivas  Kursi: kursi: nodrodmosie kursi. kuru
Psitiologishs un Anatomiji. PR IF masu
filozotisks skatfjums | Iziologija profesijas teordtiku
| uz pacienta aprapiun - Mikrobiolagga snicgtais hlozoliskals
misu praksi Higiéna Latmu pamatojums. kas balstits
Tiestbhu zmatne ‘ valoda £ Klniskd | uz cilveka
(cilvektiestbas, larmakologia u.c. | pumatvajadzbam.
pacienta tiesthas) tiesTham un pienakumu.
Pedagegja - Vuselibas veircinddanas
Ekonomika un citu specializéto
Planosana kursu attistidana
Mazais brzness

motiviwcija (profesiondlds darbibas pamatprineipi. raksturs). Pec pilotstudiju rezultitiem
tuka leviestas neliclas korekeins joutgjumu formuléjuma, un mazproduktivos
Jautdjumus parveldaja val 1Zngma no aptaujas.

Materidls un metodes

Misu izelittbas preredzes analizé ipmanteam zglitthas bloka plostudiyas 27
Jautajumus un athildes. ko smedza Latvias viend KIimka aptawatas praktizéjosas masas.

PEtljuma erupd tika reklautas lerapijas un hirdrgigas specialitales proktizéjosas masas,
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Tika apkopots masu viedoklis par iegato 1zglittbu un macibu procesu izglittbas
ieeibanas laiki. So viedokli veidoja 63 (100%0) praktizgosas masas (Luviri pilotstudiju
respondentes): vecuma no 20 30 gadiem 33 (50%), no 31430 gadiem - 18 (29%) un
no31-61 gadam — 12 (18%). 4 (7°%0) no aplawdgdm midsimir ieguyudays specalitates
sertitikatu un tikar 2 (3%) aptaujdtas - auestiko zghtibu, Analiz@lot masu viedokl
pur teglito wzglitibu, j&nem verd. ka 315 atbildes sniedza musas, Kuras profesionalo
izglitibu 1eguva laika periodd no 19521995 cadam (arf studeiuias pee byjuias
Padomju Savienthas méacibu programmam).

Rezultati un diskusija

Pilotpthuma rezultdt ierIme atseviskas tendences. kas norida wz izglitibas
programmas erobezejunuer. lerobezojumi attiecuidni uz lika posmu. kurid pgiima
erupa ir apguvust profesiendlo 1zglinbu, Saji laika perioda programmu saturs izteikt
arskiedis no 1993, gada reformu mainti@s proprammas. legflitos rezultiius apkopejot,
sagrupcjam tos divas dalas: vienw viedehlu grupa raksturo eguvumu, bet otra -
saudSjumu va ierobezojumus,

Aptaugjatas masas ki pozitivu (leguvumu) tuktu min to. ka 1zelittha devusi iespeju
macibu procesa realizet atseviskus uzdevumus, [vust saprast savas dzives merkus.
46 (7R%) respondentes apegalvo. ka degttis zinadanas ir devusas lespeju uzlabot
priks® apripes kvalitn, protams, apgabvojums i subjekivy, tomer raksturo perimis
grupas visparcjo tendenct (4tab.). 49 (R0%) respondentes apgulyo. ka wylittba devus)
jespliu stradat ar individu, nemot vErd vina vajadzibas, 12 (20%) to nolicdz. Analizgjot
mactbu programmas masu sholas [nka perioda no 1952, 1993 codant suturski netika

atspogulota miacibu virziba uz individa vajadzibu risindsanu. 43 {74%) respondentes

2ot

Profesinnila darba picredze

Latviza l Lietuva [raum)a

n=h3 n=75 47

£y f % 1%

1-9g 32 5] 2T e 64
10-19 ¢ %29 34 45 T 1A
20-43 2 13 43 14 19 16121

3 b
Respondentu vecums

Latvija Lictuva lgauni'a

n Ya i ni%
20-30 g, 33052 29 137 I/ 68
-t 1§ 29 37047 TalE
4161 ¢ 12 19 1215 8117
kopa 63 [uo TR0 470100
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apgalvo, Ka misu rzglittha bya halstita uz misu darba pierastim vinadanam. so fakw
atspogulo wit atbilstosd laika muctbu programmas, Ar Lictoto jedzienu “masu durba
pierastas zinasanas’ praktizéjodas misas 1/prot icrasto mediciniske manipulaciju.
apriipes funkeju uh noziméto arste ordindcrju 1zpiidi.

Runajot par zaudcjumiem vai ierobeZojumiem jaunapguatas tzglitibas macibu
procesil, 39 (65%) respondentes atzime. ka lekeis nav bijuias atlautas diskusijas. 21
(35"0) respondente apealyvo pretejo. Lidzigt athildes ir dalttas art jawtajumai par kotisku
dehadu pielictodanu mactbu apgun &, 30 (51%) respondentes apgalvo. ka kritiskas de-
bates mictbu procesd netika Lietotas, turprett 29 (49%,) apgalvo. ka macibu procesd
tas tika prehetetus. Ta ka helaka dala mictbu satura tika snfegta fekeiju verda, par
prakses apeuvt viedokli var&u bt atShuign Lekeyas diskusyas nenetiek. bet
wespeiams, ha praksS gan diskusius. gan koitiskas debates vardtu bat preluutas.

Lidz 1994, gadam musam teorcuskis zindSanas profesna smedza tikat arsti,
zngmums bija prahse. kuras lakd vairdk uka apgitas “misu darbd prerastas
aniadunas”. Stingrt leverojot masu prukse deontologijas principus, diskusyas. kus
valdiya laika periedd [Tdz 1990, padam, nebit nebija labikars veids zind&anu apguve.
Tiest tapee ir saprotamas athildes. kurlis 47 (77%) misas apgalvo. ka demokritiskas
suvsLarpaias atlieetbas starp pasmedzeju un macekl neveidojis.

45 (79%0) respondentes atzimé. ka /nddanu apguve netika realig8a. pamatojoties
uz individudl@m studipdm. un tikar 12021%%) atzime, ka mactianas tha realizéa lietojot
individudlo studyu metodn. Sis atskirthas saistitas ar to. ka dala aptaujito praktizéjoio
masu studigas 1 beigusas Laka, kad studiju programmu saturs un maciianas metodes
mainyds. Kluva progresivakas, parnemias no Eiropas skolu pleredzes.

Puse no aptawmdtydm 32 (53%%)  nepickrt ka izglTtihas programma ealvenokiict
SastavCjust no apripes proceddru apguves. jo hiela dala mactbu sutura bijust s eliia
kimisko, nevis apripes 2indsanu apgusel

Pretrunigas i atbildes ue jautajumu par apripes Zimadanu apgovi. kas balstite uz
aprupes medeliem (teorgud. 33 (36%) respondentes apgalvo, ka mictianis bijusi
balstita wy apripes modelient bet 26 (44%0) 1o noliedz. K Jau iepricks nunéts, [idz pat
90, gadu sikumam macibu programmas nebija weklauwts Sads Kurss. Prelaujam iespe)u,
Ka petrjuma dalibmieces dazadi interprete jedzienu "aprupes modeli™,

Lidz 1990, sadam misu izgiitibas programimas netika ieklautt studiju kursi, kur tiktu
apskatiti profestas tiezetijus var religijas jautdjumi, programmis bija deontologijas
maciba, kas balstita uz sovidlisma un komunisma tilozofiju. vienas autoritativas varas
atzindm. 47 (80%) respondentes apralvo, ki religisko Jautdjumu studijas programm3
netiha ieklautas.

Salidzinot fegitos reszultatus Baltijas valstu starpa {Tgaunija. Lictuva. Latvija),
tendences i vien&das. Nelielas atSkiribas ir Tgaunijas respondensu atbildés. bet. ka
liecma petyuma rezultate salidzindsana, [gaunyas miasas i ar mazaku protesionilo
piereds un pec vecuma Jauniaka grupa (2. 3 tab).

Analiggiot un salidzamot pilotstudiu resultdtus par masu preredzl un viedokl par
gty irglitibu, werapyas un kirurgyas profily masu atbildes 1ir vienadas, bez bitiskim
atdkiribam.
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nepickeit 13 22 4 1114+ 115 33
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3 Darbs balstits uz plerastam Zinasanam

nepickiit 15 26 17 23 [ 24 oD

plekrt 43 74 5777 16 10
4. Loheras netika atlautas diskusijas

nepickritu 2135 | 61 81 [ 38034

pickritu 3963 1419 716
A, lzghtitva balstjas uz kritiskdm debutém
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pickitiu 29 49 21029 9 20
t Denmokritiskas attiecthas starp studentu un pasniedzgu
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7. Zindsanu apguve. kays balstita uz individualdm studijdm

nepickritu 3579 | 52 6v | 33078
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& Programma balstita uz apripes procediny apgus

nepiekritl 32 A3 RETEERS 24 587
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Secinajumi

L lemantejot aptaujas metedi. tika cdta informicija par masu pieredzi un
viedekl paregilas izelitibas procesu. Intormacia norada uz ierobezojumiem
un leguvumient profesijas apuuve

2 leghtds zinddapas - teorgtiskds. kliniskas un praktisks — o bijudas
atbilstosas prakses vajadzibim. neskatoties uz nepictickamam zinasanam par
apriipes teoryam.

3. Pétjjuma rezultin norddia. ka nav binsku aiskirthu masu viedoklt un preredze.

striadajor atdkiriges medicinas profilos.
4. Tuvinotizglivbu praksel, misu izglitodanas procesi ipasa uzmaniba jiakcenté
uz 7ZIndsanu apguvt par apripes teorjam.
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Miokarda dekompensacijas
histomorfologiskais raksturojums
dilatacijas kardiomiopatijas gadijuma

Igors lljinskis*, Valentina Gordjusina*¥,
Natilija MoZeiko***, Valérijs Sumakovs*#**
*Patomortologskds nodalas vaditdjs. protesors. ZP Transplantologijas un
miiksiige orginu insithts, SCukinskajas tele T Maskava 123182 KRIEVIIAL
e-manl: iiljinsky@transpl.ru
**Patologijas katedra, asocigtd profesgre. Latvijas Universitites
Medicinas fakultate. Sarlotes ield lu. Rigd LV-1001 LATVIJA:
c-matl: anvalgarie bstos. Iy - tile 7-3805604
xr patomortologiskis nodalas zindtmiski [Wdzstrddniece. ZP Transplantologijas un
makslige organu msutis. S¢ukinskagas el T Maskave 123182 KRIEVIIA
#EEEZP Transplantole@ijas un makslizo orgdnu mstitita direktors, profesors,
Krievijas ZA un M7ZA Tstenais Jocekhs
Séukinskagas iela 1, Maskava 1231820 KRIEVITAL

Phmumd veiktt mikroskopiskic, muakromorfolegiskic un morlometriskic sirds taneklZum
dilatdvijas kardiemiopdttjas (DKMP) slinmickiom. 43 paciewtiom pSe ortotepiskis sieds
transplanticijus (OTST) tika izmek]&t sirds kamburi (prrmd wrupal. Sajd grupd biya stimnickt
ar sandd labi saglabdtdm miokarda kontrakeijus sp&iam. Otra)d grupd bija 2t slimnicks. Sis
grupas pacienti nonra prrms srds transplanticias mokardidlis genézes progresfiosas sirds
mazspéas dd],

lzmeki¢iuma rerulian parddija. ka batiska toma miokarda kentrukeras speju dekompensaci r
difizai kardioskierozer un intersttenja tskal, kus traued kardiomocttu (RMO) trotiku un noved
pie atrofifas. KAMCO biperrotija DRMP gadijumi ir kompensatorisks process. ks virgits uz
mickarda kentrakenas spéu pacugstindzanu, DEMEP slinnteku grupd ar samard labi suyplab@tu
mickarda kontrakepas speju atrofetn KMO skits i Jon maas val to vispar nav, bet prevalé
hipertroten KMC, DKMP shimmeku grupd ar miokardialas Czes sirds mazspéju atzimSjans
palichindrs atrof3to KMC o samazindts hipertroféte KMC skaits,

Raksturvardi: onotopish sirds transplantacija. dilatdegas kardwniepdtiza. histomorfologia,

HISTOMORPHOLOGICAL CRITERIA OF MYOCARDIAL DECOMPENSATION
Microseopical, macromorphologieal and merphometncal exammations of the heart i putients
witl: difated cardiomyopathy (DO were done. In 34 patiens, who underwent erthotopic car-
v transplantatton. the cardrae ventricles were examed (1 er). This group of paiients had a
relativelv remained contraculity wy the myocardivm, In the second roup. there were 21 pa-
tients who were being i the awaiting Byt but Jdied before cardiae transplantation cter the
progressive cardiac flure of myocardial genesis insutficiency.

Results of this research had shovwn that the nugor role m decompensation of myocardial contrace-
vlity plaved the diffusive cardiosclerosis and intersutial edenia that altered the trophies of the


http://iiljinskyttiitranspl.ru
http://anvalgarfabstos.lv
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cardiomyocytes s leading to thetr arcophy, Lhe hypertropin ol the cardiomyocytes at DO s
possibly o commpensatony provess directed on the inereasing off myvcardial contracuhity. In DC
paticnts with refatively saved mvocardinl contractlity, the atrophic cardiomvocytes were ab-
sent or thenr number wus tnsizmibicant. and on s contrans, the hypertrophic cardiomyocytes
wore prevalent. by group of DC pauents with cardiac taddure. the mercase of atrophic
cardiomyoeytes and redoction ol number of hyvperttophic cardiomyocytes were revealed.

Dilatdcyas kardiomuopatisa (KAMP) e preskaitdma sliktas prognozes slimibim, jo
ot dlrn attiatds sirds mazspega |1, 20 30 4]0 Lielakyam varrwnam DKMP pacientu,
seviske ar sirds muazspejus konservatlva terapija ir mazetektiva, tadel par arstéSunas
nictodi kiuvasi ortotopisha sirds mansplantica (OTST) [3. 6], Sakard ar nepletickamo
donoru orgdnu skaitu vairaiki slimnicki mirst. nesagaidijusi rransplanticeyju. PEe milsu
un literatliras datiem |7, 8. 9]0 saRard ar sirds ritma trauc@uoreny (2394} val
trombembolijo (15%) dalar pucientu westdjas pekioa nave. Vairak nekd puse slimnicku
tet bojd sahurd ar miokardiilas gencrzes progrescjoiu sirds mazspdu (10, 1] DKMP
shimnicku miokarda kompensicijas rezerves novendsana un izdzlvosanas prognoze
nav respgjamit. vadoties tikal no kliniskiem datiem.

Lat DKME pacientienn apstipoindtu klinisko diagnozn un parbaudiiu. 1 val nav
merfolegiskas miokardita pazimes, izmano endonmickardidlo biopsyu (ENB) |10, 12].
Atseviskds valstis ntka meginats novertet miokarda nepictickamntbas pakapt DKMDP
pacientiem pec EMB 1/pBtes resultitiem. Japand bija izstridats histopatologiskais
mdekss ar jutTgumu 62 5% un speetfiskuma koeticrentu 68% [13]. Petisanas rezultat
atklara. ke #0 indeksa izmantoiana nelau) pretickam precizi diterencet wiopatisku
DEMP no citum sivds stimihim, kas ai iv saistitas ar sirds dobumu papladimidsanos, ka
art nelauj novertdt funkeionalds mickarda reczerves.

Dautiern par DKMP <limnicku nuokarda kompensatoram rezervé ir Liela noziie
Klimkit  OTST indikawiju. sweidzamibas, netderiguma vertesand, ka art vertgjot
stimnteku uzturésanas veidu pesma pirms iransplantacyas  konservativi arstéjot val
iznanteot mehimskos asiosnies uzturdlanas [Tdzeklus. Patlaban v8l nav lespéjama
plusa DEAMP shimmeku kompensatoras mickarda rezerves 12ven@iane pgc EMDB
potifanas rezultatiem. Tadel masu darba méerkis bya noskaidrot mortologiskis
petidamts metodes wspejas DKMP siimmickiem, tzrmantojot operacas un sekcijus
matenilu.

Materiali un izmekléSanas mefodes

Tika 1zmeklétas 63 DKMP shmnicku sirdis \hlum}\ sadaltts divas grupis.
Pumaji grupa bija 44 pacientu operacias materidls pe OS5 nukroshopiski tika petin
rezecctl sirds ventrikull, Otrapd grupa bija 21 DKMP stinnicka sirds. kuru naves
cclonms pirms nozim&tds opericijas bija sirds mazspepa. Mikroskopisky ttka izmekl8ts
sekenas materniafs

Lrmeklsana retvera art makroskepisho patelogijus novencsanu, Tika atzimdu 3adi
parametriz sirds un venterkulu masas kresa un labd sieds kambara mrokarda brezums,
sirds korondro artenju stvokin, endokerda skleroze, sids dobumu iromboce,
miokurda rehrozes v sklerozes perckli
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Histologiskt izmekltas starpkambaru. Jab3 un kreisd kambara sieninas. Materidls
ka teguldits parafind. gnezumu biezums — 5 um. Krasodunas metodes — hamatoksiling
un eozins, PAS — reakeija un var Gicson metode. Hhiswologishie prepardtl izmeklén
gaismas mikroskopi, caurejami un polarizacijas gaisma.

lzdarita kvantitativa patologiski mortelogisku pazimju sastopamibas biezuma
noteikdana, Pinmis grupas 15 un oirds grupas & pactenitem 1zdanta kardiornioecttu
(KM drametrs merfometrija. Petisunas rezultdt apstradati pée statistikas metodem.

IzmekléSanas rezultiti un to apsprieSana

Tika veikts meginajums pec mortolo@iskiem keitdrijiem raksturor muokarda
kontraketjas spgju dekompensiciju DKMP shimniekiem. Tadel materials bija sadalits
Jivis grupas. Apzinat tika weviesta stingra noverojumu atlase.

Hrmaja grupd etdpa 44 shmnekin kuniem the verkta OTST. Pec misu
prickdstatiem, 515 grupas pacientiem bija samérd labi saglabajuias miokarda
kontrakeijas spEju rezeryes.

Lidz operacijarl visiem pacientiem tika pielictota konservatlvi lerapyja, No peluma
tka 1zsl@ett slimnieku dati, ja Tdz sirds transplantfetjal bija plelictota maksliga asinsrite
iintrazortald balonkontrpulsaciya. kresd sirds hambara v biventrikuiar siikna apeja,
miksligie sirds ventrikuli. maksitgd sivds). Owrnjd grupa byja 21 DKMP shmnteks. Vi,
nesaraidot sirds transplantdciju, nomira progreséjodas sirds miokardililis genézes
maezspejas dé]. No 8y grupas tika 1zslégll no sirds rifma raucgjuimiem vl
rrombemboliskdm komplikdciiam pekin mirudie. Otra grupa tika apskatita kit shmnicku
arupa ar dekompenstiu nuokarda kontrakenas spéju,

Abu grupu kopé€jie dati un sirds makromorfologija uzradita 1. tabula,

Abas grupas viniesu skaits bija lieldks neka sieviesu. kas atbilst literaturai par
suslimstibas epidemologiju | 14, 13]. Salidaindjuma ar eitu autoru darbiem [ 16]. vidEjais
pacientu vecums bija 32 gadi un nedaudz jounzki. Tas tapec. ka musu nevcrojumi
OTST recipientt ir jaunika gada gdjuma.

Sirds kambaru masa pirmajd grupa (opericiju materals) bija 310 - 770 g, tdtad
viderals svars 4844419 g Sirds masa otra)d grupa (sekeyu materiils) bija 410 - 9350 g.
vidgjais svars 651-/-30 g, Misu 1egtue datn wibilst Literaturas datiem [17]. No 32
shimniekient. kas mira no DEKMP, sivds masa bija mazika par 600 g 14.2% . 600
800 g 6,8%, lielaka par 900 g - 19%,.

K3 redzam ne 1. tabulas, ab@s slimnieku grupis noverojams merens sirds Kreisa
kambara miokarda sabiczindjums. bet nav konstat€tas ucumas atkutbas starp grupm
sizds labi un kreisa kambara (p»0.03) nuokarda biezuma zina.

Statistiski ticam&s atikinbas tka avastas starp adam makromoerfologiskim
parImeEm ki endokarda sklervze un pergklaina nuokarda skleroze (p<0.03). Sie
patologyas veidi byja biezak sastopany slimnieku grupd ar vaji saglabdtim mvokarda
kompensatordm rezervem.

Pacientu grupd, kwm nive testd)as niokardidas genézes progreséjofas sirds
muzspejas del, statistiski ticami biezak tka konstated wrombi sirds Kambara dobumos
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(p=0.03). Bet tas nebija nozimigs fukes unatogendzel, jo nevienam otrds grupas
pacientam netika konstatetas rombemboliskas komplikaciyas.

Titad, neskatoties uz dazam aSkotbim. nkromertologiskis pazimes nevar klit
par nutokards Kontrakeyas spejas dekompens@enas preridijumu DKMP slimniekiem,

Abu grupu slimmeku miokarda mrkroskopiskas izmeki23anas rezultan apkepoti 2
tabuldt, Otr)d grupd tha anstdti 16 pacienin bet 3 novérojumi. kas nica no arhiva
scketju materimhem. ttkazslegt.

Abfs yrupiis visos mukroskopiskis miokarda lzmeklefanas noverojumos Iidztekus
netndlam muskulu skiedram ateim&n i hipertroln un atroten KM,

Gandriz vises 1zmeklejumu gadiiumes gan pirmis, gan ofrds Zrupds preparatos
konstutSiam KM degenerdoiju. kuras pakipe plas variga, Lidzas degenerativiim
temainim uka konstatta il nekroce un atsevisku KMC lize. Miokaida biezi bija
sustoparnt stkpercklunn nekrozes apvidi. Pinnajd grupd stkpercklaimas nekrozes bya
sastopamas nedaudz brezak salidzinajuma ar otro grupu. bet pée rezultatu analizes 3is
atikiribas nebia statistiski tcamas (p™0.027. Viend pirmis grupas noveérojuma
miokarda nekrozes perékles tika atrasti kaleija salu depowti.

Vairdk ki pusé gadfjumu stkperdklaina nnokarda skleroze apméram vienddi biezi
t2. tab.} bija sustopama abas pétijumu grupas. Sie mikroperekly. ko piemin ari citi auton
[14. 18] 1r mizvietojoda skleroze. miokarda stkperéklainas nekrozes orgamizacijas
rezultats. Bez Saubam. izteikta mivkarda aizvietojodda skleroze kopuma samazina
mickarda kontrah83ands spdjas. Bet noteikt 1as vispargjo 1etekmi ir diezgan griits
usdevams. ST pazime nevar tkt wmantota (kd redzams no 2. tab.) miokarda
kompensatoro kentrahelanas spéju rezerviu veértéiuni.

Endokarda skleroze pimaid grupd bya sastopama biczik nekd otrajd (p=20.02). Kas
athilst art makroskopiskajiem rezultitem (p,05). Endokarda sklerozes gadijumos tam
plegulosis miokarda dalas biezi tika atzTmeéta KMC atrotija un saistaudu proliterdcija
Bez tam subendekardialas skleroses zonias honstatgja KMC ar lott pahelinatu
skersizmeru un ar izteiktam degencracijas pazimem. Bet statistiski reamu atskirtbu
starp abdm grupdm ar miokarda subendokardidlo fibrozi nebija {p=0.05).

Subendokardialu miokarda zonu pettianas rezuliticm. padt wnantojot EMB
pétdanus datus. ir liela prakitska nozime miokarda Kontrah@ands speju rezerv)u
vertésand.

Yamatojoties uz sirds kreisd un laba kambara EMB petjuniem. tika 1zdaltn un
aprakstio cetrt DEKMP variant [12]: 1y DEKMDP ar mumimalam. 2) degenerativam. 3)
fibrozgjosdm un 4y hipertrotiskim miokarda mortologiskam izmaindm.

Pec musu reglttem datient. miokarda kentrahesanas speju funkconilie radnan
biju labakt DKMP gudijumes ar minmmaiam mortologiskim degeneraiivin parmaigam
miokardd. bet sliktdki - tibroz2josd un hipertrotiskd vananta.

D1ifted intersticija sklereze staususka ticanu biezik tka at/tm&ta pejuma otra)a
vrupa (p<0.01) Satstaudu tuirahs ap KNC s iz8kin izjauce asins Kapilaru sieninas un
KMC sarkolemmas savstarpgjos sakarus. kas savukdrt 1z)auc atsevisku $tnu trobiku
un degeneraciyas atiistthu dz nekrozer [190 200 21]. Kepuma miokarda kentrahésanas
spejas paceminids. Pac lneratfras datiem [L7]. atstarpe sturp Kapildre un KM
surkolemmus virsmam palichnas fidz 10-15 wm,
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Otraya grupd dekompenstrs mwokarda kontrakeyes spéjas del ucami hiezik
(p<0.31) nekd prrma)a grupi tika kenstatdta incersticl s liska tattiecigl B7% un 4%,
aadijurmu).

Tadegjad dittza skleroze un mntersticna tisha miokaréa ir svarigas morfologiskas
pazimes. kas negavi raksturo miokarda kontrakenus spdias,

Analizéjot korel€josas suistihas starp DEKMP slimnieku sirds funkeiondlajicm un
mikroskopiskajiem raditAjienm. kas nka v Ertctas ar puskvantitativ as metodes palidzibu
po {-) lidz (4], vka konstat€ts, ka miokarda KontrahZunds splju pazenundsanis held
meri ir satstita ar kolagéno Skiedru diffzas prolitericijas pukipl. Sos datus daléji
apstiprina arT citu autoru peijumu rezultdi [22].

Kopa ar kardiosklerozi ¥ visu noveérojumu abds p&tijuma grupis konstat&ja
sienkarfu sirds aptaukofanos (2. tab ), kas neteiktd pakdpé an samazina nuokarda
funkciondlds spejas.

Marfologiskas izmaigas hroniska miokardita gadijuma. kas izpauzas ka pereklaina
umtocttu infiltricija mickarda ntersticyd. staustskl team biezdk bija sastopumas
pirmajd grupa {p=0L03). Jadoma. ka pirmajd grupd bya vairdk DEMP slimnicku ar
etiologiskl saistitu, ugrdk purciestu akbtu mokarditu (23], bet otrid grupd  piirsvara
idwpatiskas gengzes DKAMP slimmieki [24]. No literatiras i zaindims. Ka visslikiaha
progiloze 11 pactentiom ar tedzimtu DKMP, bet DREMP slimnickiem ar mickardia
mortologiskam pasimeém prognoze ir méren: shikta [25].

Ka munéts ieprieks. DKMP gadjuma bieZi viend un tar pasd mikroskopiska)a
preparatd ir sastopami kurdiomiocit ar verd nemamam izmera varidcijam: [tdzas
atrotetiem KMC sastop arn hipertrofetas muskulu Sinas. No Lterattnas v zinim
nemmali KMCO izmén - tie ir 10-20 wm [26]. Tapsc. pétot kodolu saturosu KMC
shérsgriezumu diometru. rezualtatus dalijam 3 grupas:

Loatrofétt KMC ar © > 10 pm.

2 nomotroftar G- 10-20 um,

3. hipertrotetiar €@ > 20 um.

Sthjuma pinma;i vrupa atroteio KMC vidépus izmeérs bya 9,10 0.2 um. tadu $dnu

PEttjun 1ajd v troteio KMC vidg bija 9.1 0.2 un. tad
bir 0.9%5 (3, tab.). Nomotroto KM diametrs videji biga 16740, 1 pm. un w daudzums
athilda 38%. Visvairak bija hipertrofé KM — 6124 ar diametru 26,2102 nn.

Orraja grupa videgus diametrs arefetajiem KMC bija muzaks neka pinmagd grupa
un athilda 7,720.2 um. Nozimigl, ka otra)d grupd videjats atrofeto KMCO diametrs byja
-natistisky ticami mazdks nekd prrma)d grupa (p=t.00 D) un to skaits bya 12.8%. kasr
leverojant augstiks salidznajema ar pirmo wrupu (p<0.0U 1), Dinmetrs normotrofiem
KMC bya 16,0102 um un e duudzums — 38.5%. ks 1padi neutikiris no pirntls grupis
radizdjicnt {p=>0.03} Vidgjas jzmers hipertrofiem KMC ouajd grupa bya 26.540.2 um.
salidzinet abas grupas. buuskas atskiribas hipertrofiem KMC nekenstutejain (p=~0,03).
het skaita zina otria grupd 5o dunu bija nozimigi mazak (44.8%) neka pirmaja grupa
(p=0.001)

Petijuma rezultdti parddija, ka mivkarda sarauSands sp@ju dekompensiici)a liela
nozine 1 difuzan kardiosklerozen un mntersticyja tskal, kas samazina KMCO trofiku un
neved pie stnu atrotijus. KMC hipertrofya DKMP gadijumd i kompensators process.
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kas versts uz miokarda sarauiands spgju paaugsunisanu. DKMP pacientu grupa.
kurtem relativi saglabatis miokurds kantrakeijas spejas, nav atrotishu KMC van 1o
daudzums nav vErd nemams. tied pret@)y — sujd grupd prevalt hipertrofetie KMC.
DKMP slimnicku grupd ar mickardidlus genéres strds mazspju tika atzimets lielaks
atrotru KMC skaits un mazdks hipertrofetn KM sharts.

Nepieetesams vetkt talakus peajumus. i noverety DKMP slimniehku mivkarda
surausanids speju kompensatoris rezerves. 1zmekl3jot EAIB materialu. Janoskardro
shaithskds  attecibas  sterp KAIC
subendokardiilugis zonis.

arol@tient. normotrofiem.  hipertretiem

[ tabulu

Visparéjie rezultati un makroskopiska sirds moirfologija DKMP pacicntiem

I, erupa

2

pacienti pée OTST.

Cgrupa - paciend, Rariomiea no miokardrdlas gendres sirds mazsplyas idz O1ST

— " T A —
VispiiTgie dati un sirds I gnipa, 2. grupa Ticama
makromortolodija =44 .n="11 I atikiriba
NTriest un sievietes  skalta atrniceihas ANt Y : 14%: 3 p 0,005

Pacientu vevums 32 3 arskiribu nav
| N

Sirds masa - 651 230 g, ) -

Sirds Kambarn masa
Sieninas biczums labaja kamban
I Sienigas biesus kreisa)d kambard

Endokarda skicroze

Miokarda percklama shleroze

v Trombi Kimbar dobumi
I

A% = 19 ¢
4.0 = 0.0 nun
14,0 =9 0mm
35{530,070)
29163.0%)
G200

4.0 =70 mm
1.0 20 mm
13 (39 1%)

R (300",
143470

|

| arskiffbr nav
utikiribu nav
p = 0,005
P 0,005
P 0005
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2otabidu

Miokarda mikromorfologisko pazimju sastopamibas biezums DK VP

pacientiern. 1. grupa - pacienti péec OTST

2oarupa -

pacientl. kurt nomira no nuokardialas fencézes sirds mazspjas Iide OTST.

I yrupu 2.grupa
Mortologiska pasime Ticama atdkirtba

n=-=4 n=16

TKMC degencricija 44 (100%) | 16(100%)  wiskirtbu nas

KM degorganmeica 37 (844 T{4%Y | p e 001
RMC nekrezes nukroperak|s 36 (2%} L2073%) | p>0.05
Miokarda kaleinoze 1 (2%) 0 p = 0.05
viokarda intiltracija ar mfocttiem | 17 (3994) 2(12%) p < 0.05
Ditiza kardioskleroze 26 (39%) 15 (94%) | p 001
sikperckliuna miokarda skivroze 28(64"0 [1169% p - 0.05
subendokardiala fibrose 19 (439 4¢23% | p~ 005
[ntersticija thska 1% (417} 1R [ p 0.0t
Ylenkarsa sirds aptaukoSanis 9 (20%) 3259 p = U003
Endokards sklerose 42 (95" 19t L p=0.02
Fodokarda trombore 12 (27%) 6(37%) | p =005
Miokarda stko ari@riju tromboze 10 (23%) ¥(50%) " p>00S

3 rabwdu

Atroféto, normotrofo un hipertrofo KMC attiecibu absoliatais
un procentualais aprekins

Cowrupe - pacienn pee OTST.

-
2omupa

pacienti, kurt mira no miokardidlas gendzes sirds mazspdjas 1dz OTST

[ 1. grupa. 2 grupa. Freami
KMC morfologrja ]

n- 1500 ‘ n= 3800 Atskirba

Amofdtic  KMC | 14 (0.9%) 02¢12.8%) p < 0,001

Normaotrofie KMC 570 (38.0%) 308 (38.5%0) p = 0.05

[lipertrotic KMC 916 (61.1%0) ’ 390 (44.8%) p - (L001
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Allotransplantéto nicru
patomorfologiskais raksturojums
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ZP Transplantolegijas un maksltgo orglnu nstitiits,
Scéukinskajas icla 1, Maskava 123182, KRIEVIIA

lika veikta mikroskopiska un imanmortologiska transplantZto nieru Wepsju izpée. Blopsip
matenils tka gemts no 271 rransplantdtis meres. Pionmafd izmekldanas grupd ietilpa pacienti
surt péeoperacijas latka posms biju no rfs méneiiem (fdz vienmm gadam. otrggd grupd  vairiks
par gadu. Transplantétas meres visbie7akd patelogya bija akitta un hromska atgrosam. Tiks
Runsttdn. Ka visheldikars tremes visks i tiesi pinmayan coupal, Pactentem. kuriem pecoperiiciias
periods ilea viardk par gadu. akid atpridana tika konstatéta ievirojami marik. bet viniem
noveéryrd hroniskds atgrisands alilstibu. Tiedi velakajos tunsplanticipas peécoperictjas pertodos
sastopams glomeraloneiris, aikiosporin A etekm@ta netrotoksitite, kK& T e patologijas veid

Ruksturotdjvardi: allotransplantdtas nieres, hroniska, akiita atgridana, patomertologija

PATHOMORPHOLGGICAL CHARACTERISTIC OF THLE RINAL ALLOGRAFTS
There were muade the pathomorphelegical and immunomorphoivaical analvses of 271 rena
allogralt biepsies in the penied tren: 3 months o ene year after renal wansplantation (1 group:
and meve then one year after transplantation (2 group). The most frequent patholoay of the
renal allograft 15 the acute and chronie rejecnon. I was revealed that the risk al acuie rejection
was higher tn first group of pattents. After a vear the frequeney of acute rejectien cpisodes
wus lower, but the danger of development of chronie sejection increazed. In the Tate perio.
atfter wanspluntation the veeurrence of glomemlonephrins, cvclosporine A nephrotoxicily an.
some other torms of pathelogy 15 rather high.

Key words: renal allograft. acute and chronic rejection. pathomoerphology

Podéia lakd el andmi panikurm nieru transplunticijas joma. Kas salstits ar
kirurgisko operécyu metozu pilnverdoionu un standartizaciju. ka wrt labadke


mailto:iiljmsky@transpl.ru
http://anvaIgapVtbstos.lv

Vo Smmerkons, L fffinsko, 1D Govdivlna, 1 Befeckaja, AllotvansplaniCto niern ?E
diagnostku un dazidy sargzenumu velksmigdka drstdsanu [T 20 3] Galvenokar to
nosika  Rliniskajd praks® lesarstiie imilnsupresivie preparit (ciklosporing AL
monoklondlas antivielas v un athilstoal — undisupreshvils terapijas pileveidogana
[4. 5. 6]. Tomer liels w risks transplantitu disfunkerjas autsttbas, ke var izrasit dazidi
sarezetiumi [7. 8.9, 10]

Lidz $im ir un paliek aktudls jautajums par ranspluntita dzivitdz pec operdeyjas
[11.12]. Risinot 50 problEmu. svarigh ir skuidr zindt transplantetds nieres disfunkeijas
femeslus. So sarezigumu eticlogijas un patogenézes  davdzvendiba nosaka
nepieciciumibu 1zvElEties atbilstodu preeju un metodes s koreheya.

Visobjekfivak wmformiciju var iegdt. pamatojoties uz punkeyu bropsiju (PBj un
ghiomransplantetas lha nieres (ATLN)Y morfelogisku petsanu [13. 14, 15]. Tade] &1 darba
merkis bija patomorfologiski un imanmorfologiski pétit ATLN komplikaciju raksturu
unt biezwmu velind pecopericijas penoeda.

Materiali un izmekJesanas metodes

[zmeklefanas materials bija 271 ATLN PB. kas tika panemtas 254 pacientiem — 171
metim un 64 sievietem. Videjals sieviesu un viriedu vecums bija apmeram vienads —
3 eadi PBtika veiktas vatrik nekd uls mEnesus pée operivyas. 239 pacientiem PB
pka veikta vienu retzs, |3 gadijumos @ uka atkarota, bet 2 paciention nemta tris reizes.
Visu materidlu sadalydm divis gruplis. Pirmiejd grupd tetilpa transplantitn PB, kas
ferdias no shimnickient. kuru pécoperacyas laka posms bija ne s ménestem lide
vienam gadam. Qtrajd grupa tika ieklautias to tansplaniitn PBL kas fuikeiongje vairak
par madu, Muksimalas transplantiita vecums biya 105 vadi.

A
~
Al

Matenils ik weuldits parafind. griczumu brezums 4 pim. Kriisodanas metodes
hematoksilins un coring, PAS reakeija un Kefisofana pde Muassona metodes.

Kvalitativa un kvanttativid ATLN patologijus vertésana bija stundartizéta un uka
verkia, pamatojoties uz Sanaff klasifikactju [16. 17].

No otra neftksEtd bioptata fragmenta kriosiatd pagatavoja scriveda priezumus
5 yum brezuma un apstradaja tos or trufa antvieli uz [eGo Mo AL C3 un fibrinu [18].
Kopumd@ ar imunnworfologiskam metodém uka petitas 92 PB. Preparatus skatjas
luminiscgjesda mikroskopd Laborley § {(Leica), 400x, 630x0 1000x panelindjumi.
Imammorfologiskas reakoyaus pukipe tika son@ta ar puskvaniiativis metodes
pafidzibu, subjektivi nosake: fluorescences intensttan: negaiive reakena (-1 vap (1-4
videp (2-) un augst isteikia pakdpe (3-).

Pétijumu rezultati un diskusija

legltus matendals  tike sadalits 2 grupds. Punuga etilpa pacenti. kuru
pieopericijas Jaika posims tlga no nls menesiem Ndz vienam gadam, otrju grupi
vardk par gadu, Petijjuma rexultdtu analize parddia, ka abis grupds imnsplamin
distunkeijos tentesls hija dusdda veida putologijas (1. tabulay, Vishiezakas sarezgiums

’

biia hromska atgrifana. kas videp athilda 28.7%. Stnstishy neam (p<0.02) &1
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patoloinju retdk sastopama dz vieram gadam pgc operdcijas (Lpr. — 30.1%) un biezik
- pée viena gada (Zogr 49.9%),

Akltas tremes krTzes risks nav zslédzams art véling)a pécoperﬁcii”ﬁ periodd [19].
Sajd petjuma ak il atgridana ticami biczik (p-0.001) tika konstatéta pirmaja grupa -
31,0%, salidzinot ar otro - 1), 8%,.

Veling a pecoperiicyjas perioda ATLN distunkeiju var saistit ar? ar glomerulonetrita
veidosanos. kura attistihas biefums  vidéj atbilda  16.2%. Glemerulonefrita
sastopamibai stanistiski teamu atskirthbu pa grupam nehija (p>0.05). Saj3 darbi netiek
apspriestuas histelogiskas glomerulonefrita fonmas. tas ir ngkama pelijuma uzdevums,

Prakuski lou svarfga ir savlaeTga ATLN disfunkeijas diagnoestika. ko izraisa
ciklosporina A toksiska iedarbiba. Se patologijas veidu atklajam pirmis grupas P13 —
13.3% un otras grupas PB - 7.0% gadjumu. Ticamu atikiribu starp grupim nebija
(p+0).03).

Abas pétijuma grupas gandnz ar vienadu biczumu (6.2% un 6.3°%) tika konstardia
patologa. kas pee Baafr 97 klasifikacnas identificejas ka ATT.N hroniska nefropatia.
Sajd gadijumi PB tika diagnosticgti intersticija sklerozes pergkii. nieru kandlinu un
kamoligu atrofiyja. Akdte atgrudanas puzimju - izteiktas mtersticyja mononuklearo Stinu
infiltrdcyus, arteryu slenipu - aktta arteritta un saglabajufos kan@ligu sieninu
iimfocitiro Stnu infiltricijas. tubulTta - nebija. Nebija ard proliferativd endarteritta ar
artéryas Tmena diametra saSaurmadanos. kas e raksturfeakil hroniskas atgradanas
pazime |20, 21.22].

lespejannt, ATLN hroniska nefropiiuga ir iminas un newnduas dabas agrik
pirciesta patologiska provesa (ar latentu. subklinisku guitu) betgu stadija.

VElTnaja p2eopericijas periodd tika keonstatétt retdk sastopamic patologiju veidi,
kas tika apvicnotl viend grupd (virusu infekeyas, intersticiilas nefrits, citostatisko
prepariitu izraisitn (Kapodl sarkomas padfjum) netropitija, nesksidras gendzes
glomerulopitya un  tubulopatia, we). Tadas komplikicnus konswuatgtas 27
noverojumos {10% no kopeja skatta).

VEInd peeoperdciju periodd ATLN visu veidu patologias gadljumes tika
konstateta duzadu kladu imunglobulinu fiksdopa. videqi §8.0% (2. tabula). Visbiezak
imanglobuiu tiksﬁci'u sustop ATLN akuotds atgradanas (95,7%9%) un glomerulonefitiu
vadijumos (93,8%), nedaudz retdk - hroniskas atgrianas {89%¢) un ciklosporina A
nefrotoksitates gadijumoes (84.6%). Bet tcamis atshuthas starp mingtajdm patologyam
byja statistiski nenozimigas (p=0.05).

Retdk sastopumo patologiju grupd sminglobulmu tiksfcya uz ATLN strukt@rdm
parddijis tikal 66,70 (2. wbula).

Bie7l tika konstattta iminglobuling tiksacija uz ATLN strukturdm akitas un
hronishas atgrisanas un ard glomerulonetritu gadijumoes. Tas v izskatdrojams ar So
sarezgfumu patogenézes imurologsko dabu [230 24 Murak saprotama ir biczi
Lonsuurgiamd imungiobulinu fiksacija ciklosporina A nefrotoksitates  gadljumi.
Jadoma. ka vargw bt divi tespgjanue skawdrojuma vacianil,

Pirmkart. ciklosporina A nefrotokswatt bes histoleogiski atrodamas akiitas
atgrifanas pazimgm varfiu esaukt atgriianas humoralie faktort. par kuriem liccina
imanglobulimu fiksdeya uz ATLN strukturdim. kas tiek atklata ar imunologiskam
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metodem. Crirem virdiam, ciklosporing A nefrotoksudtes mortologiski wzpausme
suskun ar akitay atgrusanas hwmoralas fommuas irpausmem.

Orrkart, lespejams. tiedl alterdeija aiklosporing wksiskds redurbihas @) aknvizg
bojijuma imanes mehanismus. ko mortulogisky var redzer kit iminglobulinu fiksaciju
uz ATLN strukturam.

Velind pEcoperdciju pertodi visos patolagiju vartantos tka konstagt 3 veido
sminglobulint — Go M un A (3. tabula). Ja ir akita atgriiSana. imanglobuling G un M
wustopami biezak neka mmunglobulins A ar tcamibu p<0.0C¢1 un p<0,05. Hromskas
creridanas gadijuma tapat inanglobulim G un M ks konstatet daudz biezak. neka
iminglobulint A (p<0.01}). Citiem patologijas variantiem konstatétls atskiribas nebija
stutistiski ticamas (p>0.03). JaatzImé. ka transplantita glomeniionetfrita gadtjumos Tpasi
biczi tika konstatdn A klases imdnglobultni, Visu vanantu patologijas gadjumos G un
M klases imunglebulinu fiksacijas bie?uma atikirtbas nebija statistiski ticamas
(p=0.05).

Tatad pecoperaciju perioda visbiezaka ATLN patologya bya akiita un hroniska
argrizana. Pecoperacijus latka no 3 ménediem 11dz 1 gadam saglabijas liels akitas
atgritsanas krizes risks, bet posmd p#e | gadi tus ncam samazinds, bet palielinas
hroniskas atgriiSanas risks. kurd Liela nozime ir antivielam [ 25].

VElina pecoperacje perioda hiezi anttstds glomerulonefrits, ciklosporina A
nelrotoksitite un hronska transplantdta nefropiuga. Jdievéro. ka bez 1eprieks
minélajam. visbrezak izplafitakaam patelogyam kitnicist un morfologi var sastapties
woiar eitdan retdkam ATTN komplikicyam.

1 tahuilu

Dazadu ATLIN veidu biezums

) | grupa ’ 2 grupa Ticumtbasx Kopa
Histologiska diagnose [
n=113 n=13§ atskirtbas n=271
AkQta atgrisana 35 (L0%0 17 (10.8%)  p<0.00] | 52¢192%) |
Hromiska atgrufana 34 (30, 1% | 7| (44.9%) i p<0.02 1835 (38.7%)
Glomerulonefrits UL 301965 pe005 | 34(16.2%)
Ciklosporinag A nefrotoksitite 13(13.3") 11 (7.0%) p=(.03 26 {9.6%)
Hronisk3 neirepalija T i6.2%) 1O (6.3%) pQus 17 (6.3%

Ciias patologijas 9(7.0%) | 18(114%) | p=005 27 (10.0%)
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2 tabula

Fiksétu imanglobulinu noteiksanas bieZums atkariba no PB ATLN
patologijas vélina pécopericijas perioda

Ie o
Histologiskd diagneze
absoltitie procentos
[
Hromiska atgrdSana  (n=28) 25 ! 89,0 %%
Aklta atgrisana  (n=23) 22 95.7 %
Glomerulonefrits  (n=16) 15 3.8 %
Ciklosporina A nefrotoksitite  (n=713) 1 84.6 %
i Ciy patul_(;giTi;: veidit (n=12) 8 667 %
Kopuma: 92 81 TORR.0 %

3. tabulu

Duzadas klases fiksétu imunglobulinu noteik3anas biczums, C3
komplementa komponenta un fibrina PB ATLN vélina pecopericijas periodd

L Histolodtskd diagnoze e G ‘ lg M

lg A

C3 kemp.

Fibrins

Hroniska atgriidana

(n28)

2L4730™ 207140 L0135 70)

22 (78.6%)

19{67.9%)

m-23

AkRDta atgriizana

(n—10)

Glamerulanefrits

' 19082.6%,0 | 15(653.2%) | S134.8%)
’ 13 (81.3%0 1 14 (87.5%) | 10 (62.53%)
1

17(73.2%)

14 (00 5%)

I13(81.3%0)

12 (75.0")

Ciklosponina A
nerrotoksitie

(n=13%

(n—1i2)

€1t patologas veidi

60.2%) BB | 61

9 (69.2°0)

; 16 176.9%%)

; G000 B(667%) 4

9 (73.0%)

9(75.0%0)
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Baktériju un candida gints sénu asociacijas hroniska
tonsilita pacicntiem

Sergejs Isajevs (3. kursa students)
Latvias Universitates Medicinas fakultae

Sarlotes teta 1, Riga. Latvipa, LV 1001

The microtlars of palatal tonsils were seudied in 50 patients with chimeal svoptoms of chronic
sonsilhins, The patients were subdivided o three age groups. Tn the tirst group (e 20 yvears
old) and in the second group (frem 21 10 40 vears) maily grain positne flora were toud
(93,3 and 86,7001 In the third group gram-posisive microurganisms were found in 39.06%,
and toere was a high lesel of gram-negative microorganisims,

The antimicroebial susceptibility testing showed that solated strairs wore resisiant o min-
mart of two out of six used drugs. According w the effecuve action of somue alternati e dnugs
10 IMicroaTganisms in vitre we rccommended usage o e tree ethercad il and SunSmile for the
treatruent of chronie tonsillitns,

Raksturvardi: mukroorganiznu. rezistence pret antimikrobiskancm prepacdtiom. alternalivas

viclas,

[evads

CilvEka patolog)a bitiska vieta ir hroniskam tonsilitam, STslimiha ir pladt sastopama,
pleméram, pec bému otorinolaringeiogu datiem tds Tpatsvars ir [0-15% no visim LOR
organu saslimsanam (Marilla. 2000, Nue mnagean, 2000) Hroniska tonsilita kliniska
gaita ir variabla, novere gan renusijas, gan recidivus. RakstueTen, ka slimibas laika
arganisma imunitdte var uke pavapnata. kas predispond tlaku imfekeijus tzplatiSunos
{Brundizueg. 1993), Smagikes gadiumos mfekelas persistences dél var bt put
nepleciefama tonsilektomiza, Somya tas videus biezums irap 8% (Maiiflu, 20010,

Hromiska wonsiltta erosindtan r dazadi. Monomfekenas sisbiezdk ierosima
streptokokt un stafilokoki = 5 progenes un S0 awrcws, kas var kombingties ar cildm
haktéryjam. pieméran. H. nfluenzae. M. caturvialis, Fusobacrerivm spp. Provorella
spp KA an séndm. preme. O albicans (Brook. 20010 Manolis 1997 Zalzal, 1993).

Svarigl atzimet. ka shimibas procesa atttstibié piedalas wim organisia normala
mikroflora (Schacchior. 1993). Vishiezik nosacitt vesaiu cilveku mandeles kolonize sadh
mikroorganismit: anaerebie streptokokr. hemolitiskie un vindans streptokoki. neiseryus,
koagullzes negativie stafilokoks, lakto- un kornnebakieras, retak S awrens. enterokokd,
s&nes {Brook, 2001 Fugimori 1997).

Bakteriju szcelsmes hromska wnsiltta arst@iand Heto dazddus antimikrobiskos
preparatus. Musdienas 81 terapija Kuvust problematiska. Pirmkast. paliehnds pocientu
skatits, kus nepanes antibiotikas, bet, otrkart un ralvenokart, sukard ar to. ka vewdogas
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mikroorganise reZistenee, tiad izplatds peliresstenn celmi. kas ir nejutigi pret biezi
letonem amunikrobiskiyient preparitiemn (Ligfe, 1997 Sakard ar to pédéji laki akiudls
Ir Kiuvis jautajums pusroalternativas terapyas [idzek|u mekigtanu — [Tdzeklu, kas ir
muazteksiski un b blukusparddibim (buporcn. 2001, Sida tipa vielas ir. plemé&ram.
augu tzeelsmes prodektn Tautss medieTnd jou sen rekomend@ lictot eikalipta lapu
chstraktus, ki an no auglem 1zdalnias aromiuskas eteriskas eflas lokdlo 1ekasumu
arsicsanal. Zinainiska So vielu wzpcte. tard skaitd antibakteriala mehanisma un spektra
izpéte, sk tkm 20 gadsiu oragd pus@ un nav vel 1idz sim pabeigia (Bansopex.
1995 Mypassesu, 1978),

Muisu petjjuma merkis bija:

[} notertkt bakidriu un Cendida gints senu sastopumnibas spekiru un biezumy

hromsku tensilite pacientiem.

2) noteikt 1zdaltto bakt@riju jutibu pret antimikrobiskajiem preparatiem,
3} parbaudtt altermativo Tdeek|u 1espClamo wnhibgjodo efektu uz mikroorganismu
augianu im virro.

Materials un metodes

lzmeklejomus materials tka nemts Veseltbas centrd “Plavnieki™ Dr. Romanovskas
vadiha no 30 pacientiem. kuricm bija hroniska tonsiTta simptown shimibas vzliesmojuma
faz¢. Vist pacientt nosuctti tika sadalitt tres vecurna grupas:

11 Iidz 20 oadu v ecumam,

2} no 21 Tide 40 gadu vecumanm.

3 wveeak: par 31 gadu.

Matenila mikroskopiska un bakteriologiskd 1zmekledana uka veikly Trauma-
tologijas un ortop&dijus shmnicas bakteriologijas luboratorya. Lat izdali tirkuldru,
nuteridiu uzsdja uz barotndm péc tis svitru metedes {Zilévica, 2000). Tic mikroorga-
msmi, kuru sugdanas mtensitite bija liela. t1. parsniedza S0 kolenyas. tika vzskattu
par iespejamiem procesa icrosinatajem. Tika zmantotas 3adas barotnes: asins, Ende
un sals agars, k3 art kandidu hromagars. Jutibas notetkSand pret antimikrobiskajiem
preparaticm zmantojinn standaciizGu agara diska metodi {NCCLS standartu. Letojor
BBL diskus uz Millera Hintona agara). Grampozitive mikroorganismu gadijuma
remantojam penicila, oksacina. vankomicna. trunetaprima. gentamicing un entro-
micTng diskus, bet gramnegativo mikroorgamsmu gadjuma klindamicing. tuzobaktiama,
gentamicina. hloramtenikola. ciprofloksacina un imipenema diskus. 8 aurens identifi-
kiacyar tika izmantola virkne konvencionilo metozu, ka arl Staph tests (salslinas
koaguldzes noteikiana). Citu mikroorganismuo bioktmiskal identitikacijai stradajam ar
Crvxta! datorsistémas testiem ( 1.shéma).

Darbd tika 1wzmoamtotay $adas dabigds izeelsmes antibakterialas vielas (s
alternatiy s vielas): 100% un 30%q 13jaskoka Steriskd olla, elkalipta lapu un Islandes
kérpya tddens ekstrakls, Snecrar (sastiv no diviem arstnieciskiem augiem - stevijas
un krizantémas). SeaSeole (multikomponents drstniecisku augy ekstrakis), pienenes
sahnu tdens ekstrakts un 100%, piladzu sula.
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[ shému
Tirkultiiras izdaliiana
'y mikroskopiska
21 bakteriologiskd izmuekl3iana

Bakterioskonija

/

prars s n

\ 1 '
‘ N pan Itmzdu!u barotne

\ J \ Staphitests

Bakterioskupiji

Sunid Lasdl Kutafdzes tests
a-Kenglera videiy Unsldizes testy
indulz tests

Crystal datorsistéma

Visas vielas bja ripnieciski pagatavotas. izgemot udens ckstraktus, Tos weguvam.
varat drogas plecas mindtes. péc atdvesdSanas nokdSer So vielu iedarbiba tika
testéia, lietojot gun standarta mikroorgausimuo kultiiras (5 aureres ATCC 25923 un £
colt ATCC 25992), gan ne pacientiem 1zdalitus stafilokokus, streptokokus un Can-
dide gints sénes. Lar noveérofu vielu tedarbibu vz mikroorganismiem in vitro,
wzmaniojam disku metodi — ¥mrm papira diskus piesiicind)am ar atbilstoiu vielu un
uzlikdm uz uzsejuma, kas pagatavots pee standartizetds metodes. Mikroorganismu
suspensiju koncentrdeyd 0.5 vientbas pec McFarlanda skalas uzsejam uz Millera-
Hhntona agara. Pec 10 min. uzhkam disku

Uzs€jumus inkub&imm termostatd - grampozitivo mikroorganismu gadijuma 35°C
un gramnegativo inikroorganismu (enterobaki@riju) gadijuma 40°C. Repuldte vertgjam
nac 24-28 stundam.

Rezultati

No izmek!@tajiem materialiem kopa tiku 1zdalas 67 mikroorgamsmu kultiras,
Dazadu vecuma grupu pacientu dau tka analizett atseviski
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[7calTio mikroorgunisniu sastopamibas spekirs un biezums ir at@lots 1. tabuld.

Pirmigd vecuma grupa tztetkt prevaleje srumpozitivi flora no zdalids 21
kultdras tikai viena bija gramnegative niyinu kultdra — Fscudomonus aeruginosa.
Visbieziik 1edalijam statilokokus. tos atradam 11 pacientiem. No tiern — 6 pacienuem
zdaltjds S wirens monokulitirz, 3 pactentiem noveErejam stafilokoku un streptokoku
asoctaciu. bet bt pacientin noverojm stafilokoku. streptokoku un Candide gints
SO GS0CLdCI]LU.
vecuma Emupi preving)a grampozitiv i nmukrovrganismi. Devipiem pacientiem 12dalijdm
stuftlokokus, no tiem frim bya S aerews monokultlira, pargjlem statilokoki bija
asociivna ar streptokokiem un vor O wfbicans. Streptokokus 1zdalijam devigiem

Nootrdls grupas pactente materidla izdalljdm 19 mitkroorganismu kultfivas. Arf daja

. tuhula
Mikroorganistrru sastopamibas spektrs un biezums hroniski tonsilita
pacientiem pa vecumna grupam

.- LMma erupa 2 vecuma Qrup‘d 3.veouma grupa
L ¥eCuMma grupa - o=
: A pa (no 21 Iidz 40 {vecdki par 41
Mikroorganisms {Tidz 20 radiem )
§ I gadiem) gadu)
kopa L5 cilvek Cin Uy g
kopa 13 cilveka kopa 22 cilveki
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pactentiem, turklar Cetriem ue bia ka monokultira, bet par@jiem — asocideya ar
ctaftlokoku {trun pacientiem). gramnegativo ngjinu (vienam pacientam) un ar
stafilokoku un kandidu ivienam pacientam). C efbicuns kopd izdalljam diviem
picienten.

Tresajd vecuma grupd. ti. gados veclkajiem cilvékiem, kopa izdaltjam 27
mikroorganismu kultdras, no tim devinas bija gramnegativo baki@rju kultlras.
Stablokokus tzdaljam sedtem pacientem. tadu ki monokultiru tos atradam tikal
vienam cilvekam. Streptokokus zdaljdm no 10 paciente mateni@la, tie parsvard bija
asociicas ar stafilokoku. C afbicans 1zdalfam no divu pacienta materiila.

Ka redzams, $aja vecuma grupa. selidzinot ar jepriekigjam, izdalfjds daudz
cramnegativo bakieriju, to vidd bija £ coli (pleciem pacientiem), K premonice un
P avruginosa (diviem pacientiem).

Biuski, ka astoniem pacientiem Sie mikroorganismi tika izdalitl monokultora.

Visam izdalitajam bakteriju kultirdm tiha noteikta juliba pret annmikrabiskajiem
prepardfiem (2. tabula). Gan grampoztivo. gan gramnegativo mikroorganisimu gadijuma
tika Lietotn sedt dazadi preparat,

Antimikrobisko preparatu jutiba tika notetkta 20 statilokoku. 16 streptokoku un
12 gramnegativo ndjmu celimiemn.

K& redzams no 2. tabulos datiem. daudzas no stalilokoku kultlirdm werddija rezis-
tenet pret vairakiem antimikrobiskajiem preparatiem. Vist statilokoki bija jutigi pret
vankomiciu un vksacilinu, 14 statilokoku kultiires bija jutigas pret gentamicin 12 —
pret eritromicinu un tikai 4 pret penicilinn, Tatad pret penictiinu bija jutigas tikal
20, bet pret erttromicTnu — 60%% statilokoku kultdru.

2otabulu
Mikroorganismu jufiba pret antimikrobiskajiem
preparatiem (jutigie celmi)

0 Gr koka

| Ajtimikrubisko prepardtu | Stafilokoki (kopa 20 ccimi)ﬁ S‘}trcp_tokoki (kopa 16

diski | celmi)

 Peniciling i 3 (0% ' i4 (87.5%)

I Oksacifing ' 200 (100% ) I 5 (50%)
Vankomicins : 20 (100%0) | 16 (100%)
irimetoprins 050y ! 4 (25%) :
| Gentamizing 14 (700} ) 6 (37.53%)
Lritremicins ‘ 12 (60" C L E75%)
by Gir” nGyinas

Antimikrobisko prepardte disk Jutigas Gr' nijinas (kop& 12 celmi) :

i Klindamicins I B
' Tacobuktims _ 5 (41.67%0)

' Grentamizedns | 9 (75.6%)
Hloramfenikols 1 B (30.0%)
Criprofloksacing ‘ 10 (853.33%)

Lmipenecims i o 1H191.67%) i
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Kas attiecas uz streptokokiem. visas mikroorganssmu kultliras bija jutigas pret
vankomidinu. 14 pret penicilinu, & pret trimetoprimu. 6 pret gentanucinu un 14 pret
eritromigmuo.

Gramnegalivas bakterjas (£, eofic K. prenmoniac. Poaeruginosa) bija jutigas pret
imipenemu {1 1 kultdras). samazindta jutiba beja pret ciprofloksactnu (10 kultiras), pret
tuzobaktQm (3 kultiras), pret gentarmcinu (9 kulttieas), pret hloramfenikolu (6 kultiiras),
Neviena mikroorganismu kultiiva nebija juttea pret kindamictou.

Darbu turpindjumi. izmantwjot 11dagu metodiku. parbaudiim altermativo lidzeklu
iwtekmt uz mikroorzamsmiem i vitro. Par vielu darbibas etektivitan spriedim peée
inhib&jo#ds zonas lieluma. lzmantojim asionas vielas un triju mikrogrganismu sugu
(S aurews. £ coli un C. athicansy 27 kultiras. Pée misu noverojumienn, visefektivak
darbojas SunSmile $hidums - 1as darbejds pret visam parbauditujam kultdrant. pie tam
zonu diametrt bya visbieldkie (80 awrewy 1442183 nun. £, cofi 23,4:0.85 mm un
Coalbicans 27 80+-7.8 mmj.

Labs darbibas ctekts bija arT 100% t8jaskoka éteriskajai ellal (S, vwrews 17.4=1.84
man. £ cofi 1622142 mm un C. albicars 23,41 21.2 min). tadu jau 30% ellai nebija
novérojams cfekis uz £, eoff augianu. Seectar, etkaliptu lapu un Islandes kérpja
tlens ekstrakts darboias pret mikroorganisnuem lidzigl, bet zonas bija vide)i liclas.
PYladzu sulu darbogas tikat pret S, awrens un C. albicuny, tadu tal nebija etekta pret £
coli. Nettka konstatéta pienenes suknu Gdens ekstrakta ledurhiba uz mikroorganismu

augsanu.

Diskusija

Pétot hrontska tonsifin etiologiju. konstatjim. ku ir sastopama zinama korelacya
starp slinthas werosinatiyu un pacienta vecumu. Joundkiem (iidz 20 gadu vecumam un
no 21 [z 40 gadu vecumam) pacientiom parsvard sastop grampozitivos mikro-
organismus (93.3% un 36.6%). tadu cilvékiem p&e 40 gadiem 1o bija tikai 39.09%,
savukart bieznwzdalijas gramnegatnvi flora — 40,9 gadijumu,

Petiiums parddijis, ka joprojdm ka tonsiltta lerosimatajl visu vecumu pacienticm
svartgl ir streptokekl. t3tad tie sastopanu atbilstedi vecuma grupam — 479, 69%% un
40.9%%. Sie dati lidzinas 1999 gada publicetiem datiem par streptokokiem ki vadodiem
mikroorganismiem tonsiiita izcelsme (Berkovizch, 1999). Literatdra sastopami art Sadt
streptohoku sastopamibay brezuma rdditap gados Juunikiem slimmekien: 63%
{Manalts, 1997 un 61.5%0 (Muetwanunaa. 20003

Kas attiecas uz stafilokekiem. pge misu datiemn jouniem cilv8kien tos sastop 73%
vadTjumu, kas u par 10-15% vatrdk. neka hteratiird parasti mingts, savukart slimmuckiem
péc 41 gada vecuma statilokoku sastopamibas biezums ir par 12-35% mazdks (Gursia
Callejo. 1997).

Raksturigl, ka treSap grupd loti biczi tika izdalitas gramnegativas bakterijas
(£ cofi, K. pneumoniac un P aeruginosa). SUsitedciza var tikt skaidrota ar imiings
sistémas funkeyas nemaksanu, bekt@riju migrachu un slikto mutes debuma higignu
(Brandizaee, 1995

o
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€. albicany sastopamibas biezums bija 13.6%. kas atbilst visparpiepemtajiem
azskatiem (Muporoe, 2001). Cundide sénu trplattha bie vien ir salsiita ar
nekontrolétu antibiotiku lietosanu {Ferrar. 1986 Kua, 1997).

Parbaudot  mukroorganismu  jutibu  pret  antimikrobiskajiem  preparatiem.
quskardrojas. ka vist izduline sreptokeki un stalilokoki bija jutigi pret vankomicinu un
oksacilinu, kas 1r epidemiologisks nueannigs fakis, Tadu gan sireptokoku. gan
sraftiokoku vida rezistences parddiba ir ieplattta - 1zdaline celni bija nejutial vismaz
pret diviem no sestem lictotem antimikrobiskajiem preparatiem. 81 situdcija var tikt
skaidrota ar to, ka biezi vien pucientt pinns laika plrtrauc preparatu lietosanu va
vintem tiek ordingta viela. pret kuru mikroorganison nay jutigi.

Mikroorganismu rezisiences mehfnisma pamata ir izmainas genctskaja lnment un
iziurigiko mikroorganismu celmu selekeija (Schaecheer. 1993: Zhow, 2000}.

Streptokeku infekeiju arstesuna biezi lieto perucilinu, eritromicinu un gentumicinu,
analizéjot streptokoku jutibu pret Siem preparatiem. konstatéjidm, ka [2.5%
«reptokaku nebija jufigi pret penicilinu. Sie rezultat atbilst vairdku autoru petfjumu
datiem par to. ka streptokoku populaciji rezistence pret penicilinu varié starp 5 un
13% (Bergman, 2000: Block 1992; Mvsal. 2000).

Tadi past dati iegat art attiectba pret eritromicinu. Pret gentamicinu nebija jutigi
62.5% streptokoku kuliiru. Tatad vismazaka rezistence streptokoku vidad bija pret
penicilinu un ertromicinu.

Stafilokoku intekeiju arstgsanai biezi hieto eritromictau. gentamicinu un oksacilinu.
Jaalzimé, ka pret penicilinu bija nejutigi 80% stafilokoku. bet pret eritromicinu -- 10%%6
siatilokoku. savukant pret gentamicinu byja nejutigt 30°4 stafilokoku. Lidzigt raditay ir
2l citos petqumoes {Quentin, 2001). Tatad var sceinit, ka vismazaka rezistence bija
pret oksactlinu un gentamicinu.

3 tabula
Alternativo ltdzeklu ietekme uz mikroorganismu augianu
(puradits preparatu auglanas kaveodds zonas diametrs mm)
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Prer gramnegativigiem mikroorzanismiem visicdarbigakais izeddijas unipenems.
pret o bija jutign 91.67% 1zdalie kuliiru, Suvukart rezistence fika noverota pret
lazobaktdmu. hloramtenikolu un gentamicinu, kas varicja aptuveni sturp 13- 42%.
Lidzian dan ir ard citos p&tjumnos (Fuzenlehner. 2002),

No pirbauditajiem alternativajiem lidzekliem vislabiakos rezultitus uzradija
tejuskoka eteriskil ella un SunSnarife. 100" (Eiaskohi Sterishajai ellal bija labs efekls
Tan uz N aureus. gan uz £ocofio van uz Calbicwis. SunSmile bija Tpasi edarbigs
pret gramnegativigam bakteriim

Musu paijuma dati apstiprina Sevigma kliniskos novErojumus { 1999) par to, ka,
bErmem ar hronisko tonsilofaringttu inhaldcijds letojor arematisko Sterisko ellu, var
uzlaboties faringoskopiski aina, samazindsies rikles hipergmija un tdska, jo $tm vielam
bija konstardts nukroorganismu augdanu inhibéjosals efekts in vitro,

Tatad. masupriit, par perspekiiviem alternativas terapijas [Tdzekliem var tikt
uzlukott t&faskoka cteriskd ella un SwnSmile.

Secinajumi

I3 Hroniska tonsilita ierosindtaiu sastopamibas spektrs un biezums atSkiras
dazidis vecurna grupds. Par visbieziko tonsilitu ierosinitaju uziikojami
streptokokt, tam seko statilokoki. bet slimmickiem péc 41 gada vecuma paradas
art gramnegativo mikroorganismu lerosiniti procesi.

2y Bakterijus. kas tika izdalnas hromiska tonsilita pacientiem. ir nejutigas vismaz
pret diviem no seitem lietotiem antimikrobiskajicim prepardtiom,

3y Piarbaudot alternativas terapijas 1idzeklu ictekmi uz mikroorganismicen.
konstatdjam. ka vislabikos rezultatus o viero uzradija t&ushoka teriskd ella
un SenSmule. tipec tos var uziokot par perspektiviem alternativis terapijas
Itdzeklicm.

Patciciba

Darbs tika veikts protl AL Zilevicas un L Papmon vadiba, Pateicos Veselibas cen-
tra ” Plaviueki” otentrolaningoleser J. Romanovska par palidzibu darba tapSanas gaili,

Darbu fmansiili atbalstija a s RSK un a’s ~ Baltijas tranzTtu banka™.

Kopsavilkums

Cilveka patolugljd bitiska vieta ir hroniskam tonsilitam. Pgc b&rmu otorinola-
ringologu danient. slimibu sastop 10-15% no visam LOR organu saslimsanan.

Lai nozim2tu adekvatu terapyu. ir nepieciedama preciza nukrobiologiska
diagrostika, jazina iorosinaid)s un ta jutiba pret antinukrobiskajiem preparitiem.
Bakieriologiskr tka izmeklet 50 pacientt ar hroniska tonsilta stimptomiem shimibas
uzplaukuma 32, ledaltagiem bakteryu celmiem uka noteikta jutiba pret virkni biezak
lietote antibakierialo preparita. Salidzindjumd izvEngjam arl ts alternativo [wdzeklu
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retekmi uz mikroorgamsmu kulthram. Rezuitat paradya. ka raunikiem alvekiem
hronisku tonsilitu parsvara icrosina grampozimie nukroonzaiismi, bet pée 41 gada
vecuma 1o sastopamibas biezums krusi samazinds. turpres bz ir konstat@tas
sramnegativis bakt@rijas.

Visi izdalitie nmukroorganismu celmi uzradija rezisienct pret diviem no sesiem biezak
lerotiom antibaklerilajiem preparatiem.

Nu alternativajiem lidzekliem vislabdkos reeultdtus parddija t&jaskoka 8teriskd elja
un SunSmile.
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Plazmidu konstrugiana, kuras satur HTLV-1 provirusa secihas un kas ir pielietojamas
virusa replikicijas inhibicijas petilanai

Viena no daudzsolosaka)am metodém efekiTvas pretyvTrusu terapijas 1zstridé ir specifiska genu
ckspresijas kavéiana ar antiinformacijas nukleinsk3bam. Darbd ir aprakstitas plasmidas, kas
satur HTLV-1 LTR U3 rajonu, klonetu informicijas un andinformmacijas virziend attieciba pret
promuoteru, ki an plazmida, kas satur HTLV-1 [TR 3 seetbu bez promotera. Sida veida
pliznidas bija konstrugtas ar divu veidu selekujos g8aiem: peo un gfp, kas vienkiario wevaditas
virusspecifiskas informacijas detckeiu 30n3s. Konstrugto plazmidu revadizuna £dnis bija
melictotas daZadas transfekeijas metodes un parbawdita levaditd markiera géna ckspresija
rransfecglajas Sunds. Labakie rezultdtt bija iegln ar jauno, uz elektroporicijas metodi barsto
rukleotekeijas metodi. Saltdzindjumad ar standana clektroporieijas metodi td uzradija augstaku
transfekeijas efekuivita ar vismazako sinu bojajumu. Parddits, ka visas legltas konstrukeijas,
tevadTtas MT-2 un Ra-1 sanz@s. bija funkciongjodas, 1adejadi anvienlojot transfecito Sinu
selekeiju pee tevaditd markiera géna. Ligtojol Vero §Unas. parddits, ka visds icvaditajas
konstrukends selekeijas géni netraueé ne informaicijas. ne antunformacijus HTLV-1 LTR U3
seetbu ekspresiju. Tegitie rezultaii liecing, ha visas selekeijas gdnus nesodas konstrukeijas ir
niclietojamas atrakal un efektivakal mérka Zendtisko materidlu nesoso $4nu atlasel turpmiakajos
HTLV-1 antiinformacijas RNS virusinhib&os8s darbibas péjumos.

Raksturvardi: HTLV-1 vituss. replikdcijas nomaksana, plazmidu konstrugsana. pretvinisu
leTapiza.

Introduction

Human T-cell lymphotrepic virus type 1 (tHTLV-1) 15 an oncogenic retrovirus, the
causative agent of adult T-cell leukaemin, HTIV-1 associated myelopathy tropical
spastic paraparesis and other severe discases. HTLV-1 preferentially targets and
transforms CD4+ T-lymphocvtes {Collins ef «f., 1996): 1t lacks a typical oncogene
(Weiss, 1984) and integrates randomly inte the cell genome (Leciercq et /.. 2000).
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Uhe viral regulatory protein Tax has been shown ta be respensible for the oncogenic
potential of the virus. The Tax protein enhances the transeription of the virus through
s Interaction with a specitic sequence (three 21 base patr repeatsh in the virus LTR
L3 region (Suzuky of ., 1993) Through the tnteraction with the groups of cellular
transcription tactors and couctivators (e oo NF-KB transeription factor family), Tax
exerts transactivation of transeription of the number of cellular genes. including cel-
lular oncogenes {o-fax, c-jun, c-mpe, c-rus) and growth factors (LL-2, 1L-6, TNF-a, TNE-
b. GM-CSE) (Matsumoto er wf., 1997}, [t dercgulates the normal ceil cyele through
hinding to inhibitors of cvelin dependent kinases 4 and 6. and can also inhibit some
tumour repressor genes (Wu of al, 2003 Altogether. Tax is able 1o bind and reguiate
many vellular proteins that regulate transeription and cytosceletal related pathways.
These clfects on a wide varicty of cellular targets seem te covperate in promoting cell
preliferation, which is an effective viral strategy to amplity its proviral genome through
replication ofinfected cells (Yoshida, 2001). Nevertheless. it 1s suggested that HTLV-
1 i infected patients 15 not silent and 15 transceriptionally active (Asquith et af.. 2000).
Thus. suceesstul treatment of HTLV-1 associated diseuses requires inhibition of the
viral transcription as well as pathology specific therapy. Since neither etfective che-
motherapy nor vaccines are currently available. it is important 10 find a suitable
therapy against HTLV-1 associated discases.

Selective blockage of the virus on the pene expression level offers the possibility
of developing highly specific aliematives to traditional pharmacological antagonists
providing a promising new therapeutic stratcey. Although there was originally scep-
ticism toward the possibility of inhibiting gene expression using antisense {(as) RNAx.
in the past several veurs numerous studies have proved their potental utility as thera-
peutie drugs in neurology, psyehiaury, cardiology. mtectious discases and oncelogy
(Welss e af, 1999 Park ef of., 2002 ThLeman. 2003, Sun e o, 2003 Vassalh ef of..
2003}, Traditional approaches allow targeting of protein functions, whereas as-RNA
therapy can be directed towurd not only the protein-coding regions. but also against
nucieie actd sequences that control replication, transeription, and translation of the
virus, These regulatory sequences mostly are highly conserved, thus the possibility
to target them helps to avold drug resistance problems. atso relevant for viral cheme-
therapy. To use as-RNAs5 as realistic therapeutic agents. severul tasks should be ful-
filled. These tasks are the efficient delivery of genetic muterial to a high percent of
the cell population. ctficient long-term cxpression from a vector, colocalization with
the rarget. and specitic action with the desired mRNA

The use of specific vectors for direct delfivery of genctic muaterials inte certam
cells and tissues. and application of strong and 1mducible promaoters for effective and
conirulled expression of us-sequences. allows the development of optimal constructs
tor antiviral protection. At present there are intense studics searching for suitable
promuoter sysiems for controlled gene expression (Chang ef of . 2002}

An important issue n the creation of an anusense therapeutic molecule is to
address the as-nucleic acid to @ proper virus target gene. 1t has been shown previ-
ously that as-RNA targeted at the LTR and pX regions of Bovine leukaemia virus
{RLVY etticiently inhibited replication of the virus (Murovska ef af | 1992 Kozireva ¢f
al.. 1996y Furthermore. citicient inhibition of BLY was achieved with a plasmid
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contning only the BLV U3 promorer sequence devold of any as-RNA genes. It wus
concluded that the viral promoter sequence could trap the viral wanseription co-acti-
vator protein and decrease its intracellular concentranon. thus mhibiting replication
of the virus (Shayakhmetov of ¢l 1997). As BLV is claselv related o HTLVY it was
expected that the sequences targeted to corresponding genes in HTLV-1 genome
could also he active suppressors of the vivus replicution. Based on this assuniption.
prasmd harbeuring HTLV-1 LTR U3 226 base pair (bp) sequence in antisense oren-
raton was constructed (pMH Las). As controls the plasmids with HILV-| LTR U3
sequence inosense onentation (pMHTs) as well as the orngingl cloning vector
PMESVEH (Artelt Poer of.. 1988) were used. The as-sequence was cloned under tie
strong MPSV (Myeloproliterative sarcoma virus) promuoter. which is active in the lym-
phoid tissues (Artelt P oef af.. 1988}

HTLV-1 producing celi cultures of lymphocytic ongin are very hard to trunsfect. The
nigh level ot damage to cells induced by electroporation techntque makes it ditficult to
abtain cells expressing the mireduced zene. When transfection efficiency 1s low, the se-
lection of the cells with the introduced gene is required. For this purpose resistance to
such antibiotics as geneticin (G418, neomyem antibiotic group) and hyveromyen is usu-
adyv used in mammalian cells (Stanley e ol L 1989, Sambrook of ¢l 1989). Introduction of
neonIveIn resistance gene ts most commion. 1t 1s also possible to seleet cells by Huores-
cent reporter gene. gfp (green fluorescent protein) derivatives, which are very popular
and widely used in recent years, The msertion of such a gene mwo the structure allows
not enly selection using flow cytometry. but also conyenient visualisation and non-inva-
sive i vive detection of the cells of interest (Sturm o af., 2003),

As the original vector pMPSVEIL with ¢loned MPSY promoter do not contain
any selection/reperter gene., the cells have to be cotranstected with plasmid, which
lurbour the marker gene. Taking ino account low transfection efficiency. highly trau-
matic electroporation technique, and laboricus and time-consuming cloning proce-
dure. the probability 10 ebtain cell clones harbouring the therapeutic gene decreases
straongly in case of cotranstection. To improve the efficiency of the transformation
system the created as-constructs were moditied by the msertien ot the neo and gfp
reporter genes inte the plasmids mentioned above. Also the constructs harbouring
only HTLV-1 LTR U2 sequence. which contarns 21 bp repeats recognized by HTLV -
I transactivator protein Tax, were made,

Materials and methods

Plasmids

PMPSVEH with cloned MPSV promoter (Artelt Poer al., 1988). pMHTs. pMHTas
with 226 bp frugment of HITLY-1 LTR U3 cloned under MPSV premoter in sense and
antisense orientitions were kindly provided by Alexel Borisenko (Moscow Reseurch
Instiute for Viral Preparations. Academy of Medical Sciences. Russin). Plasmids
phrGEP-1 with gfp reporter gene cassetie and pKO Scrambler NTKV-1907 with acu
selection gene cassette were obtained from Stratagene (USA)Y pHTLV-T with cloned
complete HTLV -1 provirus was used to bt HTLV-1 LTR U3 fragment for cloning.
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Plasniid Isolation and Construction

Isolation and turther puntication of plasmid DNA was performed using Qrafilter
Midi kit {Qragene, Germany) according to the nanufacturer's protocol. The A JA
ratio of the solated plusmid DNA wa< in the 1.8-2.0 range. All cnzymes were pur-
chased from MBI Fermentas {athaaniad and used according 10 manuofacturer’s in-
structions. The isolation of DNA fravments from the low melting temperature agarose
{Sigma. USAY was performed as deseribed by Sumbrook ef af (1988},

Cell Cultures

HTLV-I-producing MT-2 humar T-cell line {Mivoshi v «f.. 1979) and Ra-|
{Miyoshi e al., 1983) rabbit lvinphoid cells were maintained in RPMI-1640 medium
supplemented with 10 Y%y foetal bavine serum (FBYS) (Gibco BRL, UK). 2 mM L-
glutarmine and antibiotics. Vero cells were grown in DMNMEM medium supplemented
with 10 %% (FBS). 2 mM L-glutamine and anubiotics.

Transfection

Transfection with the LxGen 300 transtection reagent - 22 kDa inear
polvethylenimine (MBI Fermentas, lithuania) was pertormed according 1o the
manufacturer’s protocol. Briefly, vells grown in 24-well plate were transtected with 2
my plasmid DNA mox with 6 equivalents of ExGen300 in 100 mlof 130 mM NaCl solu-
tion per well. For electroporation 2x 107 MT-2 cells were suspended in 400 ml of RPMI-
1640 with 50% FBS, mixed with 20 my plasmid. pluced in 4 mm gap cuvette model 640
{BTX. USA) and electroporated with 100 V electric pulse for 50 msec followed by 200
msec pause for five eyeles.

Nucleofection of MT-2 cells was pertormed with Celi Line Oplunizaion
Nucleotector™ kit according to manufacturer's instructions using the apparatus pro-
vided by Amaxa biosystems (Germanv). 10° cells were suspended in 100 ml of
nucleofector solution Vo mixed with 5 mge ot the plasmid and subjected to
nucleotection using protocol A-23.

Estimation of Transfection Efficiency and Selection of Transfected Cells

Transfection efficiency was assessed by microscopie examination of GEP fluo-
rescence innen-tixed cell preparations 24 hours atter transtection. Selectien of (418
resistant MT-2 cells was carmied out at 1200 mg/ml of antibiotie for 4 weeks. Then
rranstecied cells were mamtamed in the growth medium supplemented with 400 mg?

mi ot the antibiotie G418,

Isolation of Total Cellular RNA and Reverse Transcriptase-Polymerase Chain
Reactivn (RT-PCR)

Total cellular RNA was extructed using TRIzol reagent (Invitrogen, UK) according
1o the manufacturer’s protocol. After treatment with DNase | (Sigma, USA) 100 ng of
the RNA sample was subjected to reverse transeription using RNA PCR Kt {AMV) Ver.
2.0 (Takara, Japany ina 20 ml reaction mixture volume according w the manutacturer’s
protocol. After reverse transeription. amplification 30 ml of 530 mmel:L Tris-HCL, pH
9.0: 20 mmolL NH SO 0 1S mmob L MeCl: S0mmol’L of each deoxyribonuclectide triph-
osphate: 1 unit of Tag palymerase. was pesformed. Primers speeitic o HILV-1 LIR U3
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region BA2 (sense) 3TGUTTAGAGUCTOTCAGTOAA 37 (position 36-357 and M
(antisense): SAGUACGGUTTGACAAACATG 37 (positon 249-23 1) were used at a fi-
nal concentration of 200 nmol'L. 33 cyeles ot amplitication at 94"C tor 30 seconds, 58°C
tor 30 seconds, and 72°C for 45 seconds. was performed. Amplhification products were
separated n 1.3 %y agarose and visualised with ethidium bromide staining.

Results and Discussion

Insertion of the #eo Gene into pVMPSVEH, pMHTs, pMHTas

The neo selection gene was excised with Hind 7 and BamH [ restrictases from
the pKO Scrambler NTKV-1907 plasmid and inserted belween Hind 1 and BamH {
sites of plasmids pMPSVEH, pMHTs. pMHTas, respectively (Fig. 1A). The new con-
structs were designated as Plneo. Pdnev and P2neo, accordingly. To construct the
peasmud harbouring enly HTLV-1 LTR U3 sequence. which contains 21 bp repeats.
recogmised by HTLV-1 transactivator protein Tax, the pKO Scrambler NTKV-1907
paasmid was usad as 4 backbone First. the thyimding kinase gene was excised with
Rer £ Then the 226 bp fragment of the HTLV-1 LTR U3 was cut out from pHTLV-] by
Smer Fand Hine I7 digestion and inserted im0 Swa [ site of the intermediate construct

~

(Fig. 1B). The new vonstruct was named as P3neo.

insertion of gfp Gene

The MPSV promoter with the HTIV-1 LTR U3 sequence was excised with Py f
from the plasmids pMHTs and pMHTas and inserted into Asi { restriction site ot
phrGEP-1 (Fra. 2A). The constructs were designated as PAGEFP and P2GIP. respee-
tvely. To construet the plasmid harbouring only HTLV-1 LTR U3 sequence with ¢fp
reporter gene. the 226 bp fragment excised with Sma [ and Hine I rom pHTLV-1 was
iserted into phrGEP-1. For this purpose the phrGEP-1 plasmid was cut with N/ T and
protruding rermint were Nilled v by T4 DNA polymerase. The new construct wus
named us PSGFP (Fig.2B).

Transfection of MT-2 and Ra-1 Cells and Selection of Transfectants

In order to test the expression of the inserted marker genes. MT-2 ceils were
transiveted by different methods. Results of transfection using the gip gene as a
marker are summarised 10 Tuble . No signiticant ditferences in transtection rates were
observed with different plasmids. All construets harbouring gfp caused bright grecn
lTuorescence n the transfected cells duning at least one week of observation. Truns-
fection efficiency by electroporation in this set of experiments was in accordance with
literature data (Sambrook er all 1989). This s the first report to cur knowledge which
deeseribes transtection of lvmphocevte cell ey, like MT-2 and Ra- 1, using ExGen 500
tranxtection reagent. The transfection rates achieved by this method are verv low
{Tuble 1) and although they may be probubly improved 1t 1s obvious that application
of new methods like nucleofection is preferable. The high efficiency of the
aucleotection m comparison with other nen-viral transfection methods 15 notewor-
t1v. Probably, it can be explaned by the ahility ot this method to delver DNA di-
rectly mto cell rueleus and imitiate expression of tunsgene o few hours {Lat v f
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2003: Trompeter ef al., 2003). The effciency depends strengly on the cell kne used,
and transfection conditions have to he tound seleetively for cach tvpe of cells. Simu-
lar results were obtained when Ra-1 cell line was trunstected by electroporation.

o test efficiency of the nen gene carrying constructs Plneo. P2ogo, Pdneo and
Panco, ca. 107 MT-2 cells were transtected with Smg DNA of cach plasmid using most
efticient novel nucleofeciton techmque. Atter 24 hours cells were transterred on growth
medim contaming 1200 meem! of G41%. and after two more weeks viable cells were
counted. The efficicney was caleulaied as a number of viable cells per Lgg of DNA
uscd for transtection (Table 23 Obvious are ditferences in the transtection raes when
a control plasmmd Plneo {not harkouring anyv vitus sequence), 0r constriucts contunmng
HTLV-1 sequences n various orientations are used. It is tempting to speculaie that this
ntay be due to the expression of the cloned vines sequences in the transfected cells,
but this assumption should be tested more carefully. It should alse be mentioned that
no differences were observed with constructs harbouring the gfp gene (lable 1)

Tﬂb."{‘ I

Transfection efficiency with the constructs harbouring the gfp gene
{average results of 3-4 experiments)

[ ExGen300 reagent o Electroperation Nucleofection -
afp pesitive | Doad cells. whp positive | Dead eells. | wip positive Dead vells,
cells. = cells. s % Feells. "

MTZ | (050 2 34 S0-%13 i NS 10-13
Ra-t | ND D i R ND D
Vero Tes 70 ] D ™D =D D

ND - ot done

Tahle 2
Transfection efficiency of the MT-2 cells after two weeks
of cultivation on medium containing G418 {(calculated as a number
of viable cells per 1mg DNA used)

|- Plasmid Transfecuon efficiency
Plneo 12x
P2neo AT
Pdneo s 0
Paneo gx 107
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Examination of as-RNA Fxpression in Modified Constructs

[ assess whether the mtroduced genes (nee, ¢fps did not affect the expression
of as-RNA from the new-made constructs. Vero cells were nunstected with the P2neo.
P4nco and P2GFP constructs using ExGen S00 trapsfection reasent. Vero cells were
used s casy transfectable und HTLV-1 negative cell line to avoid crossreaction with
viral mRNA as onc could expect in HILV-1 producing MT-2 and Ra-1 cells. Total
cellular RNA from transfected Vero cells was 1solated and checked for HTLV-1 LIR
U3 RNA expression by RU-POR. Dy all tested samples expression of HTEV-1 LTR U3
fragment was clearly observed (Fig, 31 and the ntroduced marker genes did not atfect
1. Thus, the new constructs will aliow applving betzer and fuster selection tn further
experiments on the efliciency of as-RNA approuch in anuviral therapy.
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summary

The use of antisense RNA and other nucteie acid agents to suppress viral reph-
vatlon is a promising alternative to tradinional therapy. To investipate the possibility
ol HTLV-1 inlubition the plasmids carrving HILV-1 LTR U3 sequence 1o sense und
antisense orientation driven by MPSV promoter as well as non-expressing plasind
with cloned HTLY -1 LTR U3 fragment were used. As lvmphocyue HTLV-1 producing
coli limes are very hard 1o transfect. the selection of successtully transfected cells s
required. To enhance ctficiency of the selection procedure and to avorld laborious
ard tme-consuming cloning. the analogical plasmids harbourimg marker nee and ofp
cenes were constructed. [n order to test the expression ot the inserted marker genes.
ditterent transtection methods were appliad. The best results were obtained with novel
nueleofection technique based on electroporanon. which showed higher transfection
efficiency and lowest cell damage compariny to conventional electroporation. {1 was
shown that all obtined ceonstructs are functoning and allow conventent selection
By introduced genes m MT-2 and Ra-1 cells. Also inserted neo and gfp genes did not
alfect the expression of HTTV-1 RNA from MPSV prometer in HTLV-1 negative Vero
cells. transtectad with the new-made plasnuds. Thus. the new constructs will allow
applying bener and fuster selection in further experiments on the efficiency of the
artisense RNA approsch o annvial therapy.
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Frawre [ Construction of the plasmids P2neo, Pdneo and PSneo.

AL Neaomvein Phosphotransferase gene (1647 bp) was excised from pRO Scrambier NTKV-

947
pAMETas and pMHTs,

fragment inte pKO Scrambler NTRV-

with Bamifl [and Hind T ond inserted between BamH [ and Hind HT sites of
respectively.
BoInsertion of HTIV-T TR U2

1907, First, the

thyrmidine Kinase gene {2019 bp) was excised with Rsv /2 Then HTLV-1 LTR U3 frag-
ment (226 bpy was cloned into Smea 7 restriction site of the construct.

Abbreviations:

MPSV - Myeloproliterauve sarcoma virus: SV 40 poly (A) -

polvadenlation signal:
mid: PGK
Phosphotransterase. Poly (A)

ot the plasmuds Amp — wpacillin resistinee gene

Stmtan Virus 40
Ap K- ampicithn reststance gene: s - replicaben origin of the plas-
mous¢ phosphoglveerol Kinase promoter: Neo Neomyein

- pobvadenilation sivnal; Colt] ori

ColET replication onigin
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Pstl Pst! Sma | Hine Il

AN d
MPSV | HTLV-1 LTR HTLV-1LTR U3

Figure 2. Construction of the plasmuds P2GEP, P4GEP and PRGEP

ACNPSV HTLV-I LTR U2 fragments (ahout 900 bp) were excised from pMHTay and
pMHTs with Fsr f and mserted into AMs/ J restriction site of the phrGEP-1.

3. HTIV-1 LTR U3 fragmeni (226 bp) was excised from pHTLV-1 with Sme [ and Hive
/f and inserted into Nxi f restriction site of pheGFP-1.

Abbreviations:

pCMY — eytomegalovirus promoter: MCS 1 - mluple cloning site 1 Ar(GFP green fluo-

roscent protein: MCS 2 - muluple cloming site 20 SV 40 pA Simian Virus 40

palvadenilation signal: f1 o/ - 1 onigin of single stranded DNA replication: 4p R - ampi-

villin resistunce gene: pliC orf - pUC oniin of replicatien ot the plasmd
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M 1 2 3 - 5

Figure 3. Expression of HTLV-1 LTR U3 RNA 1n Vero cells transtected with P2neo. P4nco
and P2GFP (RT-PCR).

M - 100 bp DNA Ladder (Promega, USA): line | -~ Ra-] RNA, positive control: line 2

RNA of Vero cells transfected with P2neo: line 3- RNA of Vero cells transfected with

Pdneo: line 4 - RNA of Vero cells ransfected with P2GFP: line 5 - RNA of intact Vero

cells, negative centrol; line 6 - water.
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This article deals with the sigmificance of bone marrow stew cells in forming bone density via
osteereflexoetherapy.

{t his been proved that using mechanie stimulation of recepter Helds of human bene marrow
the pluripotent stem cells differentiate into osteoblasts, We present the suecessfully performed
stimulation and transter of human stem vells into osteoblasts for patients with bone pathol-
wuy, bone fractures, osteoporosis, and other degenerative conditiens.

Raksturvardi: celma &linas. kaulu bIivuma regulacija, osteorefleksoterapija.

Viens ne 20, gs. belgu posma un 21, s sakoma atklijumiem dabaszinatings -
sarkano kaule smadzenu celmu 30nas, kas tetver geucnisku intormaciju, spe)
diferenceties par doazadam sandm - batiski padziling un paplasing musw 1dz8ingjo
sapratnt par celmu Sinu nozinu organisma dzivibas norsds | 1], Zinatatekl intensivi
peta celnu §anu diferenceianas mehansmus,

Musuprit. sarkuno kaula smadzenu celinu $anu nozZinm kaula blivumu veidosuna
prerida muasu 45 gadu kliniskd pieredze ar osteorceceptory (kaulos exoso nervgalu)
katrmajumu suaudzet gstosi nedzistosus u. ¢ kaula luzumus, arstet dazadas skeleta u.
¢. patolofijus slimoiehus [3.5] Kad izdara osteorefleksoterapiju {ar injekeijas adatu
caurdur adu, zemadas audus, periostu. kompaktos un spongiozos kauluudus un pedéjos
dazis sekundés wevada | ml fiziclogiskd (0.9%) NaCl skiduma). tick ictekméia sarkano
hawa smadrenu mikrovide. lespdjams, ka 1ada veidd osteorceeptoru kairindjuns “palatz”
sarkano kaula smadzenu celimu $ana diferencianas procesa mehanismu. Spongivzajos
kaulaudos mntraosil evadot fiziologisko Skidumu. Tslaiclar, premram. preauy intravszlais
spiadiens, 1zveidojas fiziologiska skiduma un kauly smadzenu suspensija un rodas ciias
parmainas, demot verd intenstvo kaula asinstitl u. ¢. 18 Tpatnibas, t)d noklist sarkano
kaula smadzenu Stnas. taja shartd wi celmu $0nas, un t@s ar asinin tiek alznestas gan uz
Kaulienn sirdi plausam w ¢, orgdnien. gan uz sistémam. Patologyas gadjuma kaulos,
strdi. plausas u. ¢. organos un sist@mas sarkano kaula smadzenu celmu Stnas nosedas™
bojdtwa vietd, verdojot Jasnas kaulu Stnas. sirds muskuo u, ¢, $tnas,

Kaula lizuma gadyjuna, slimmiekus arstejot ar OR1. galveni nozime, mGsuprat, 1c
refleksam no kaula smadzeném uz kuula smadzeném [2]. Jadomi, ka osteoreceptoru
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kairingjums skeleta patologyu slunniekiem ar kaula [Gzumu “palaiz”™ surkano kaula
smadzenu celma $unu diferencefanas mehanismu, stimuléjut kuula 3anu verdodunos
un to lokahziciju lizuma vietd. uzlabojot kaula asinsriti un vielmainas procesus, tada
veldd vercinet sekmigu kaula lazuma sazugsanu [4].

Milsu kliniskos rezultatus apstipring amerikinu zinduiekt. 2000, gadd caur katetru
cohas sird? tevadot cilveka kaula smadzenu celmu Sunas. kas tur parveido|as par sirds
pskulu sanam [ L.

Misu kliniskos rezultdtus apstiprina an miasu eksperunentilo pétjwmnu rezultin.
Premérami. pleradits, ka usteoreceptors kairindjums stimuld kaula smadzenu masas un
Luila masas pleaugumu un refeneractjas procesus kauld uzlabo asinsriti taja, ictckme
nuklemnskabju (NS, RNS) daudzumu kaula smedzenes. reflektorski werosing un ustur
humoriles u. ¢, precesus. Atklats. ka skeleta patologyu stimniekiem (delormeéjosa
artrose, pedas kaula eksostoze, deform@)osi spendilartroze) p@e ORT seansa izmainis
eritrocitirds un mielordalas nndas 5Gnu diferencésanas process [2.3.4.5.7] Ar prof.
N Agasovs eksperimentos ar dzhvoickiem. kunem intraosall evadija dazus ml
fiziologiskd dkiduma. elektronmikroskopiski tzmceklEjot preparatu. atkldja. ka galvena
kaulaudu parmaina pat [1dz 60 diennakim pZe fiziologiska $kiduma ievadiianas bia
osteublastu daudzuma pregugums [6].

AT osteoreceptoru kairnijumu sadziedgjot kaula lGzumus, tiek noverstas
osteoporozes velinas sekas. ki arl osteopurozes smaguma pakap veicinosie fakior,
ua vienlmcigy rodas varrakas jaunas iespejas 210 ws. klus@s epidemtias -
gsteoporozes — fiziologiskaydl diagnosticgsani  (osteodiagnosuka). fHiziologiskaja
protilakse {esteoprofilakse) un fiziologiskard (osteoreflektora) arstefand un tay
sektivitdtes novergsani [8].
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NO’ metabolitu (nitritu/nitratu) imenis
pacientu cksudatos péc ventralam hernioplastikam
ar sintétisko materialu

Arnolds Jezupovs. Dainuvite Meirena, Maija Dzintare,
Mairis Mihelsons, Nikolajs Sjakste

Latvijas Universitites MedicTnas fakultiite

Tevads

Alzvien brezdk hernioplastikm tick izmanteti smt3tiskie materiali, k& rezultita krasi samazinds
recidivu biczums. Sintftiskos materidius  protezéSanal plasi licto arT vaskulidrajd un
endovaskuliraja kirurg)d un orepédya. Tafu, neraugotios uz veiktayiem pétijumiern, nav
izdevies ieulit pilntgu prick$statu par S0 matenidlu wtekmi uz ergamsmuo. Pron, jautdjums par
to drosThu un pekaitizumu organismam palick neutbild@ts, Materialu nesaderibas mehanisma it
icxaistIts makrofagu sintezdtais slapekla okstds (NO) [1]. NO rasands mchanisms un ta sckas
ir dzreas ickatsuma Soka gadijumiem, kad mitrttu nitratu Mments peeientu asing plazma vai
serimd atspoguio NO hiperprodukenu, ko izsuue inducgama NO smetizes formm INOS) 2]
las savukdrt saiserts ar tadam iekaisuma Soka latkd novErotdm parddtbam ki hipotensija.
kardiodepressia un asinsvadu lupercaknvitite. Crlveka serumad niteitu nitrdtu normdls [Tmenis i
36 umol i, operdtam pacientam bez sepses 87 umol’l, operftun pacientam ar sepst 124
pinal/L Janame, ka pécepericyas penodd pacientient nitritu nitrdtu fmems vienmér 1r augstik
k3 norma. neatkaregl no ta. r vin nav sepse,

Saji sakarthad iv svarfgi noteikt niteitu nindtu [Tmeni eksuditos, lai uzzindtu operdto pacienty
ubjektive stivokh. Misu darba mérkis bija notertkt NO metaboliie ittt nitrain Item
pacieniu chauddtos, kus 1egit, dres€jot operieljas rajonu pee ventrdlam hernioplastikiing ar
sintCtiska materidle {(polipropilénu)

Raksturvardi: hemieplastika, polipropiicns, bradu eksudacija, nitritu un nivatu imenis.

Materiali un metodes

Cetriem pacientient ar ventrialim pecepericias triedm un vicnam — ar nabas tric
verktas hernioplastikas ar polipropiléna ieldpiem (komerciilais nosaukums
PROLENE). s fiksgjot virsmuskulu pozicyd. Disekeyas un organisma atbilde-
reakcijas rezultatd radies cksudits drenéts uz dru caur drenmu. kas izvadita caw
atsevisku griezienu. Katras diennakts eksudits nositits NO metabolttu notetkSana
Drenas iznemtas. cksudatam samazinoties lidz 20 ml diennaktt.

NO metabelttu — nitrTtu (NO.) un nitrfitu {(NO, ) — jonu summa (NG, NO}
ehsuditos notetkta. bivlogisho materizlu ieprieks inkubgot ar nitratreduktazi un tas
kofuktoriem (NADPH un FAD). kas parv@rs NO " par NO, [3].
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Pec reducesanas izgulsng olbalumyielas ar irthloretikskabr un previeno Grisa
reigentu. kas ar NOY Jonmiem verdo kritsainus (sdrtus) azosaviencjumus [4]. Paraug
alak centrifugeti (10 min. 5000 aper. mund. lan atdalitu nogulsnes. Azosavienojumu
huncentracija noteikta spektrototometriski pie 300 nm. izmantojot standantlikni. kas
autavota no NaNQ, dazddas koncentracijus Skidumiem. s epricks reducgjet ar
aritreduktazi. idzten K biologisko materidlu.

Iezultati

Nitritu un nitratu hments noteikts bracu skidruma eetriem shimniekiem duzida laika
péc ventralas hernioplastikas pecoperdcijas traces Iikvid@sanar un vienar shimintecer ar
nabas triicl. izmantojot polipropilena elipu. Kliniskl nevienam shimnickam netika
noverotias sepscs piglmes, neviena gadijuma nay konstateta art transplantata
atgrisana.

Nitritu un nitratn ITmenis bradu Skidruma pacientiem p&e ventrialam
hevniopiastikam ar sintetisku materialu — polipropilénu

Pacient [ritces | Polipropil&na Dienapec 1+ NO - NOy
AUICNes . _ - _ .
- vends . wlipgigmdrs | operacias umol |
\ | diena : 133
4 diena i 7
pacients D. ventrala A 5 diena 16
L _ . [5x1>cm . -
137 ¢) peeoperacjas . diena 33
7odieny 113
¥ diena 83
[ _ — ‘ ‘ !
pacicnis A, wentrala I3y 13em | I, dicna 4o
(48 ¢ peceperacijas S8 !
aciente R . :
P i ! nabis +x3cm [ diena 7o
{7500 | |
aciente C venirdla | ! diena z
ciente C cntrals - :
pact i 105 15 em 2 diena 52
(74 pEcuperacijas e
N : ) 3 dicna 66
pacienic S veneriila - 1. diena <0
. _ - 10x15em . "
(75 ¢ PULCOPUTACJus 2 dena 49
R LR, Lo clas - = I —

K1 redzams no tabula dotajiem datiem, pacienter AL {1 diena pec operacyus) un
pacientet S. (1. un 2. diena p@¢ operdcijas) brices ihidrumd nitrTtu wn nitedtu
koncenmricija ir atticelygi 46 un 46 - 49 mmuol L Sie skaitlr ir vy normat. Pee literatiras
datiere. normd nitritu un mitdtu [mmenis aitveka asing plazma v viden 36 mmot| [2].

Pacienter R, nutritu un mitratu limenis braces skadruma 1. diena pec operacias ir
paaugstinats, ja salidzina ar iepriekd nunetajiem datiem. un sastada 76 mmol'l
lespams. ha Sis takts atbalst lieratdra aprakstitajrem gadijumiem. kad pali opericiss
tranmna 1Zseuc niritu un nitraty koncentracijas paaugstunidsanos cibveka asins plazma
iz pat 27 nunell Sads nitmu un nitrdw [Muens nebiitu wzskatdms par organisma

pretreakeljus prieksvestnesi.
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Visaugstikais ninttu un nitriiu liments brices skidoumd atrasts slimmuekam D ar
ilgstedu eksudiciju pec hernioplasitkas. Matendls analizem tegits 1., 4.5, 6., 7. un &,
pecoperiiciias diend. Liela niritu un nitratu koneentricya eksuditd noverota 1.oun 7.
pecoperacijus diend (135 un 115 mmol TattieeTed). art 8. diend t8 ir augsta - 85 mmol T
Strpposmi (4. — 6. peeopericiias diend) NO metabolitu ITmenis svarstas ne 79 mmol |
4, diend Iidz 33 mmol] 6. diend, kam seko mindtais pacglums 7. un 8. diena. lespérams,
ke mternutgjosais NO metabolTtu lmena pruugstimijums S sinmuiekam saisiits ar
aseptiskam tekuwisumam 1Tdzige stivokli jeb izieiktu organisma reakeiju pret inplantiiu,
par ko varctu liecindt ar? ilgs105d eksudicija.

Paliclinits T un nitratu imenis braces Skidruma novérots ail pacientei O, 1
diend péc herntoplastikas (95 mmobl). 2. un 3. pecoperacijus dienid NO metabulite
koncentricija eksuddtd smmazinis un sastdda ariectyt 52 un 66 mmol/] Tesp€jams, ka
s Hecma par neizteiktu aseptisku ekaisuma stavokli, uz ko nordda fakts, ka ar 3.
dienu samazindis arn briees cksudacya.

Darbs, lat gun e ihat sakuma stadipd, paradijis zindmu korelaciju starp brokmmiskien
datiemny un Kitnuskicmn novérgjumiem. tpée, musuprdt, botu wrpinims un
pilnveidojams.

Diskusija

Musu darba esum noverojusi tiesu sakaribu starp NO stabilo metabolitu - mitritu
un nirrdtu — uskrddanes brices skidruma un cksuddcijas dpuiu shmntekiem pac
hersoplasttkas ar polipropiléna materiilu.

Pedgjo desmit gadu lakd ir veikt daudzo pEtTjuin par organisma vispiréjo atbilde-
reakeru pret sintflisku materiilu. kimiskt inertu metdlu val to sakausgumu
miplantéianu protezesanas noltkos. Ir ar? petyumi par protesesand lietoto materialu
parvertibdm vrganisma |5 60 7] no vienas puses, ui apkartgjo audu. 1padt kaulaudw,
Lemainam vispargjis organisma atbides reakerjus rezultdtd. no otras puses 8]

Neatkartgr ne implantita dabas orgunisma visparejd athildes reakeija ir [Tdziga |9,
10]. Aktivgjas makrofigr. kus producg citoioksiskos duudzumos NO no L-arginina. taz:
parveriotics par L-citrulinu inducdjumas NO sinetdzes Katahiz€td okswdesands reskeiji.
Makrofag censas mitlirdies implanta matricé un Fagocité td mikroskopiskas dalinas.
k3 rezultdtd et bojd: uzbrukwima et cita mukrofigu paaudee. 13 radot kEdes reakerju
Rezultatt ap implantu esesq)i vide (audi skidrumi) uzkrajas NO stabilie metabeliti
nitrttt un nutrdi. Ka o atbilde uz NO  koncentricijas  pteaugumu  inducdjas
ciklooksigenaze-2 (COX-2). kas piedalas prostaglandinu biosintgze [ 1], Notick NO
reakera ar aktiviem skibekla radikiliem. 13 rezuliatd NO oksidgjas par peroksinttritu
has 1r v@l sp@eledks okswdetdjs par NO un skibekla radikdhem. Uzskata, ko
peroksinutrits visvairak kait@ implanta strokuraligai integritdter [5]. NO citotoksiskuma
del riek kaveta organismua stnu proliferficla. inicigjas apoptiskie procesi. K& rezultitd
var tikt bojata apkant€jo audu strukttira. Petyumes tpasa uznaniba Sar sakard tich
pieversta kaulaudu strukedras saglabdsanas probléma [12: 1]

Lai apturétu NO ntervencet. kas izpauzas ki aseptisks wekaisums, praksé peta NO=s
un COX-2 mhibitorus, ki arf jaunas tarmakologiskis lesp3jas. Ln reguldu orgunisin:
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——

aibtldes reekeiju vz implantite (proteay [T 13]. OS1ir jaunas testrades iNOS
nhibitoru meklgjumuos. Sos savienoiumus bitu vertigi parbaudit R iesp@lamus
Visparejds organisima atbildes reakceias regulatorus,

Kopsavilkums

Peitts NO stabilo metaboliftu — nitrdtu un nitftu - limenis bracu kidruma
slimmekiem pec hernioplastikas ar pelipropilgna iclapu. PEtjumos tekjauti 5 shimnickt.
Sepsc vai transplantdta atgridana nav konstat®ta. PE&coperdcijas pertodd regiitals
eksudats inkub&tls ar nitrdtredukiazi un tas kotaktoriem, lai nitratus parverstu par
pntiem. Nitritu kopéjais daudzums notelkts, izmantojot Grisa krisu reakenu.
konstatéts, ki pastdv tiefa sakanba stap NO stabilo metabolitu uzkradanos
cksudatos un cksudacpas lgumu.

[zvirzils plegemums. ka nitrTtu un nitrdtu [Tmenis cksudatos raksture organisma
visparg|o atbildes reakeiju pret implantatu hernioplastikas operaci)ds.

Level of NO Metabolites (Nitrates Nutrites) in Aallograft Ligquid in
Patients After Hernioplastics with Synthetic Material

The level of NO stable metabolites (nitrites and nitritesy was stadied in allogratt
liguid 1o five patients after hemioplasties with polvpropilene prostheses. None of the
patients manitested allograft rejection or sepsis. The allogratt hquid obtained durng
the pest-operation pertod was incubated with nitrate reductase and its ce-factors in
order 1o reduce nittates to rutntes. The mitrite guantity was detected using the Griess
colour reactuon. [t was concluded that the accumularion of NO stable metabolites is
pronortional to the time of allograft hquid releuse.

It 15 supposed that the level of nurites and nitrates wn allograft Liquid character-
i2es the overall response reaction to allograft after hernioplasties.

Key words: hemieplasty, pulypropilene, allogralt hguid, level of nintes wnd nitrates.
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Nabadziba un bérnu augSanas

procesa retardacija Latvija”

Ines¢ Kokare un DZanna Kriimina

Anatomijas un histologijas katedra. Medicinas fakultite. Latvijas Universitate.
Raine bulviris 19, Riga, LV 1380

Lai noskaildron nabadzibas ietekmi uz b¥mu tiaskoe attistibu Latvija 19982002 gadd. veikts
1630 bému Skersgriczuma plfjums Latviias birnu namos. patversmas un Zimends, kuru
sucidlekonomaskars stavokhs vertgams ki zems (bému vecums no 7 dz 1% gadrem). Ka
salidzinedars materidls tzmantou Tarvnas skolenu fiziskas attistibas nornative (procentiju
Jkalas). Gan zéniem, gan meieném no 2imencm ar zemu socidlekonomisko stivekli auguma
waruma, kermena masas, Kridu un galvas apkdrmmdara vid3jas votihas kopumi hija statistiski
ucumi mazikas nekd Latvijas skoleniem visds analizCtajds vecuma grupis. Zén no nabadeigim
quneneém vecurnd ne 7 11dz 18 gadiem ir vidEn par 3 cmosdki un par 4 ke viegliki neka vigu
vienaud?: no Latvijas skaldm. Metenam atdkinbas ic mazdk ztciktas: vinas ic vidép par 3 ¢m
fadkas un par 2 kg vicglakas nekd kontreles srupas micitenes. Tegiitie dati Jaw) sceindt, ka Latvijas
valsn kops tas neatkartbas pasludindsanas irzveidojies Ariskas artisubas socslekonomiskis
gradicrits b&riiem un jauniesiem vecumd no 7 1idz 18 gadiem,

Raksrurvardi: bemi. augiana, fizskd andstiba. nabudysiba,

Hewght, weight, head and chest crrcumference were measured on 1630 children between the
ages of 7 and 1R years from low-mcome familics 1 1998-2002 10 a cross-sectional study. A
naionwide samiple of Latvian schoolchildren was used for comparison. Lower income bovs
and girls were stgnmificantly shorter, Tighter, with smudler chest and head circemference during
most of udolescence. The differences between bavs from low-income tamidics and boys from
the nattonwide sample were more marked than thase between girls. [t was shown that cluldren
fram low-income familics are characterised by retardation of prowth which is o reflection of
the socio-economic situation in Latvia.

Ievads

Bérmem. kurt augudi nabadzigas un socidh nelubyvEmgds enmendgs. ir heldks daudeu
shimThu un uztura defictta nsks, Liela Latvias redrivotiju dala misdiends dzive
ricigos upstaklos. Peum lrecinu. ko vairdk nekd 10% Latvijas iedeivosiju dzivo zem
zemakil nabadzibas slieksna, ir [ot nabadzTel [6]. Latvija nav viena oficidli noteikta
nabadzibas sheksna. I Gasnune nabadzibas igplatthas anallzZ2 izmantojust s dazidus
limepus. Pirmd un viszemaka robera ir relutivais nabad4ibas shieksnis. kas i noterkts
30 % [fment no vidéjiem kopgjient wijsannuecibas izdevumiem uz vieno cilveku. Tas i

TPETums veikts ar LZP granta N 010693 un Rigas Suading Universitdtes tinansialu atbalsm
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24 Ly médnest. Cilvékus, huru tendkwmi e zem &0 shiekdpa. varétu uzskatt par lou
nabadstgiem. Otras nabadzThas shieksnis 1ir 1996 gada oficiilds minimdlas meénesalgas
[Tents, L. 38 Ls midnest. Augstikats nabadzibas sheksms ir koizes iztikas minimnums.
kas 1996.¢ada bija 32018 Ls menest [b].

P Lele ar lidzewtonem. veicot 400 wocigo aimenu ksahmativu aptauju. LR
Labklgjibas ministrijas un ANAP projekta “Athalsts nabadrzihas noversunas
stratfin)as 1zstradet” 1etvaros secina, kua par fpadim riska grupdm sakard ar nubadzibuy
un s sekam {apdraudetthas seetbdy jauzskata: 1) gimenes. kurds 1 tils val vairzk
bérmu, 2) vientulo veclku gimenes, 3) gimenes, kurds o piingadigi bezdarbnieki.
) bezdarbnieki pirmspenspas vecumi. Sy invaltcdi,

Nelabveligie vides apstak|i rada riska faktorus b&ma normalal fiziskar attistibal jau
no dzimianas briza {idz pat nobrivsanar Soviiiekonomiskie faktor, kas tiek uzskatit
par auguma garume determingjodiem. ietckme wsp&ju pat®rét adekvatu urturu vai an
risku saslimt ar infekeijas slimibim pirapdzivotthas un shktu sanutdarhigitnisko
apstiklu dg|. Galvenie nisha faktorn. péc &rzemju autoru datiem. ir nepietickams uzmurs.
mfekerjas shimtbas, psthoscerdlas stimulacyus un pilnvértigas tzglitbas tespeju
trukums (2, 7. 8]

Bérmu augianus procesa un faktoru. kas to tetekmé. izpétel Latvijd pieversudies
vairiha anton [90 100 110 130 14, 18], Tomar. iepazistoties ar Literatiud picejamayiem datien.
Jasecina, ka nabadzibas ietekme uz bérnu augSanas procesu Latvijd pe neatkaribas
legliSanas nayv peLita un 81 probl&ma ir Jott akwudla. Nav atrodami dat, kas Liecinitu par
augianas procesa retardaciju bémiem no nabadziginm gimengm. Nav arT zindms, <k 7ems
giuenes wenikuinu liments Latvi)d radts butisku augSanas procesa kavejumu

Ti ki tautas nahotne bus atkariga ar ne bémiem, kurt nakusi ne trucigim
gimengm un sovialt nelabséligas vides. sddu b&rmu auglanas procesa izpéte ir
nepieciesama. lal apzinatu situdcju un mekleiu lespejus nodredindt beérmiem optimélu
vidl augsanal un atnstibar

Latvijas valsts un pasvaldibas savu lespgju rebezas cendas smegt sodlo
palidzibu gimeném. kuras nonakuSas trakuma. Lidz Sum, ja masaimniecibi méneés
vidgjie 1endkumu, parcgkinot uz vienu gimenes locekli. ir bijust mazaki par 21 Ls ménest.
pudvuldibas var segt starptbu [1dz 21 Ls ménest. izmaksajot materialu pabalstu. Tapéc
gimenes. kurds lendkumi uz vienu gimenes loceklt ir maziaki par 21 Ls menest.
uzskattjdm par [ot nubadzigam.

P.Eglite ar lidzautoriem raksta. ka nabadzigyds gimenes ar bemuem r erobezows
olbaltuma un cukura patérigd un ir liela varb@tiba, ka tas agr vai vElu atsauksies uz.
bemu fizisko un garigo attistibu 3]

Musu pefijuma merkis bija noskaidrot zema gimenes soctilekenomiska stivokla
Li.. nabuadyibas tetekmi vz béma fiziske attistibu Latviya.

Materials un metode

Skérsgriezuma petijuma paraurkepa bija 1650 bermni vecuma no 7 lwdz 18 gadiem.
kun daziduiemeshu d8| deivo bérau namos un patversmes val gimends, kurus vardtu
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vertet ki Lot nabadzigas. lzlase verdota, apvicnojor divas indinidu grupas (turpmaik
1ekstd — bermi no nabadzigim dimengm):

L grupu veido 782 b&rmi (454 zént un 328 mertenes) vecumi no 7 lidz 18 gadiem,
hurt peit 20 Latvijas bernu namos un patversm@s 2001.-2002 gada.

2 grupu veido SOR b&mi (403 z&n1 un 463 meitenes) vecuma no 7 [1dz 18 gadiem,
kuri dzivo gumengs ar videjiem meénesa ienfkumient uz vienu cilvéku 21 Is menest
an mazdk. Bernt petitt 13 Rigus un 20 Latvias mazpilsSiu un lauku skolas LR
[Labkl3d)tbas ministrijas projekts “Augsanas procesu biologiska un socialekonomiska
determindacyja’ letvaros. kuru 37 raksta auternn realizéja Latvijas skolds 1998.-
1999 gada [17].

Bermu skaits paraugkopd pa dzimumiens un vecuma grupam parddits Liabula.

Mertpum veikti pee fadiem petjjunuem visparpiegemtds Martina-Sullera metodikas
[12] PEtfjums veikts pcc pladas antropologiskas programmas, kas fetvEra vairik neki
30 antropometrisk@s un aprakstodds pazimes. MErfjumniem izmantoll Sveicé razolie
firmas “Siher-Hegner™ antropometriskie mstrumenti. Kermena musas noteikianai
fgmantoti portativie clektroniskie svart ar svérianas precizititi 11ds 10 e ST raksta
ietvaros analiz8jam galvenas augsanas procesu ruksturojodas antropomelriskis
nazlmes: duguma garumu, kermena masu. galvas un kritdu apkrtmeru.

Aptaujajot bernu un bErna vecdhus, zmantojot bému nama un patversies vai
skolas medicmiskis kartes dats, iztaupyot mediciniske personalu var audzindté)u.
jegedita informictja par bérma vecumu. bérma veselthas stdvokli, mites un téva vecumu,
nodarbosunos, gimenes tpa, gimenes videjo wenidkumu liclumu menest, gimenes
loceklu skattu. bérnu skattu gimene u.c.

Ki saltdzinosals materials (kontroles prupa) izmantotas auguma garuma. kermena
masas. galvas un keadu apkartmera vidéjas vertibas Latvijas skoleniem un Latvijas
skolénu tiziskds attisttbas raditaju procentilu skalas no 51 raksta autoru zigojuma LR
Labklajtbas mimstryar “Latvijas skolénu hziskads attisttbas normativi” projehtd
“Aungianas procesu biologiska un socizlekonomiskd determinacija™ [L7].

Bérna piederiba vecuma grupal aprékindta péc decaimild principa {(prem&ram,
desmit gadus vecu beému grupa ietilpst bemi vecumi no 9.500 {idz i0.499 gadicm).
Datu statistiskar apstradei 1zmantota SPSS datorprogrumma. Grupu videjo lielumu
atdkirtbas statistiskd nozimiba parbaudita ar Stfidenta kritériju. Rezultatl novertéti ka
statistiska ticami, ja P<0.05,

Rezultati un diskusija

Auguma garuma, kermena masas. galvas un krddu apkiirtméra vid€ias vértibas pa
dzimumigs un vecuma grupim bérmiem no nabadzigim gimengm un Latvijas skolenu
paraugkopa (kontroles grupa) salidzinesi paraditas 2. 1abull.

Augianas ltknes b&rniem no nabadzigim fimendm un Latvijas skoldnu
paraugkopa {kontreles grupa) sulidzinod pariditas no 1. [idz 8. attelam,

Augdanas procesa anallze tetver vismaz divu komponentu novartédanu. Pinnats

vmponents ir individa bhiologiskds atttsttbas pakipe attiecTgaja hronologiskad
h t divida brologiskds auistib N it L logisk
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vecwni. kas atspogulo organisma apgids ar uzturvielim Laka gintd, Otrs komponents
it augdanas temps. kas atspogule organisma apgadi ar uzturvielam pasraizeja laika
posmi. Augfanas termpu var notetkt tkat pee lungitudiala petijuma datiem, turpretim
attistihas pakapr var noverten. veicot skérsgriesuma pétjumu. Ne hteratiiras datiem
Zindns, ki jaunattistibas vaistis un zemes ar zemu socialekonomiskis attisttbas [tmeni
berniem novero vispareju fiziskis artistbas retardiciju [4].

No liknem redzams. ka bemiem ne nobadsigdm gunenem gan auguma garma, gan
kermena masas. gan galvas un kiiisu apharimera videjas verbas ir mazakas nekd videég
Latvijas skolénu populiicyd vienas vecuma grupas letvaros. Zeniem &etru analizéto
paramtetre vidéro verttbu atskiribas ar statistiskl ticamas visds vecumna grupas.
Metten@m statistiski ticamas ir auruma garuimi un galvas apkintméra videjo verbu
atskirtbas visds vecuma grupds. bet kermena masas un kriskuryvya apkartmera videjo
verbu atikirdbas i statistiska teamas varuma no aplakotayim vecuma grupam (sk. 2.
tab.y. Auguma paruma atikirbas tpast 1ztetktas 12 gadu vecuma. kad zenu auguma
garuma atshuTha ir 392 em, bet mettenu — 4,0 em. Kermena masas at§kiribas zéniem
visizteiktak novero 13 gadu vecumi (5,86 k), bet mettenem - 13 gadu vecuma (4,44
ke Vislielaka kermena masas ikgad@a pahielinadsanas Latvijas skolniecem i starp 12
un 13 gadiem. bet meitengm no nabadzigdm gimendm starp 14 un 15 gadiem. 13 gadu
vecumi zent o nabud Agim gimencm e videf par 6 en isiki un 6 kg viegliki neka
vienaudzi Latvijas skolenu paraugkopa.

ZEnu un meitenu auguma garuma avgsanas liknes Latvijas skol&nu paraugkopa
pirmo rewzi krustojas [0 vadu un 7 menesu vecumd, bet otro reizi 13 gadu un 6 ménciu
vecuma {sk. 9. att). Z8niem un meitengm no uxbadzigam gimendm pirmo krustojumu
nenovero vispies bet otrars krustojums i 13 vadu un 11 mcnedu vecwmi, Kas ir par 3
ménestom vEIAK nekd Latvnas skolZnu paraugkopd (sk. 1. att). Salidzinot 9. un 10.
atlelu. redzams. ka Bkou sakuma dalas bémiem no 7 hdz aptuvent 11 gadu vecumam
bitskr atskmas. Zeniem no Latvijas skolénu paraugkopns 333 vecuma posma auguma
warums i1 helaks neki meitenaim lidz 19 gadu un 7 menesu vecuwmam jeb vecumam, kad
meitenes klost gariikas par saviem vienaudziem zeniem {(pubertites aughanas [&eiens
meitengm). 10, attéla redzams, ka zémem no nabadzlgam gimendm, atikirtbd no
kontroles grupas. augums i maziks nekd mettenem [ide pat 13 gadiens un 11 meneSiem.
Musuprat. tas 1zskadrojams ar zeénu lielaku ekosensivitath, ko savos darbos
aprakstljusi vairdki autord [1, 5, 15,200 21, 2210 Zént ir jutgaki pret apkartgjds vides gan
labveligiem. gan nelubveligiem fakionem. kas wispogulojas augdanas procesa. Zéni
no nabadzigdm mimenem vairak reagc uz uztura nepletiekamibu un auy [enak. Tiedi
tadu pasu remesle d& pubenttes augdanas ISciens zéniem no nabadzigim gimengm
sakas vidép S ménesus vEelik neka vienaudziem no Latvijus skolénu izlases. Meitenes
kopumd v mmazak juttgas uz vides retekmi nekd zeni. tApec augdanas procesa retardicija
meiteném ztetkta vajak (sk. 9. un 10.att.).

Auguma garuma augsanas lTknes zéniem un meitendm no nabadzigim dimengm
salidzind)dm ar Latvijas skolénu fiziskds attTstibas raditdju procentiu skalam dotajai
paztimer (kontroles grupa). Visas auguma garwma varttbas zénlem atrodas starp
kontroles grupas 15, un 35.procentili (sk. 1 1.at). Mettengm varrumi gadijumu auguma
caruma vertibas grup€las ap 35.procentlt un pastav tendence mazakai augdanas
procesa retarddcijal, saltdzinot ar zéntem (sk. 12.att).
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Zz2nt no nabadzivdm gumengm vecumd oo 7 1idz I8 sadieny ir vidén par 5 em 1sdkl
un par 4 kg vieglaki neka vino viensudzi no Lanvias skolam. Meitenem atdkinbus ir
muzik izieiktas: vinas v vidén par 3 em isakas un pur 2 ke vieglikas nekd kontroies
grupas meitenes veeumi no 7 dz I8 gadiem.

Musu pétTjuma rezultdt v saskanly ar cuw autoru noveérojumient dazidas valstis,
Bérni, kurt naku$t no dazada socidlekonomiskd stivokla gimentm, atikiras péc
kermena izmeriem un aueianas tempa. Vi premeram, Lielbntingd 1987 - 1988 gada
velktd Sk@rsgriezama panyuma rezultan ecmniga. ka 7 gadus veetl bdmi no gimengm.
huras @vs bija stridnicks. bija videjn 1.96 cm Tkt nekit gimenes. kuras tévs bija gartga
darha darmtajs. Novérotd diference. péc autoru domim. lieeingja par pastivoidm
auguma garurua atskighdm starp dazidam socialajam klasegm [19].

Kutram ontogenczes etapam raksturiga notetkta organisma un apkdrtéjas vides
mijiedarbiba. Literatfirdl ir aprakstiti pasi pertodi. kuri nosaukti par sensitivajiem jeb
kritiskajiem periadiern S3di periedi i jaendzimo3d periods. kura latkd barna
biologiskars statuss atspogulo ardjds vides ietekmi caur miltes organismu. luiks starp
krits barofanas beipsanu un 2-3 gadu vecuma sasniegSanu, agrinais pubertites pe-
riods, jaunieda gadi un vecuma pertods |22 Auguma garuns i kumulaivas augsanas
raditds, kas atspogulo ilgfermina gen@tiskis un vides tuktoru tedarbibas clektu uz
kermena izmeriem. Literatliras dat Lecina. ki bérmibd vides taktoru iedarhihat o lielaka
nozine nekid genctisko faktoru tetekmer [2]0 e konstatéts, ko lgstosas uztura
nepictickanmbas apstaklos vislieldkd osteogendzes retardicija notiek vecuma no | lidz
[0 gadiem. Pubentiies periodd viropnma relativa osteogendzes uzlabosanis paralely
augsands raditaju progresceiodai retardaciat. Lidz ar to gugdanas mzture i7pauzas ka
definitivd anguma garuma samazindsands. jo netiek kompensSta ar veélaku augianas
rempa pieaugumu vail teaku augdanas perioda tigumu 8]

I8 gadu vecum augdanas process jauniesiem i praktiski bewdzies. un turpmak
bauska auguina geruma pahelindsanas vaies oenotiek. I8 gadu vecumad. sasuiedzut
detimitive auguma garumu. z&m no nabadzigdm funentm e viden par 6 em. bet
meitenes par 3 em sdkas nekd vigu vienaudzZi no Larvijas skolenu paraugkopas.

Analizgjot gimenes struktdru beémiem no nabadzigam gimenem (enakumi < 21 Ls
ménest uz vienu gimenes locekli), konstatgjam. ka ukai aptuvent puse bemu dzivo
pilnds gimends. katrum tresajum b&mam tévs vl mate ir bezdurbnieks vai pensiondrs.
hatrs tresars berns nak ne gimenes, kura e tris un varak bermu (ske 3tabo.

Latvija, ka redzams no musu petijunia rezultatient. gimenes, Kurds vertejamas ki
ot nabadsigas. nespé) nodrodinat apstiklus, kuros bams varétu augt un attistTties
pilnvertian. Diemzel valsts un padvaldibu ieswstisanis socialas pulidzibas sniegsuna
bérniem no nabadzigim un socidh nelabveTeim gimengm patlaban vEl nedod jtanmus
rezultatus, lan nodrodinatu bernu augiana un atiistibai draudzigu vidi, Misu p&tfjuma
den lrecina. ka socidlds palidzibas apjoms bémiem no nabadzigam gimeném. ka arl
hénmerm. kurt dive béru namos un patversmas. bitu jipalieling.

Bermem, kurt aug 1zolen no @meném. varélu bl art ¢it augsanas procesd
retarderjas respgjamie cloni, kurus vajadzEte patit atseviski. Janem veri nosacijumi,
kax 1zniet no biologiskas un psiiskds nepictickumibas analogijus, proti [TdAag ki
uztura defictts (olbalwmi, oglhidrati, vitamini utt.) izraisa nopletnus fiziskas attistibas
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traucdjuunus, o ot tikpat nopietnn  trauctiumi var rasties  psihoemociondlds
nepietickamibas (mitlestibas un sociilo kontakt tritkums utt) apstaklos. Abos
gadijumos notiek sava veida vispardja vai dalcja orgamsma “bado$ands™, pie kam
rezulidtl, lan gun netickoda mehanismi ir askirTel, izpauzas ka vispirdja orgunisma
novApnisands un nthulodana. Ipast to var attiecindt uz bémiem. kurt dzive béry
namos U patversmes.

Secinajumi

Musu petijuma rezultan aphecindja nebudabas tetekmi uz bernu augdanas procesa
norst Latvjd Bémtem un jaunicsiem. kuru gimenés vidéjie ménesa iendkumi uz vienu
nmenes locekl ir mazaki par 21 Ls m@nest, noveroe iztetktu augsanas procesa aizturi,
kas netick kompenséta pubertates periodid un wzpauzas ka definiiva auguma garuma
samaznasands. Zoni no nabadzrzdm gimeném vecuma no 7 Iidz 13 gadiem ir videj par
5 em wsaki un par 4 kg vieglaks nekd vigu vienaudzi no Latvyas skolam. Meltengm
atskitThas ir mazak izteiktas: vinas ir videjt par 3 om Tsikas un par 2 kg vieglakas nekd
kontroles grupas meitenes vecuma no 7 11dz 18 gadiem.

legutie datn lay) seandl, ka Latviyas valsti Kop$ tas neatkaribas paslodimasanas i
izveidojies Niziskas attTstibas socidli ckonomiskas gradients berniem un jaunicdiem
vecurna no 7 [dz 18 gadiem.

[ tabulu
Bérnu skaits paraugkopi pa vecuma grupam un dzimumiem

Vecuma grupa | Zéni, N | Meitenes, N
7 55 42
8 63 64
g 72 76
El' 85 79
11 88 ' 77
’ 12 87 74
13 106 75
T g 81 R
1 73 | 84
6 58 B
| a7 57 47
18 32 30
Kopa 857 793
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2 tubulu
Auguma garuma, kermena masas. galvas un kriiSu apkartméra
videpas vértibas pa dzimumiem un vecuma grupam bérniem
no nabadzigam gimen€m un Latvijas skolénu populacija

;d‘é § § Bérni no nabadzigam gimenam Latvij[akirs]:'zl‘ir;ug;::)g:)lécija
S EE! _ Zeni Meitenes Zani Meitenes
N M N [ ™ N M N ] M
7 55 120477 | a2 121237 79 125,44 101 123,66
"8 | a3 1724 67+ 64 126 35 | 177 12916 189 128,66
g 72 129727 | 75 131.01° | 188 134,48 175 133,56
10 g5 | 13565 79 136,717 | 188 135,89 182 138,79
E 11 as | 133.95 77 141527 | 175 144, 46 183 145.07
a 12 87 146 2" 74 1486* | 184 152,12 159 1526
§, 13 106 | 153.02° 75 185.71° | 196 157 .28 204 159,12
2| 14 81 158,78 79 158.48* | 220 164.35 227 161,95
15 73 154,117 | 84 183,27 | 221 170.05 z11 164.97
15 &8 170.8* 86 162.68° | 204 17522 205 16557
17 57 174,45 | 47 162.96" | 180 178,21 210 ‘65 .66
18 3z 173,83 a0 163.88" | 141 179,42 137 166,48
7 55 23,24 42 2301 79 25 27 101 24,09
8 63 24.85° 64 2544 | 177 27.15 189 2661
9 72 27.65° 76 27.99 | 188 30.82 175 29,11
10 85 31.36* 79 3138 | 188 34.45 182 31,96
ol 17 84 32.63" 77 34397 | 175 36,44 183 36,77
S &7 376 74 3857 | 184 41.79 159 41.94
g 13 106 | 41.27" 75 43.74* | 196 46,64 204 48.17
=1 81 47.47" 79 4869 | 220 53.21 227 51.65
i 15 72 51.9° 84 53.97 | 221 57.768 211 5531
16 58 58,52 68 5552 | 204 64 35 205 56,75
17 57 64,05 47 56.22* | 180 68.77 210 5847
18 KV 67,2° 30 567 141 7G.48 137 5826
7 55 5212 4z 5143 | 79 53.19 101 5227
8 63 51.9° 64 51.7° 177 53,36 189 5253
| e 72 52 54* 75 5197 | 138 53.58 175 52,7
§ 10 85 52,61 79 5233 | 188 53,87 152 53
8 11 88 5317 77 52627 | 175 54 22 183 53,6
F: 12 | 87 | 5381 | 74 | 5304 | 184 54.7 159 5411
= 13| 106 | 5361 75 53,34 196 55.04 204 54.78
E 14 81 54.22* 79 5422 | 220 55,64 227 55.27
2| 15 73 54.93° 84 546 221 55,89 211 5545
° e 58 5541 66 5463 | 204 56.71 205 55.38
17 57 56.11° 47 54.94* | 180 57,25 210 55.8
18 32 56.35* 30 55.16° | 141 57.41 137 557
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ol Barni no nahadzigam gimeném Latvij(z:;srrzllzgugffg:)lécija
E|ES
E 25;3‘5., Zéni Meitenes Zéni Meitenes
N M N M N M N M
7 | ss 59 64 43 5915 | 79 61.08 101 59.94
e | s3 61.03" B4 BU3ET | 177 | 6285 189 615
9 | 72 6335 | 76 6788 | 188 | 6525 175 63.75
5_ 10 | 85 65.6° 79 6561 | 188 | 87,71 182 6581
L1410 | s 6617 77 67.4%° | 175 | 68.66 183 69.44
El 2] o7 70.05* 74 7108 | 184 | 7225 159 7362
2l 2] 106 [ 7204 75 753 | 196 | 7541 204 78.79
Sl | a1 | 78520 | 79 | 7838 | 220 | 7879 227 80.87
E 15 73 79 15° 84 gz 61 221 | 2223 211 83.64
W6 | S8 23.65° 65 8436 | 204 | 2694 205 84,48
|97 | 57 8761 | 47 ga71 | 180 | ©0.08 210 B5,61
18 | 32 90 04 30 8442 | 141 90,76 137 85,58

Poatarpurupu vidégo vertibu atskirthu statistiska ticaunba noveérteta: P<0.05®

Gimenu raksturojums atkariba no ienakumu lieluma menest
uz vienu cilveku

3 tabula

lenakumi < 21Ls

lendkumi > 21 Ls

Pilna gimene 48.10%
Méte_— tiezdarbmece, 28 70%
pensionare L B o
Tevs_f b_ezﬁarbmeks, 2930,
pensionars _ L

Tris un vair&k bérni gimené 31,20%

76.40%
14%

5.50%

24.40%
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Yec s, gadas

{.anels. Auguma garuma vidgjas vértibas meitendm no nabadzigam gimeném (1) un Latvijas
skolniecu paraugkepd (2) saltdzinosi.
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Jaadls. Kermend masas videjgs vertibas meiten@im no nabad/Agdm gimentm (1) un Latvijas
skelniedu paraugkopi (2} salidzinosl.
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Galvas apkirtmérs cm

Yecums. gadas

Jardls. Galvas apkirimara vide)as veruibas meitendém no nabuadsfgam gimeném (1) un
atvijas skolmeCu paraugkopa (21 salidzinos.

0

Kidsw apkal

65 -

[ S

60

s5 — . _—— . —

Wazums, gadas

Soatréls, Krhizu apkartingrg videyas vortibus miciteném no nabadzizam gimendm (1) un
Latvijas skolnieéu paraugkopd (2) salidzines
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Augiims, cm

Yecums, gados

Fanels. Auguma garuma videjas vertibas zéniem no nabadzigdm gimeném (1) un Latvijas
Lolnieku paraugkopd (2) saltdzinosi.

Masa, kg

Vecums, gades

Catéls. Kermena masas videjds vertibas zéniem no nabadzigdm gimenem (1) un Latvijas
kolmeku (2) paraugkopa salidzmos:.
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Galvas apkIrtmérs. cm

51 . : ; - : : - ; ;
T 8 g 10 1 12 12 14 15 16 T 18

Vecums gades

Fandls. Galvas apkdrtmera vidd)as vErtibas zeniem no nabadzigdm gimengm (1) un Latvijas
skalmeku paraugkopa (2) szlidzinosi.

=5 .
: : - F : ! ! t : : : ]
: ! : : ! : : : :
. : H + ol 3 : : e
30 H fre apa s, ‘"":"-'“:”“""‘I"-““'T'-“ ! /
£ :
L
£
|
E H
O O U S S ol
3 :
=
B3 1
i
x
!
B f-- e Tl
[ . N
; : : : ;
: : : 3 i
55 or L] - e B e B - - Pe - - — s - —
7 8 E] 12 " 2 13 11 5 18 37 8
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S.arels. Krifu apkiantiméra vidéjas vertibas z&mien no nabadzizdm gimencim (1) un Latvijas
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PieaugusSu cilvéku dzives kvalitates veértégjums,
izmantojot PVO metodiku

Sanita Lapina

Latvijas Universitates Medicinas fakultires Maszintbu nodala
Riga. Fhpokrata wela 2. LV - 1058, mt. 9480767

in jusl the World Health Organmisation tnitiated an intemational project “WHOQL - 100
which includes research on the quality of hife, our physical and mental health. Previously re-
search on guahity of Jife  Latvia has not been carnied out. but social standard of hving, wel-
fare and the health care level prove the neeessity for such rescarch.

With help ot 2 questionnarre - an instrument  people™s lives are investivated = 6 domains
phyvsical health, psvechological. level of independence, social relationships. environment and
spirituality. The instrment can assess quahty of Iife in a vanety of population groups  there
will be involved not less than 3530 persans,

The Riga 3" Nursing School, after lasting and successful projects together with (slo National
College  Nonway. has received an invitation to parmicipate i the mnternational project
SWHOOL 1007 and take responsibility to implement the project in Latvia, The Associated
Pritessor Mrs. M. H. Kalfoss will give bor expertise during the project implementation in
Larvia

The results of such research will provide better primary tiealth care. unprove nurse education.
perfect the nursing prefession and raise its prestige in saciety, The rescarch will create a better
situation for Latvian tnter — cultural cooperation and integration in the world.

The duration ot the project — Assessment of Quality ot Lite in Latvia s 3 vears. Final results
aof the project will be presented in summer of 2002,

Ruksturvirdi: dzives kvalitite, subjekiivd vescllba, HHQOL -/0f!, mdsu apriipe.

Pirms vairak nek@ 10 gadiem - 1991 yada nogalé - PYO uzsaka plaiu pétniecisku
projekiu lar novertéu pasaules wedzivotaju dzives kvahitdun - WHQOL 100 (#Borld
Hlealthy Qrganization Quuality of life T00)). Projekta mérkis  noverter dzives kvalitati
da?zadds valstls un sabiedribas grupis gan shinuem. gan veseliem individiem un
salideiniit to. Projekts tiek uzskatTts par Ipadi plemerom medielnas misu pémieciskajam
aklivititem. tade] pasaul® parasti to veie masu augstikias wzelitbas westides — koledzas
v midsas ar augstiko zglittbu.

1999, gada negald arT Latvija tika uzaicinaty predalities petyuma. kura lidz tam jau
bya sesmistitas 27 wvalstis (6). Uzaicindjumue sun@nm Rigas 50 medictnas skola.
pateicoties saval ilgstodajal sadarbibai ar Nor 3gijas kolgiem. Seit ar tika organizCia
projekia durbu grupa. Tajd piedalities tka vzacindti Lanvijas Unpversitites, AML RSU
parstavii. ki arT medicTnas misas no vadosajim Rigas klmikam (klintkas “Gailezers™,
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Linezers”). Memiel Iidz projekta noslegumam 2002, gada vasard aktivi darbojas tikay
Latvijas Universitdtes un Rivas 5. medicings skolas parstavyi. Visu o laitku dorbe
erupas vadibu savis rokas wr skolas direktore lana Savdona. projekta darbibu LatvijZ
kensulte Oslo Nacionalads koledzas Norvegi)z asociétd profesore Merija K. Kalfosa,
Darbu grupa vispirms izvEndja $adu p&ijuma nepieciedamibu Latviji. JaatzIme, ka [1dy
1999, gadum pie mums veiktl vairaks veselibu un veselibu ietekmejosus paradumus
subjektivi vertgjod petjumi. 1998, gada Vesellbas veicindlanas centrs kopd ar Somijas
Sabiedribas veseltbas wnsttow veiea pirmeo veselibu ctekméodo paradumu p&jumu,
tzimantojot FINBALT metodiku. Sis pétTjums daléji parida redzivolaju veselibas uztver
{1998 gada 30 % no respondentienm savu veselibu uzskata par labu vai lett labu, 2000
padi. kad petjums tika veikis atkartot. 1 dom@ja jau 42%). Veseliba ir viens no
faktoriem, kas veido katra cilveka dzives kvalitati (1). Tapat jau divas reizes Latvijd
veikts skolenu dzives kvaludtes un veselibu wetekméjodo 1eradumu p8tljums {1). TA ki
pieaugudo dzives kvalitates petijuma Latvija vel nebija un mums tika pledavit
starptautiskn atzita petniectbas metodika, darba grupa noléma sakt Se petyjumu ur
zvirzlia petijuma mérk:.

Merkis — izpatit dzTves kvalitatt Latvijd, vienlaikus attistot masu pétnieciske
darbu. dodot 1egutdyjumu miasu izglittba un palielinot vigu nozimigumu veselibas
apripé

Lan sasmiegtu So mérki, tika noteikti Zadi darba uzdevumi:

1. Sagatavet projekta teorétisko pamatojumu. 1zmantojor PVO izstradito.
materidalus par dives kvalitdts un miszintbu teorjas

[R=

Veikt petniectbas metodes un instrumenta aprobaeyu Latvia. izpildot PVO
prasTbhas §1s metedes adapticijal.

3. Organizel semindru veselibas apripes specialistiem par dzives kvalitat,

4. lzmantojot sagatavoto metodiku. veikt petijumi statistiski apstradat un anz-
lizét leghtos rezultitus, salidzindt tos ar citds valstits iegltajiem datiem.

w

Noorganizet starprautisku konferenci Lawvija — Norvegija — Polija (kas tke
uzaicinata piedalimes projekta vienlutkus ar Latviju) par dzives kvalirfites
pettiuma rezultdtiem minéta)ds valstis.
6. lesniegt partulkoto instrumentu un zinojumu par pEtjuma rezultdtiem PVO (1),
Calvenars petniectbas prickSmets — dzives kvalititer, PVQ dzives kvalitat defin€ ki
mdividullu savas dzives pozicijas uztverl, nemaot verd valsts kultimu, pastivosas verbas
ur saistot to ar indnida merkienn. certbam, standantiem un wespejam (6). Kama cilveka dzive-
kvalitit ietekme vairaki fakton:
e fiziskd veseltha,
psthologiskais stavoklis.
patstavibas Iimenis,

soctitlas attiectbus,

varigd veseltha,
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—_

e apkirtejd vide un cilveka spgjas tai piclagotics (3)

Ka redzams, jédziens ir pictiekost plass, @ definteija nav neapstridama, gandriz
Latrd literatliras avotd var atrast kadu citn dzives kvalitites definieyas vanuntu. Dizives
kvalitdt espEjams vertét tipat kd visu sui pasauld. bet &is vertdjums vienmdér bus:
4)  subjehiivs.

k) multidimensionals — jspshata vist ge fakion. kus etekane dzives kvalitau (4).

Pasaules Veseltbas erganizictjas predaviatd pejuma metodika lauy veikt vispareiu
sertefanu daZadds dzives jomas, nepretenddjot wr tpasu ledsilinifanos, ber skaidn
pacidot gulvenas sabiedeibas derves kvalitites tendences konkrgi valsti, Sada pieeja
izvileta, pgemot vera dazadus paradibu un noridu verteéSanas limenus  {skat.
L. Zimgjumu).

Petfjumam PV piedavija divus lesp&james pétniecthas instrumenta — aptaujas
varantus. Pec iepazidands ar abem darba grupa 12vE[3)as so vanantu. kurd wekJaun 26
Jautijummi (otra iespéja — 100 jautajumi). Predavatd peintectbas metodika sevi ietver:

e svargiho indnida dzives jomu 1zvengjumu.

e  konkrétus, atlastus jamdjumus,

e vispirinamas athilzu skalas,

o lespeju parddit daziddas socidlekonomiska stavokla varidctjas (3).

PV sevidku uzmanibu prevers dutu standartizacijan. athilsfiba starp izviraiiepem
wérkiem un darba mstrumenta sagatavosanu. ST aptauja nay ivstrdddt Latvija un nay
raksTta latviski. Tdpée pums levicsunas ta bya jAiziet adapi3cnas process. Jas seat
wiver vaurdkus aspekius:

Oriemala tulkojumu larviski - to veica profesionals anglu- farviesu valodas
tutks.

2 Aptayjas tulkojuma ekspertizi bilingvala grupdl - vetca ailveki. kus parvalda
abas vulodas. noskaidrojot, val Jautijumi ir oeparprotami un atbildes
saprotamas.

3 Instrumenta parbaudi monolingvilas eksperimentilis grupds. kur - 23 cilvaki
izmegina o aptauju. k3 vinl to saprot.

1 Atgriezenisko tulkojumu no luiviesu uz anglu valedu. kas tiek nosatits PV
parsiavimectbal - tadgjady PVO parliceinds. ka aptauja nuv zaud@jus: savu
Jegu (7).

STs stadijas Latvija norit€ja ne 1999, vada Iidz 2007 geda rudenim, pasreiz notiek
prakiiskl petniecibas realizacyja. Latvia pavisam tuka aplaujatt 300 cilveky, PVO ar
neteikusi apstaklus, kas. veicot 3o p&tijumu, jalevero:

e cilvEku wveselibas stivoklis -- 250 respondentiem jibut ar veselibas

traucgumiem, 50 — relativi veselien cilvékiem:

®  secums - S0% veedkt. 30% jauniiky par 45 g

®  dzimums  50% viredu un 50% sievicsu (61,

Darba grupa Latvpas respondentu lokd ietvEra 33das ledzivotiju grupas ar
veseltbus problZmiam (protums. tika aptau)dts ard noteiktars subjekiivi veselo cilvéku
skarts - 50
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puctenti ar vielmainas problémam.
pacienti ar kardiologiskdm prebl&mim,

pacients ar onkologiskiim problémam,

pacienti, kas cies no ilgstosas infekeijus — the,

e pacientl ar nerologiskdm problemam,

e pacienti ar dazidiem organisma skibekla apgides traucgjumiem.

Vist potencidlie péfijuma daltbmeki 3ajas edzivotaju grupas tika izvelgt pec
vienkar§a gadiuma izveles principa (1)

Darbam izvéleiamies Tso aptayjas variantu, kurd 26 jautdjumi sakértoti noteikias
grupis (3).

Jautdjumu grupas:

. Fiziska veseliba — sApes. miegs, aktivitate.

2. Psthologiska veseltba — pascicna. padvertgjums. uztvere. atmina. intergses.

3. Individa patstavibas limenis - spéja veikt ikdienas aktivitdtes. atkartba no

dazadam vielim, drst@danas, darba spgjas.

4. Socidlas attiectbas — socidlie kontaktl, gimenes atbalsts, spgja saglabe

oiment, rehigija.

L

Vide — drosiba. personas briviba. majoklis, finansidlats stivoklis (7).
6. Garigd veseltba - 51 dula strukturéta K atsevisha aptauja un tiek pétin
atseviski (2).

Kaira valsts bez Sim PVO noteiktagin jautijumu grupdm ir tiesiga pievienot dazas
savus kultirspectfiskus u.e. jautajumus. Latvya papildus ludzam noradit aptawss
velkSanal nepieciesamo laku un te. vai kids respendentam palidzgjis veike so darbu,
Tapat tika previenot duzi 1. s, kulidrspecitiskie jautajumi — par to. cik nozomigi cilvekar:
ir bat Latvijas pilsonim, dibindt savu gimeni un piedallties dazadu kultiiras pasakun.
nonsés (premeram. dzesmu svetkos). 2. Zimgjuma redzami daZi jautajumu plemen o
1zmantoto athilzu skalo {1).

PEtTjuma gaitd neskatdrojdm, ka §7 pacientu aptauja miznent ileu laiku, jo jautdjun:.
nav vienkar$y, art atbilze vanontu formulgjums ir pictiekost sareZzgits un mus.
respondentiem nepierasts. Esam noverojuii. ka atbifdém uz aptaujas jautajumiern
patérétais laiks pahielings, pieaaugot respondentu vecumam. Lay atbildStu uz visicm
Jautdgiumiem. respondenti 16-45 gov. vid@) patérdja 20 minttes. respondent pee 45 ¢,
30-35 mindtes.

Mes so metodt wmantojam. lar novértetu vispargjo dzives kvalitat, tacu darb:
wrupas konsultante  Oslo Nucionalas koledzus protesore Mérija H. Kalfosa uzsver
ka 57 metedika ir universila, Var 1zveleties vienu konkrétu tedzivotaju var pacteni
grupu un analiz@t tas dzives kvalitau,

Padreiz $is projekts iegiiis savi nosl&guma posima (tas tika izstridats tuTs gadu
pericdam. un 2002, gads Sajd penodd v noslédzoduls). Veilkta nepieciedaind
respondentu skaita aptauja un uzsikta rezultitu statistisk® analize. t&dé] pagaidam
fesperams aprakstit tikat provizoriskos darba rezuliatus,
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Pasreiz, analizejoet jautajumu par to. ka ciivekn verte savas dzives kvalidu
dalibnieku vawrakums — 75% — o kopuma ver@ ki vidgju, 15% K3 shkiu un nkas 2.3%
vert? suvu dzives kvalizini ka lubu vai lott sliktu. 5% uzskata, ka vinu dzives kvalidie
ir Joti laba. Jo jaundks p8tuma dalibnicks. jo cugstiks 1A dzives kvalitites vErt&jums
Velos atzimet, ka uz jautdjumu. cik daudz vigiem ikdiena nepieciedams mediciniskis
paildzibas, gandriz 92% no apkepotuyjam respondentu atbildém atziméts, ka tas
nepiecieiams daudz var Jott daudz. Inferesanti. ka ar 63% no tiem mdividien, ka-
petfjumam tika 1zvailti ki subjekilvi veselas personas. atzimé. ka vigiem tkdiend
nepleciesams dundz medieimskils palidzibas. Pec misu prognozém, petjuma rezultiy
bus gcutavi Jovasar. Pilniba tie tiks publiskou starpruetiskd zinatmisky pcrnieciskhs
seninird, ko organizés Rigas 5. medicinas skola. Semindra laikd vargs iepazities ar
danu. norvegu un zviedro kolegu picredzi $ida pétijuma velk3ana un rezulidn
1zmantodand. Mas prognozéjam, Ka rezultaius vargs lzmantot:

I primiras veselibas attistibar Latv)a,
subledribas 1zprames palielin@sanai par garigo un fizisko veselibu.

31 tewtsaimmeciskds un soc1dias polinkas tetekmésanar.

4y Latvyas integriicyar mternaciondld sabiednbd, ka art lan planons jaunu.

starpkulturalus projekius kopa or cudm valstim (2).

Pratesore Meriju . Kaltusa iesaka 5T petfjuma rezultZtus un metodiku 1zmante:
art turpmak masu akademiskas 1zghubas jomd  wzstraddjot savas magisra un doktor.
pétyumus.

[ZMANTOTA LITERATURA

I Pieaugudu crlveku dzives kvalitates vertdjums. zmaniejot PVO mctodiku: pétniccih:.

projekts. Riga. RAMS, (999,

Chrahim 8. Clinical and public health perspectives and applications of health  related gua-

ity of life measurement. Sociel & Scientifical Medicine, Great Brtain, 1993410 [383 - 1392

3 Guyott G The philosophy of health  related quality of life wranslation. Qualin of Hify
Res 1993 2: 461 - 465

4. Guvatt G Feeny Do Patrick D, Measuring health  related qualiny of Ufe. Annal Intei

Medicine, 199% 622 — 029,

Development of rhe World TTealth Orpamzation WHOQOL  Bref Quality of Life

Assesment, Psichologicdd Medicine, 1995: 751 538

i Kaltoss M. H. Measuring Quality Of Life. World Health Organization, 1997,

7 The World Health Organization Quality Of Lite Assesment (WHOOL ) Development and
General Psvehometnie Properties. Socral & Scientifical Medicine, Great Britain, 1998 44

o8]

.



LATVIAS UNIVERSITATES RAKSTL 2004, 608, 58, MEDICINAL 109, 123 LPP

Duodecnogastrala atvilpa un gremosSanas sistémas
sidzibu korelacija

Maircis L.eja’, Eriks Reiohelds”, Guntis BreZinskis ™,
Ainars Abolting'”". Aivars [ejnieks ™
“Gremosanas shimibu izmekIS3anas un arstedanas centrs, shmnica “Linczers”™
T Larvijas Universitite
P Stradhna Klniskd vuniversitates summnica

T Rigus Stradiny Universitite

The symptorms of digestive oriein potenuallv indicative tor duodenogastrie reflux (DGR have
been vompared 1o the results obtained by o seintigraphic method. elaborated by the group of
authors. The follewmng symptoms were constdered: nausea, vomuting, regurgitation with soar
and irter content. Pelching. bitter tste m the mouth, heartburn und burning sensation in the
epizastiic arca. carly satiety, flatulence. diarthoca and constipation. other tvpes of dyvspepsia
andl abdominal pain: The symptoms were registered by using a spectally elaborated question-
matre according to prehnumary determined intervals of time with respect to the scintigraplne
investigation. Le. the morning of the nvestization (hetore the mvestiganon. the previous af-
wrnoen, a week, a month and a vear prior to the investigation, Altogether 75 patients (43
woren, 42 men; median age 46 vears) have been studied.

wo cotrelation was found between DOR and 1he following symptoms: nausca, vonuling, re-
gurguiation with sour and hitter centent, belching. hearzburn. buming sensation 1 the cprgas-
tric arca, carly savety, flatulence. constipation. dvspepsia and aodommal pain. Diarrhoca in
the momming of the investgation (p=0.029) and a month prior to the investigation (p-=0.016)
was stattstically signiticantly corrclating to DGR. while no correfation was cenfimrmed 1o the
symptont a day and a week prior to the investigation,

Bitter taste in the meuth had the best correlation to DGR in alf the analvsed interaals, ie. the
mutiing of the investiganion {p 0.029; previous afternoon (p 0.073)0 previous week
rp=0.0310 previcus month (p =001 and previous year (p=0.02%). The svmptom had high
spectficliv {up to 913" for the moming prior w the vestigationd, still low sensitivity (3187,
for the same peried). The best registered posinyve and negatkve predictive values for the symp-
tom wers correspandingly 66, 7% and 76.7%.

The cenclusion s made that bitter wste i the mouth s the best correlating sympton for
DGR, sall the low senstivity and low positive and negaus e pradictive values of the ssmptem
does not make it a usetul guide for svmprom-based diagnosis of DGR, The association be-
tween DGR and durrhoca might happen due to a retrograde penstalsts of the gut at the mo-
ment of increased peristaltic activity causing diarrhoca,

Ratksturvardi: duodenogastralas amvilines, kKIiniskie simproi.
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Ievads

Atskirtbd no gastroezofageala atvilna. — divpadsmutpirkstu zarnas satur
retrogradas plismas kungt jeb duodenogastrald atvilna (DGA) kliniska nozime 3obri
nav pilntbd apzindta [1]. Pastiv uzskati par DGA komponentu. t.sk zultsskahjy
lespgjamo  karcinogéne redarbibu wz kungl un barthas vadu [2], veicinot af
malignitates anisnsanos pacientiem ar Sarreta bartbas vadu (3] Vairdku pétijumu dan
liecma. ko DGA ar sekojodu awviln bartbas vada pastiprina ezofagitu [44, tacu cito.
petumos vienlidy izteikta Fults komponentu klatbitne baribas vada diagnosticgn
pacientu gropam ar dazada smaguma czofagitu [3].

Gustroezofageld atvilpa klasiskals diagnostiskais kritérijs ir simptomatika -
dedzinosa sajuta aiz kriidu kaula, kas aizsakas cpigastrija rajond, parvietojas
retrosternali un rikles virziena, Turpreti dati par DGA lespgjamo saisttbu ar simptomien:
ir visal ierobezoti. Literatdra nav atrodami daudzi p@tijumi, kuros bitu metodisk:
analizeta DGA un simptomu savstarpg)a saistiba, tadu ir vairaki darbi, kuros autort o
sustibu meginaju$ apzindt paralell citiem jautajumiem, t.sk.. izmantojot specialas
aptaujas [0:7].

Nereti DGA tiek saistits ar citim funkciondla rakstura gremoSanas sistémas
slunthim. Dispepsijas ctiopatogentze sobrtd nav pilniba noskaidrota, tadu vairiki
autort pielayj domu, ka piloroduodenalas zonas dismotilitatel var but butiska lomy
dispepsijas simptemnu attistiba [8],

AJ Arujo ar Bdzautoriem [9] uzskata, ka DGA ne tkar ir sastits ar tddu simptomu
1zcelsmi ki epigastriilas sdpes. dedzin@sana, stikta disa, epizodiska vemsana ur
pilouma saputa vederda. bet art, ka atvilna tzraisitas sudzibas var ukt kladain
interpreiétas par Zultseeu slimibu.

Zinatmeku grupa M. Matkainena vadiba [10] analizgjus: DGA pacientu grupa
gustroezotagealam atvilnim raksturige sumptomatku (dedzinasana). Pavisam 1zmek[2:;
40 DGA pacrent un 150 cilvéks kontreles grupa. [egltie rezultat nelieciodys par
biczaku DGA pacientiem ar gastroezofageala atvi|pa shimibu.

Literaturit  biezi  analizéia  DGA saisttha ar zultscelu  patelogiju  un
pécholecistektomias sindromu; vairdki autori uzskara, ka DGA ir nuzIme ar 3im
patolodijam saistito sumptomu izcelsme [11]. PEtot pecholecistektomijas sindromu, kas
galvenokdt manitest®ras ar diskomfortu augséid vedera stiva un vemdamu ar zults
pejaukumu, S 4 Lujen-Mampean ar hdzautoriem [7 ) 1zdarTja secindjumu, ka DGA T
butiska nozime dispeptisko sudzibu izcelsmée. Tiesa gan. rzmekléto pactentu skaits bija
samerd neliels (20 pacienti pée zulisce]u operdeijdm un 10 cilvéki kontroles grupd). 81
pali petnicku grupa uzskatu, ka simptomi, tapat ki endoskopiski vizualizgumis
izmainas un histolegiskas kunga glotadas izmainas korel@ ar DGA intensitati [8].

Literatdrd praktiskl nav atrodarm datt par DGA 1espejamo saistibu ar vedera reejas
traucejumicm. 1znemot gadijumus. kad abas 3515 novirzes vergjamas kritiski shimiem
pacientiem, kas sanem enterdlu barosanu [12] var pacientiem péc operacyam [13], tsk.
vagotomijam [ 141,

Farmakologiski pEtjumi par DGA nomicodu medikamentu efektivitan vard
snegt verigu miormaciju par ST atvilpa lomu sudzibu patogendze. [r publicet viurah

petjumi. huros izmaniou prokinguskas iedarbes medikamenti. preméeraim. dompendons.
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cisaprids. cleboprids: pétfjumeos iegiitd informacija par pozitive prokinguiskas darbibas
medikamentu efektu pielauy 1espeju, ka so medikamentu lietosana novers DGAL un
1adejadi tiek pandkta labaka simptoemu kontrole [[3:16]: turpret citu pétijumu autori
secing, ka vispiasak lietotajam prokingtiskajum medikamentam cisapridam nav etekmes
wz DA [17]. Izdartt secindjumi. ka bittu nepieciesami liclaki pétijum: un tieda DGA
jzvErteiana. lai jespg&amo letekmt apstiprinatu val noliegtu.

Neskateties uz varakam publikicijam. has dztekus ¢itim problémam analizgjudas
DGA uR simptomu iespéjame savstarpcjo satstibu. autort parsvard vienojas uzskata,
ka DGA loma gremesanas sistemas orglnu gengzes simptomu attistiba Sobrid ir maz
izprasta [18-20], tdlab mitsu pEtijuma mérkis bija detalizén analizft DGA un daZidu
sremosanas sistgmas sidzibu wspejame savstarpejo saistibu.

Vaterials un metodes

Pacienti

Pavisam petijuma ieklaut 75 pacienti, no tiem 43 sievietes un 32 viriedi; izmekleto
pacientu vidgjais vecums biju 45 4 gadi, medilnus — 46 gadi (vecuma robeZas no 16
Iidz 73 gadiem).

Atlasin tka pactentt ar gremosanas orginu sistémas stimibdm un / val
dispeptiskam puradibam (tacu icklaufanas kritCrijs pitguma val Skérshs nebija kada
poteikla diagnoze). No kopgjd pacientu skaita (75} pavisam 62 pactentiem
galvendprubléma bija salsiita ar gremofanas sistému, bet 13 pacientiem bijo
dispeptiska rakstura siidzTbas, tacu vinu pamata probléma bija saistita ar citam orginu
sistEmam (8 no tiem arst)as nieru un wincelu shimtbu d&l. 2 — cukura diabgw, | -
hreniska bronhita paasindjuma. |- nodoza penarterita un | - reimatoida artrita dél).
factentu grupa ar primira)dm gremosanas sist8mas slimibam sckojosdi sadalijas pa
artiecioajam diagnozém: zultscelu slimrbas — 20 (Zultsakmenu shmtba — 11, Zultscelu
diskingze — 5. hroniska holecistii: paasindjums -- 3, stenozaiods papillits — 1.
dispepsya {ar val bes gastrtta) - 13, peptiska Cllas shmiba — 120 sizkunga drziedzers
slimtba 6 (hromisks pankreatits - 3. akiits punkreatits rekonvalescences periodd —
3. kairindtu zarna sindroms — 2, bartbas vada diafragmas atveres truce ar ticamu
gastroezofagedla atvilna shimibu - 3, 1sas zarnas sindroms ar malabsorbeiju — 2, zamu
dishioze - 1. hromskas obstipacijas — 1. Chlains kolits — 1. Burreta bartbas vads — 1
Iika1zslégt pacient ar kunga rezekeijas opericijdm anamncze.

Standartizéta aptauja par sidabam

Informiciya par siidzibam tika ifegiita. standartiz81a veida izjautajot pacientus par
stdribam. Kus. lespejams, vardtu biit smistiias ar DGA. Dati tika apkopoti speciali $im
noldkam szstrddata ankerd (DGR 04 ko savulatk apstipringja Latvijas MedicTnas
akadamijas 3. terapijas kutedrd (prof. [ Lazovska vadibd), Visus pacientus aptaujia
viens cilveks,

Anketd bia eklout jantdjumi par sekajosam stidzibam: stikte dasu. vemSanu,
atravedny ar skiabu. rugtu sataru, ki art ar gatsu, rdgto gardu mwd, dedanddanu aiz
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krosu kaula un epigastryja rajond, atru piinuma sajfitu, védera pldanos, caureju un
alzcietgjume, cita veida dispeptiskam stidzibam. sapju sindromu. Datu analizé kopd
anabzet dati par dedzinasanas sajiitu aiz krdsu kaula un epigastrija.

Katrs ro nuntapem sunptomiem tika diskrét 1zvensts laika. respektivi. sckojoios
latka intervilos: no rita pirms scintigrafijas izmekigjuma. teprickseja diena. iepriekséjis
nedélas Taikd, teprieksdd mEnada laikdl un weprickieja guda laikd. Atsevidkos gadyumes
dazi latka interval anuliz€ netika ieklauti. pleméram. pilnuma sajita 1zmeklejuma dienas
rita netika analizéra, jo S1s stmptoms parsyard saistdms ar 8anu, tacu izmeklgjums tika
uzsithts tuksi dasd.

Originala DGA diagnostikas metode, izmantojot perordlu radiofarmpreparatu un
provokacijas méginajumu

Tika izmantota speciahh DGA diagnostikai izstridata originala, raksta uutoru
wstradita saintigrafiska metode,  1zmantojot  perorilu  radiofarmpreparitu un
prevokdcijas méginajumu.

[zmeklzjums tika veikts fukia Jisi pec nukts badoSands. Lai butu 1espejam tusy
fiziologiskajiem gremo3anas upstikliem. pacients sanéma 200 ml galas buljon:.
Pacientu novietoja gulus uz muguras zem gamma kameras detektora. Perorall pacients
sangma zelatina kapsulu ar 3-4 MBq "™ Te-nditrija pertehnetita. Preparats tika evietots
kapsuld. lal viss 1enenitdl preparata daudzums kunga projekeijas vietd noniktu
vienfatkus (Jai izslegio sckojosu preparata daudzuma pleaugumu evakuacijas rezullats
no bartbas vadaj.

[zmekigjuma latkia impulsu skaiti$ana notika ar vienas mindtes intervalu. legitic
attel: deva lespéju izsekot radiofurmprepariita dinamikal izmeklejuma laikd. tipat ie7Ime
ts. intereses zonas urt konstrudl [iknes atbilstos: Stem ieeimétagiem rajonien.

Zelatina kapsulas kunenizikida visbiezak -2 minudu luka. un radiofarmprepara:«
iezimzja kunga kentiras. Dazu nikoio minisu latka aizsikds prepariita evakulcija o
kunga vz divpadsmitpirksu zarnu. Kad aptuven: 20% no preparita daudzuma bija
evakuets no kunga. tika uzsdkts provokacijas megindjums. kas sustav no 1 min. dzilas
elposanas un | mun. Hea spredicna vz v8dera prick3sienu epigastrija apvidi, lat jusiu
abdominalas wortus pulsicijas. Speka lielums Katram pacientam varieja 45-80 N
robezis.

Pec provokicias megindjuma pabeigsanas zmekigjumu wrpindja papildus vel 7-
10 minites. Kopgjais 1zmekl&ume latks bija atkaries no ti cik an radiotarmprepards
evakue|ds no kunga: visbiezik kopjuls izmeklgjuma laiks bija 16 - 32 mindtes.

Lar izverietu DOGA, uku salidzinats rudiotamapreparita daudzums kupgt pirms un
pec provokileyas megindjuma.

GadTjuma. ja pec provokiicijas meginijuma radiofarmpreparita daudzums kuny’
preauga. DOA tka vertets ki pozittvs (=), wrpret gadijuma, ja ta dasdzums kund:
saglabiijds nemainigs val samazindjis. DGA tika uzskatlts par negativu ("),

Radioaktive mmpulsu skaitiSanai tika izmantota Sigma 410 S gamma kamera.
savukart datu anallzet izmanteja MCS 560 digitdle datorsistému (Fechicare Corpo-
ratieni, ASVY)
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Statistiska analze

[egfito rezultite soitdandzann (slalishiski teamas koreldcijas 1zvEnéianai} stam
grupiam ar un hez DGA tika izmantors Fisera eksakiats tests divvirzienu analize
paraugiem ar neparametrisku sadaljumu. Lai notetktu analiz@to simptomu diagnostisko
vertbu, papildus analizepdm ard parametru jutiguimu un specifiskumu DGA noterkiand,
ki@ o parametru pozittvo un negaihvo paredzamo vertbu.

Rezultati

Detalizety katra aptaujd regitd simptoma korelactyas analize ar DGA sniegu
tabulas nr. 1 - 13,

Stidzibam par sliktu ddsu (b)), vemsanu (2.tab.), atraugam ar skabu satury
(3.tab.y. atraugim ar riigiu satura (4.1ab.) un atraugdm ar gatsu {S.tab.). apat art par
dedziulganu (7.tab.). pilnuma sajbtu (3.tab.). vedera pldanos (9.tab.). atzeletdjumy
{11.ab.). sapém vederd (12.tab.), cita veida dispepsyu (13 tab.y analizélaja pucienta
grupa neviena no faitka interviliem neatradam DGA korelaciju ar attiecigo simptomu

Siidgbas par caureju zmeklgjuma dienus mta (p—0.029) un iepriek§d)d ménesa laxs
(p=0.016) korelér ar DGAL 1acu $o sadabu novérojumam ieprickse)d vakara (p=0.091,
un repriekigja nedeld (p=0,171) statistiski tcamas kerelacijas ar DGA nebija. Sikik
anahizZ ot reprick 813 menesa laikd konstatcto sidztbu 1espglamo saistibu ar DGA (ska
10, teh. b simptoma specifiskums waridias 95%. tacu juttha 28.6%; paredzama pozih
vertiba — 73%. paredzama negativa veértiba - 71.7%.

Sadsabas par rugtu garSu mute statistiskt tcami korelgja ar DGA - visos
analiz&tajos laika Intervilos {6.tab.), respekuvi. 1zmeki2sanas dienas rita (p=0.029).
tepriek i) vakard (p=0.013). wepricksgjas neddlas laikd (p—0.031). 1epneksd)a meéness
latka (p=0.014). ki arT ieprickicia gada luika (p=0.028). Simptoroa jutibu un
specitiskumu, positivo un negative parcdzamo vertibu skat. 6.tab.

Diskusija

Petiuma dati paradijudt DOA saistibu ar daZiem kliniskajiem simptomiem. proti.
ragtu pardu muté un caurcju: tal pasi laikd virknet citu analiz&to faktoru §3d:
koreldcija neapstiprindjas.

Atklyas. ka stdzibas par rugtu garsu mute buja augst specifisks raditays, bez tam
specifiskurms pleauga. ja sadzibas bija verotas nesen {{Idz 91,5% — izmeklesanas
dienas r1td). 1alab pucientiem ar fadiem simptomiem ir augsta DGA varbaibas
ticamiba, wlu zemais 1 simptoma jutigums (31,.8% ¢ stdzibim izmekigjuma dienas rtd
neatlauj izslegt DGA pacientien. kuriem Sadu s@dsthu nav. Neapmierino$o sinptoms
diagnostisko vertibu apstipring ot nepietickami augstas sagad@amis poriivas ui
negativas vertibas, kuru maksimalis verttbas biju attiectal 66.7% un 76.7%.

Stdsbas par caurciu tzmek & uma dienas rd (p=0.029) un tepnekidi mEneda lukid
(p=0.016) korelgja ar DDGAL parddot augstu spectfiskumu (100% Trneklejuma dienas
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adiun 95% tepricksé&d menesa latkd). bet zemu parametra jutibu (14.3% Lmeklgjuma
Jicnas ritd un 28,6% iepriek3cjd menefa lukd), Lidezigr augsts spectiskums. bet zema
quiiba bija vErojama art, veicot analizn crtos Tuka intervilos, kur statistiskl drosa
aidkirtha starp grupam netika atrasta. Kritiski vert@jama sidzibu saistiba izmeklejumu
dignus 1Tt jo kop@jats pacientu skaits grupd ar pozinvam sadzibam bija tikar 3.
Analiztjot tesp&iamo DGA un caurefus saistthu fepriek$d)i ménesa laiki, simproma
poativa parcdzama vEnttha bya 75%. negatnd paredzamid vEriToa — 71.7%. has nav
pietickami. lai simptomu varétu izmantot par diagnostisku kniteriju. Maz ticams. ka
POA varétu bat patogenétiska loma caurgjas 1zeelsme. mcu iespdjams. ka vienlatkus
ar paatrinato gremosanas sistSmas metonku caurejas gadjuma var rastes retrogradus
pecistaltikas vilni. tsk. DGAL

Cittern analizétajiem faktoriem. pat gadijumos. ja to specitiskums bija augsts,
pozitivd un negativii paredzami vertiba pirsvarl bija zem 70%, kas lick domat par
zemu S0 parametru diagnostisko precizitin DGA 1zvErteiand, pat ja noverojumu skaits
hiitn ievereiam liclaks,

Kopuma. atikinba no gastroesofageild atvilna. jegitie dati neliecina. ka DGA butu
<angri noteikta saisttba ar virknd raksturfgu stdeibu. kas savukart lautu DGA
diagnosticet pozitiva veida bez papildus 1izmeklejumiem.

Pastav tespeja, ku DGA var bt dalgp fizielogisks process [21], tatad §aja
cadijumd DGA nebils saistits ar Minishiem simptomiem. Sobrid fiziolegiska DGA
kritéryt nav definét, tacu. jJadona. 1a varnideyas spekies var bt visan plads, un tas nav
salstits ar vecumu, svaru un kermena masas indeksu [22].

Lai ard literattrd atrodama pretgja arguinentacija. kaepuma petnuma dat apstiprina
pasauies vadole dispepsyas jautajumu speaialistu viedokli ka DGA nav galvenans
lukiors dispepstjai raksturTgo simptomuizeelsmé [20].

Secinajumi

Sujd petfjuma iegdtie dati Hecina. ka sfidzibas par riigru gardu mute ir raditajs. kas
visprecizilk no lzvert€lyiem kliniskajiem simptomen kore'@ ar DGA Sunptoman i
augsts specitiskums, tacu zema Juttha. Nepretickami augsto pozitive un negativo
paredzumo vértthu del mingtws simptoms nav deals raduars DGA diagnosukal.

Pastdv korelacija starp caurcju un DGA, tdu §1 koreldeija varétu tecindt vairdk
par gremofianas sisCmus organu meterikas panmainiam., un. Jadoma. i saistama ar
retrogradas peristaltibas vienlaweigu vilnl, ju ir padtrinata Kunga un zarnu sistemas
materika.

Sekojoswiem simptemiem - shktar dudat vemsana, atraugim ar skibu. ragtu
satura un o gaisw, dedzindfanan, pilnuma sajdtal. vSdera pifands  gadijumient.
arzewtjumam, sipém vederd, cita veida dispepsijal — sanstiba ar DGA netika
kopstatéta,



| —e
[}

g~ }

MEDICTN A

[ZMANTOTA LITERAITURA

2=

o

G

e

(B

19,

Castedul M., Bjomsson L Gretarsdotr 1. Fadlmg Mo Abmahamssen Ho (20000 Scinn-
wraphic assexsament of interdigestive dusdenoyastric reflux in humans: distinguishing be.
tween duedenal and biliary reflux material, Seand S Gastroenterol, 35(0), 390-8.
Carriere F.. Renon C Runsae 5. Lopez Vo, Die Caro J, Ferrato P De Care AL Fleury AL
Sanwald-Dueray P Lenesfeld H. Beglinger Co Hadvary P Verger R Laugier RO(2001:
Inhibition of pastrointestinel lipelysis by Oclistar during digestion ot test meals in health,
volunteers. Am S Pinvsiod Gustraimtes: Liver Physiol, 281, Gia-2x5.

Vaczi M. F. Richter I E {1996} Role of acid and duodennpastroesophageal reflux in gas-
trocsophageal retlux discase. Gustroenierofogy, THLI{SY, 1192-9,

Kawiorski W, Herman R M., Legutko 1. {2001) [Pathogenesis and significance of ga.-
troduodenal retlux]. FProegl Lekl 58, 35-44.

Nogm K., Haruma K., l[anmiguchi H.. Yomota .. Okwima M., Hananoki M., Hata .
Kusunoki 1., Onoda ¥, (2001) Duedenogastric reflux fullowing cholecystectomy in the
dog: role of antroduodenal motor tunciion. Aliment Pharmace! Ther, 15, 1233-8,
Robles-Campos R.. Lujan-Mumpean I A Parrilla-Paricio P Bermejo-Lopez I, Liros-
Ruiz R.. Torralba-Martinez J. AL, Morales-Cuenca G., Mohna-Martinzez 1. AL (19949
Role of Helicobacter pvlori mfection and duodenogastrie reflux in the pathogencsis of
alkaling retlux gastins after ¢asinie operatnons. Surg Gynecol Obaer, 176161, 594-5.
Lujan-Mompean J. A Torrmiba-Martinesz J. AL, Parrilla-Paricie P Robles-Campos R
Liron-Ruiz B, Ramirez-Romero P Quantification of duodenogastric reflux in patients with
chofedochoduodenostamy. (1994) J 4w Cofi Surg, 1792), 19346,

Thompson W Gl (1984 Nonuleer dyspepsia. Can Wod dssoc /130 (5), 363-9,
Arroyo AL, Burns 1B Huvghe WO AL Dollman AL B Patel Y. P (1999) Enterowusirnic
reflux mimvcking gallbladder disease: detection. guantitation and potential significance. /
Nuel Med Technsl 2703, 207-14,

Matikainen M., Taavitsaimen M., Kalima T V. (1981) Duodenogastric reflux in patients
with hearthurn and ocsophagitis, Scaimd J Gusoroonreral 16(2), 133-5

Abu Farsakh NOoA L Stetich Mo Abu Farsukh FooAL (1996) The postcholecystectoms
syndrome. A role for duodenogastric refluxc S Clin Gastroenteral, 22(3). 197-201.
Huck? 1ML Lder Co Koller T Murer L (19384) [Retlux and stool frequeney in the arti-
ficiel feedig of traumatized mtensive care patierus ). ffusinnsiher Klin Erncafy; 1103, 303-
12

Reed B L (1983 Side effects of surcery and other treatments for benign peptic ulcer
disense. dota Gasiroenigiol Bely, 36(9-10y. 453301,

Pomelov Vo 5.0 Ganzha PFo Samykin oM Razhabbacy R C1984) [Post-vagotoms
svidromes (review of the lugrature)). Khirurena, (123, 1349

Angehin G Castagnnn Ac Rizzoli Re Pasint AL FL Lavarin 12 Broceo G Seure LA
(19907 Treatment of retflux gasintis: double blind comparicon between clebopride and
domperidone. A preliminary report. fraf J Gustroenterol. 220100, 24-7.

Sarszewskt AL Korzon M Kaminska B, Lass P 1999) Duodenogasiric retlux: chinical
and therapeutic aspects. cron Div Child. B1(1). 16-20.

Baxter P S, Maddern G J. 11998) Etteet of cisapride on gastroduodenal reflux and all
bladder mouhiny m pauents with gallstones. iy Swrg, 1501), 35-41

Rowagnali R.. Collard J. M. Beehi P Salizzont M. (19990 Gastrie symptoms and
duedenogastric reflux i patients reterred for gastraesophageal reflux symptoms and en-
doscopic esophavitis. Surcery 125053, 4R0-0.

Quigley B MU (1996 Nonuleer dvspepsia pathophysiology update. Hosp Prace. 3120



S
'

\dreis Leju, Eriks Reinholds., Guntis BreZinskis, Aindrs Abolting, Anvars Lepnicks 1

141-2, 145-6. |56 passim.

20, Talley N.J., Phillips S. F. (1988) Non-ulcer dyspepsia: potential causes and pathophysi-
ology. Ann Intern Med, 108(6). 863-79.

2i. Barlow AL P, Hinder R. A.. DeMeester T. R.. Fuchs K. (1994) Twenty-four-hour gastric
luminal pH in normal subjects: influence of probe position. food. posture. and
duodenogastric reflux. Am J Gastroenterod, 89(11). 2006-10.

22, Byrne I. P, Romagnoli R., Bechi P, Attwood S, E.. Fuchs K. H., Collard J. M. (1994}
Duodenogastric reflux of bile in health: the normal range. Phvsiol Meas, 20(2). 149-58.



CATVIEAY UNIVERSITATES RAKSTE 2004 66X, 531 ML DICINAL 124, 130, ipp.

Leptins — vielmainas fiziologiskais regulctajs

Inese Madrevica, Renite Ligere

Latvyas Universitates Medicinas fukultate

Loeptinam i nozime adipazitdtes, cukuyra dishSta un msuling rezistences amistiba, Tay o
hormons, Kas regul adipozo audu daudzumu organisma un tideadi novers adipozitat. Lepiins
Jau) uzturgt energyas homeosidzn un o favku daudzumu organisma, kas ir vajadzigs dzivibas
saglabdtanal. Lepting darbous arT ké mediators, Kas [ay) piemérotics badosanas apstakier:
(1) Taad tas e ne tikad fauku daudzuma radindys. bet art tauku daudzuma reguleti)s organisma,
Ko produce adipocit.

Adipocine producstd harmona  lepting atkldsuna bittiski mamija misu 1zpratni par encrgijas
homeostazi. un tas veleinaja arl jaunus petjjumus par tauku vielmamas regulactas mehidnismu
organmismd. Tagad v Juu prerddits. ka leptns ar aterentd@s sattes palidzibu intorm& hipotadanu
par tauku uzkrdjumiem erganisma. un hipotaldms savukdart ar eferentds saites palidzibu regul:
apetiti un energijas paterinu. Tax pierada. ka kermena tanku daudzums tick stingn regulcts ar
atgrieseniskils siutes palidsibu, uzturor kermena energijas rezerves pastavigd lfment (6),

Raksturvardi: leptins, vielmainas regulicija, metaholiskars sindronis.

Veésturiskais apskats

Kenediis (G Aennedr) 1953.0add azvirzlja “lipostatisko teoryu”™ par tauke
daudzumi reguldcgas mehdnismuy organisma (23), Vins 1zteica hipotgzi, ka hipotalim
reagd uz nepazistama cirkulgjosa taktora koncentrdeyju asints un sniedz informaci
par kermena tauku daudzumu organisma. Hipotalams savukirt module so informicju
retekmeiot usztura usgemianu un 1adg)adi ymainot kermena tauku saturu (23).

1994 gada Fridmans (/.M Fricdman) ar KolCgaiem noteicy un raksturera of gen,
(23), kes velik tka nosaukts par leptinu. Vini ar pozicionalds klonglanas palid/iby
pleridija, ka leptins (erieku vall feprox — tievs) ir hormons, kas galvenokan izdalas
baltajos taukaudes.

1995 eada tka atklata jauna fiziologiska sistema. kas regule kermnena svaru. ke
pirliecinodi pierfidija ar leptina receptora klondsanu (15). Enerfijas  vielmaina tiek
reguleta ar atgricseniskis sates palidzibu (6). Par to hiecing ws. ka leptins:

- cirkulg asins plazma tida daedzumi. kas i proporcionals tauku masas daudzu-

mam: adipoziem individiem ir avgstika lepting koncentracija nekd kalsnajien,

- rodas un zdalds galvenwd organsima ok wekrasands victd — adipocitos -

neatkarigt no W wirasanas vietas (vederderpleve val zemada). un to spa)
SECCnet vist adipocit (25):

- 1edarbojas uz ONS un regule estgribu ur termogencz.
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Leptina kencentrdeija tick regul@a art centrale to prerida fukts. ka atsevisku
hipotaiama dala bojdjumi tzraisa hiperleptinémyu un adipozitan. Adipoziem individiem.
zauddjat svaru, samazinas art lepting konventrdciia (3,107, Kas it maza arl anorevid
nervosa shmniekiem (4). Petjjumos ar dzivniekien ir pieridits. ka. ievadot lepiinu Iidz
fiziologiskajar koncentriicyal, kermena svars samazinds un atkarnba no devas var
bereties ar navy {25). Nozimigs i arT fakts. ka lepting izramsa svara samazindsanos,

samazinot tauku masu, vienlatkus bluskn nemamor muskulu masu. Tadgjad lepting i
uzskuatiums par encrgijas homeostizes fizivlogisko reguldidio { Latt).

|.eptina fiziologija un darbibas mehanisms

Leptins galvenokirt 1zdalis baltyos taukaudos (R.11). Pedejoy gados leptins ir
strasts art placenta (23) un kunga epieclya (17). wéu Sie atklyjumt un to fiztologiski
nozime ir tildiku peijumu objekts. Visi adipoctti spd izdallt leptinu. un tiek vzskatits,
Lo Dlielakie adipoaiti tedala vairik lepting nekd mardkie (11). Seruma leptina
koncentritcyya korele ar tauku daudzumu organisma ne tikur preauguSaient. bet ar
jaundzimudajiem un bérniem (26). B&rmem ar lieko svaru 1r augstika seruma leptina
koncentravija. Kas 1zrasa agrinas pubertdtes wstadanos (27). Pedeja laka i worcuski
pamitots. ka leptina atbrivodanas vairdk ir atkariga ne energijas patérina nekd no
dinas tilpuma var ts westiep$anas. un 1o var regulet ar ustaru (23).

Leptinam ir noteikls diennakts sckrécijas ritms (3) - ar kipumu pimajis rita
sundds (2 ) un kettumu pecpusdiend (931 Seruma leptina koncentracya nakin ir videj:
par 20-40% augstaka neka diend (28), Parmdriga &3ana paaugsting seruma lepting
koncentraciju gandriz par 40% 12 stundu latki. un tas neuek daudz atrak, neka
wmainds tzuku daudzums oreanisma. Ka cilvékiem ar normilu kermiena misa. 18 arn
adipasziem eilvEkien badosunds samasina lepting koncentrdeyu serumi vidé)i par H0-
70 %% 4% stundu latka (29).

Pastiprinatam energijas patdrigam bitu logiskl j3saistds ar izmainim lepting
koncenrriicya, kas 1zrumse pastiprinditu u/tard UZNemnsanu un samazing termogenczi,
Vatrakt pettjums ir fiksejudi leptina konventricijas samazinddanos. kas saistita ar slodzn
bet tikat péc achredzamim izmaindm kermena uzbave (234 Pavisam nesen tika atklata
crkulgoda leptina koncentricnas pazemind$ands pec Lielas fiziskas slodzes
(maratonskrepiena) {240, kas nordda uz 1o, k. sttaugt paterdjet ielu daudzumu energijas.
PLZSNIS art Jeptina koncentracija.

Leptins samazina uztura uznemsanu dive)adi

- samazinot NPY (nerropeptida Y) - viena no visspdelvd

uzpemsanas stimulbatoriem - deudzumu (30);

qlem uztura

- poaugsunot alfa MSH  (melanocin simuigiosd  hormona) uztura
uznemsanas kavetdja — daudzumu arhverda kodoles hipotalamd (31).

Saja joma paslatk notick iniensivi petjumi. un paiteizéjais uzskats v t@ds, ka
ipotalimisko neironu grupas reagé uz leptina koncentricy)us praugstingdanos vii
pazeminisanos. tzraot adaptivu reakeyu. kas uztur nenuimieo tuku daodzomu
oreanisintd.
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Ce tzdaltiands no adipocttiem leptins cirkule pluzmd briva un saistitd veids,
Paslak pastav uzskats, ka salstosals protelins ir lepiina receptora Skistoda forma (8.14),
tacu tick patitas ard ciias alternattvas. Leptina pussairianas perieds ir gars. aptuven)
73 min. {7). Lepting receplora 13 izoforma, kas atrodas nierés un plausis. 1013 klirensy
mediators {250, bet formas. kas atrodas valrikos perifgres audos. pieméranm, muskulos
un tevigil zami. ki art leptinu saistoals proteins. kave w (7).

Prectzs mehanisms. kil leptins tiek trunsportéts uz CNS| pagaidam mav zinams. Iy
sinas par akfivu Tepting wzneméanu kapilire endotélyd un smadzequ sikwos
asimsvados, kas lick domit par leptina receptora Tso 1zotormu lidzdalibu (23). Ir art das
netron: ar lepting receptoriemn {235). kas atrodas arpus hematoencelaliskAs barjerys
(1HEB). Eksperimentalie datr hiecina, ka leptins savu dacbibu sak tikar péc LK
skérsodanas. Lepting, kas ievadis intracerebrili. samazing uztura uzgemsanu, Ja devas
nav bijudas elektivas intravenozas tevadisanas gadijumd. Nozimigs fakts ir ras, ke
ietekme uz energijas paifrinu nav satstita ar lepting tevadTsanas ceju (6).

lek|astot UNS, leptins saistds ar specitiskiem receptorien, galvenokart hipotalimi
kas kontrole energijis homeostazi. Parméga leptina daudzuma rezultata samazinas
uztura uzpemsiana, un, pastiprinoties termogenézel, palielinds energijas patérins,
Leptina sarnazinasanas rada preteja rakstora reakeijas — paliclina adipocitu kazjumus
organtsimd ¢ l.at).

[eptina receptors pieder 1 klases citokinu dzimtal, kas letver interferon.
interletkina-2 {IL-2) un augsanas hotmona (anglu val. growihi hormone - G
receplorus (155, Tzejot cauri LHEB, ONS struktiras, galvenokart hipotaldami, leptin.
salstdy ar specifiskajiem receptoriem. Viens no specitiskajiem receptoriem Qb-Ri
{puztstams art kit OA-RLY ir vienipd 1zoforma ar visam proteing Ipasibiam:

1) ekstracelulary redarbibas vieta, kas lauj saistitics ar leptinu,

23 mass transmembrinas celd.

3t ettopluzma. kus spoy vadit signdlus.

Tas nozime. ka Ob-RA receptors. visticamak. Ir vientgais, kas spgj nodrosinal
lepting fetekmi uz kermena svaru. S receptoram ir kopéja signalvadusa apaksvienita,
ko veide citokinu receptort - mterleikins-6 (IL-6). leikocitu migraciju imibejosats
faktors (LIF) un ctharais newrotrofiskats faktors {ONTFE). Leptina receptort atrodas
daziidos ONS hodolos. kis ir saistili ar uznira uznemsanu un kermena svira reguliciju
(25) Leptina m-RNS koncentracija hipotalima arkvewdigajos kedoles i dauds augstaks
neka ventromedialaga un dorsomedialagi hipotalama kodold (233

Leptina receptoru klatbume endoteliz, tievo zamu T snds (21} un asinsrades
Snds (19) liek domat. ka sim hormonam ir arf citas 1zpausmes. PEJe/3 laika iegitie dut:
ltecina par to. ka endotelya Sunas produce leptinag receptorus un lepting receptorn
1ratsa anglogendzi eksperimentaliem davniekiem un in vitro (24).

Leptina receptoru. kas tiedt nav salstit ar kermena svara regulacgu. klatbutne
duzadas CNS dalas — galvas smadzenu garoza. smadzennés, laterala ventrikula denigu
duva un talam@ Liek domat. ka leptina darbibas spektrs ir plads. un katrd ziga ta-
shiedras pin energjas hemeostazes regulicyas robezium.

Ir zindms. ka lepting athrivoianos no adipecitiem teda veidd regulc hormorni.
Ghikokorttkoldi (16), estrogem (3 un insuling (16) stmul? leptina sekr@eyu i viten
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Androgeni (13) un medikaments. kas spéj paiielinit intraceluliro ¢-ANFE (3). Kiart 3-
adrenergisko receptoru agonist (25) inibe lepting schreciu.

Adtpozie audi atkarthl no to atradands vietas atskirigi reags uz dlem regulatorien:
preméram, zemidas adipoett vaarik nekd vEderpleves adipocill reage uz insulinu, bet
mazak uz glikokortikotdiem {23}, Turklat. safidzinot ar siesieu audiem. viriesu adipocie
qudi v&idk reag® uz steroidu bormoniem (3.13). Cunokimimt un antidiabétiskie
medikaments (azolidinedioni) maina leptina sekréeijas intensitan {23). Tas noAAma. ka
leptina koncentricya asing plazma galvenckart ir atkarigs no adiporo audu daudzuma.

Leptina metaboliskas aktivitates

Leptina daudzums asins plazmd galvenokart Korelg ar adipozo $inu daudzumu
organisma. tomer A nav vienkarda savstarpeja sakariba. Leptina koncemirdcija
paaugstinds proporcionali taukdinu daudzumam. Nu (3 1znet. ka. palielinolies tauku
masat. paaugstings arl leptima koncentrdcya (3). Badesands pazemina leptina koncentra-
ciu pevis proporcioniah tauko krajumu saruk$anai. bet gan parsniedzot w. Ja kermena
iauku rezerves atjauncjas maksligas edindsanas rezuliatd, tad leptina koncentricija
atjaunojas ar zindmu novelosanes (4). Sieviewen. has badojas. leptina koncentricija
sumazings straujak neka viriesiem (25). BadoSanas aseciias ar tadam newroendokninim
patologijam ki hipotermija, mperfigija, pazeminita termogenére. imunologiskas
{unkeijas pavajinasands, ki arf ar 1adu neroendokmu patologiju k& neaugliba {6).

Visi &le dan Jayj izdacdt secingjumu. ka lepting nav tikar un vienigl tauhe daudzuma
radiidis. So probigmu vEl vairdk sarezgl jaundkie dati par to. ka leptinam ir lipolitisks
etekts uz adipoctiem & vigro (18}

Ir novErojumi par dazam gimeneém ar 1ztciktu adipozitat. (s wmesls i leptina
rukums val arl leptina receptoru mutdcija (235) Tomér sadi gadTjum ir drkantigr reti.
Tick konstateti arvien parhiecinosaki pleradijumi. kas Liecina, ka parast adipozitates
-Elonis ir adipozo audu nespéja reaget uz leptina wedarbrbu {lepting rezistence) (23).
fomér 3% adipozo cilveku leptina koncentricija ir zemaka, nekd batu paredzams (10).

Datt par lepting ietekmi uz insulina seka@aju i pretrunigl. tomér vairums
publikdciju izcel leptina inhibgiodo etekiu (25) uz pentinem sudiemn, wskaitot arzkunga
drizdrera 3 3Gnas, kur tiek kavea insulina sekrécyja (323, Nesen ireglitt art dull par to.
it leptima inhib&josals efektls ue imnsulina sekr@eqju ir saistits ar simpatiskds nervi
slstémas akuvitates izmaipdm (22). Pagwdam vel nav pleradnumu par mmsulina
redarbibu uz leptinu, iznemot insulinomas shmnickus (25) un gudijumus. kad tek
Ledartas 1lgstosas infusijas un nozimetas suprafiziologiskas devas (2). Nav zinams,
val tas norida uz fiziologiska regulacyas mehanisma esanibu van vienkdrs: uz insulina-
glikozes para trofisko etektu uz adipoctiun. Insulina kencentricija tuksa dusa (12)
korel@ ar seruma leptina koncentracnu. ka art ir konstatéta pozitiva korelacia starp
msulinrezistenct un hiperleptinémiju (23). Ir nepreciesan 1@laky pajumi. Lu noskadrotu
feptina tiziglogisko nozimi insulta sekrécija.

larad leptins i1 energijas homeostazes neiroendokrinologiski moduldts hormonals
sepnl@ta)s, bzpratne par 1o, k& 81 repulfcas sistema darbojas. fautu tuvikajd nakotug
o kontrol@t un ar leptina starpniecibu medicIniski fetekimat.
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! andls. Lepfins tick producats adipucios un cirkulé asing plazmi briva un saisthta veids
Caur HEB lepting tick transpoartéts uz ONS, kur tas hipotaldma saistas ar specifiskicm

receplariemn. Seruma lepting Koncentrictjas prangstinaganos sekme samazindtis uztura
uzpeInsand. pastiprinita termogengze un nereendokinis funkejas.
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Comparison of Prostaglandine E, and Sucralfate in the
Protection Against Ethanol-Induced Gastric Bleeding

Jurijs Markovs
Fuculty of Medicie, University of Latvia
Rama bulvan 19, Ruga LV-1386. Latvia

Tis study was destgned o compare the efteet of admimistration of PGEL and sucralfate on
sthanel-induced gastne microbleeding i rats, The results of this study support the contention
lnat during hemorrhagte shack, adequate supply of HUOADSZ 10 the mucosa 15 blocked and
wiercased protons back-diffusion leads to extensive ulveraiton ot the mucosa. Sucraltate pro-
vrdes signiticant protection o the ral gasine mucosd aganst ethanol mpury, acting as i protec-
e harcwer”T against further attack on ke epithelim by Tamimal acid

Keywords: gastric mucasa, cthanol. prostaglundin T sueraltite

Introductibon

Avanety ot compounds will produce healing of gastoie uleeration. but the recur-
rence of ulceration after active treatnient has ceased remans a meyjor clinieal problem.
Freatment with sucralfate or prostaglandin £, (PGLEL) promotes healing of gasioe ul-
c1a 1t should be pomted out that the above drugs have different modes of action,
sucralfute, a polysaccharide sultate, s polymerized in acid media and bound avidiy to
wes of active uleeration, whereas PGEL stumulates the production of gustne muein
which helps to protect the mincosa from acia seeretion (Byrd ctal. 1997)

It has been suggested that the differences in the mode of action may praduce a
dilference e the relapse rutes of gastriic wleeration after healing. In order o under-
stand the mechanisms mpheated 1 uleer fonnation. we have studied tw modifica-
vons induced by the treatment with PGLET or sucralfate m this process,

Since ethanol has been shown to produce hemorrhagic lesions in the mammahan
swmach. we therefore mvestigted the eytoprotective role of PGET and sucrallate
using this model ot injury (Weil ¢t al.. Z000).

Materials and Methods
Male Wistar rats (Latvian Breeding Farmy werghing 230 280 ¢ were used. and

were fasted with water ad Libitum for 480 prior w expertmentation. They were huused
and experimients were conducted in a temperatuce-controlled room {23+ 17C).
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The mtluence of PGE (00 o ke or sucralfate (1000 my Kg). given respectively
by means of hvpodermic injections or a plustic gastric tube 5 min beforchand, on the
mucosal  damaging ettocts of 100% cthanol. was exsessed. Ethanol or saline {eon-
trol groups) was given orally (8 mbrheg) vie vustne probe. Five nunutes after ethanol
admintstration. the rats were killed by a hlow on the head. The stomachs were re-
moved and kept moist with saline unil the lesiony were seored by an investigator
unaware of the treatment groups (single bimdy. The area mucroscopic gasiric lesions
Cinsyuare millimeters) wis caleulated tor each teatment groep. In the case of pee
chiae. tive of such lestons were taken as the equivalent of Linms. Seven rats per irear-
ment group were used

For morphotogic studies the mucosae were tined in formaidehvde und embedded
m paratting Sections 3 em thick were cut and stuined with perindic acid-Sehitt (PASY

Statistical analysis was performed using Stedent's t-lest. I velues less than (L3
were tiken as seenificant, The results are expressed as means £ SEAM.

Results and Discussion

The results of these experiments ure shown in table L Minimal changes were
vhserved i tissues exposed tw saline, sucraltate or PGLY (minnally altered surtace
mucous cells). The most hikely explanation o that they were caused by stress induced
by tne experimental procedure.

L control ruts, areas of absojute ethanol induced gastrie mucosal damage. when
accompanted by the accumulation of blood. were visible trom the serosal surtace of
e rat stomaen. When viewed fronmy the luneinal surface. the lesions appeuared hght (o
deep red i the form of elongated bands. usually paraliel to the long axis of the stom-
ach. Histologie evaluation of the gastric mucosa exposed to ethanol revealed chirac-
teristic fuei of congestion and hemorrhage in the mucosa and slough of superticizl
epithelial colls, A consistent conseguence o tivs treatment was the hiting oll of the
necrotic layer and surfuce cells from the busal Lunina as an intact sheet. This process
produced arcades of necrotic tissue hetween adjucent pits, No less nnpressive s (e
tuct thut the endothelial cells of byperemic capillaries and veins usually had nucle
with marginated chromatn, Insome areas hyperamia and extensive hemorrhage pre-
dominated. There s alse some hemorthaee and edema of the submucosa, These le-
stons had the damaged surface cells and there were few remauming mtact glandular
cells.

Rats receving PGE T and infused with ethanol showed swelling and desquama-
tan of the superfictal and foveolar mucous cells. These areas were located mainly in
the upper part of the corpus mucosa. Itwas accompantied by stimulation of mucus
seeretion. No less impressive ts the fuet that extensive necrotic arcas sometnies were
seen i the mucos Hyperemia was alwavs present i the capillaries nearest the
limunal surtace of the mucosa,

Linexpectedly. only mmor mucosal damage with partial extoliation of the surface
gpithekal cell layer was seen rmicrgscopically after sucralfare and ethanol teatment.
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This procedure did not produce grossiv visibie hemorrhage but there were alwiys
somwe scattered extra-vasculur blood-formed clemenis in the lamina propri.

Tabie |
Effects of PGED or sucralfate pretreatment on ethanol induced
glandular gastric damage

Pretreaument Lesion index, mm’
Saline o 004002
Fthano! 1083341105
PG -Thianol 7 TE.09L190%
Sucraltate—-Ethanal 23 1646.45%%

The vialues tndicate means © SEM.

Fp-es 0057 p -2 0.001 when compared with the ethanol-pretreated control.

Our yuantitative analesis showed that PGEL has ¢ minor protective action on
sastric mucosa exposed to ethanol. Moreover. PGET pretreatment prevented sieerotie
lestons but did not prevent damage o most ot the grossly normal area. At the same
trme another essential alteration has cccurred—hvpereimia is present in the capilliaries
nearest the lumen where ethanot 15 present. Mo difterences in this hyperemig condi-
tion were present in rats pretreated with PGED As recards the mterpretatien of tis
phenomenon. there are different opinions. but it now seems probable that this hvpe-
remic condition t5 a prelude to deeper vasocongestion leading to hemarrhagic lesions,

The role of prostaglandins in gustrie physiology s not well under<toud. [t 1s
known that prosteglanding are found m fugh concentrations in the stomach wall,
expecially in the mucosa, where thev have been timphicated i the reculation of gastng
acid secretion and pastric muacosal blood tlow, and in the protection of fhe sasine
mucosiy dgainst damage by ulcerogenic agents. [nvestigators have shown i animal
studres that prostaglandins stimulate gastric hearbonate seeretion and. when topi-
callv upplied. may also mcrease mucus gel thickness (Karvman et al.. 1996), Examples
yuoted above show that these properties may play an important role in the observed
cvtoprotective ettect of PGEL

Sucralfate 15 a complex molecule ot sucrose vetasultute and aluminium hyvdroxide.
The neutralization of acid by anfacids and subsequent release of hexaaquoalumimum
cation may be the means through which alumintum contanung smacids exert their
mucosal protective activity {Wolte and Sachs, 20003 Ax such. the charactenistics of
sucraltate that may faver evtoprotective activity include nis formation of mnseluble.
velatinous substance 10 the presence of acid. and the possibiity o slow gastric mo-
ulity (Scalon et al.. 1992). This report demonstrates that pretreatment with sucralfate
prevented the deep mucosal necrosts and markediy decreased the submucosal edena,
Aluminium-containing complex had only a numor protective etfect on the desguama-
son of surtuce hming cells.

[n conclusion. when compared with PGEL-treated stomachs, there was an objee-
tive basis for discriminating between the effects of sucraltiate und prosmaglandims
pretreatments on ethanol-induced dmage,
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Prostaglandins B, un sukrall@s: Asinojoso kunga glowdas defektu
nuveredanas 1zpéte salidzinosa aspektd

ksperimenta apstaklos petita prostaglandina E; un sukrallita pretcalu darbiba
etanela evadidanas fona. Salidzinoios patljumos sukraltits etektivitites 21a pirspejis
prostaglandiou . Musu jegatie rezultan. k3wl literatlras datt [aug tzteikt domu, ka
sukralfdts, pazeminot kunga piesienas plt un stabilizgjot glotu slani. aizkave protenu
atpakaldifitziju un atticeTel kugga glotadas bojdjumu veldosanoes.
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Histochemical and Ultrastructural Study
of Iron-Loaded Liver Cells
in Rodents and Men

Jurijs Markovs, Baiba Rozentale* and Ludmila Viksna*
Faculty ot Medicine. University of Latvia. Raina bulvar 19, Riga LV- 1586, LATVIA
*Infectology Centre of Latvia. Linezera ield 3. RTgd LV-1006, LATVIA

The pattern of mitochendnal changes suggests that free-radical fornuinon and oxdative dam-
age. probably mediated via mitochondrial izon accumulation, are mpaortant it the mitiation of
programmed cell deletion in the ren-loaded liver We have shown that increased hepatic tron
(Perls™ stain) had the greatest associution with the severity of Dbrosis. It 15 concluded that
pregressive ron loading may promoete deposion ot mierstitial collagens m hepatie {ibrosis by
inhibition of a specific class of proteases,

Key wards: iron overlond. chronic hepatins C. liver pertusion, hepatic fibrosis.

Introduction

The Liver serves as a major storage depot tor uoen, harboring about @ third ot the
total body reserves (converting iron reserves to ferrinn). Before we go decper e
the questiou of the hazards of the above el 1t s worth examining iron metabolism
briefly. Iron s essential for Tife, simee as a component of hemoeglobin. it reversibly
binds oxygen. and as a componeni of cyvtochromes 1t 15 ivolved in the electron trans-
port ¢l (Weatherall and Provan. 20000, 1t appears that normal lesses of iron ocour.
at least i part. by shedding of epitheliocytes and i blood lost during menstruation,
Internal iron exchange involves a circunt in wiieh won s refeased from cells ol intes-
unal villi, mucrophuges and hepatocytes, bound 1w the transferrin, and delivered to
erythroblasts and other actively crowing cells (Provan and Weatherall, 2000).

Senescent erythroevies are taken up by macrophages of the lver. spleen and
bone marrow and the ron so released s reeyeled. Lurge amounts of tTee ron are both
associated with an inercased risk of cancer and are toxice o cells. I should be ponted
our, however. that hepatic damage can result when the phvsiologio capacity 15 ex-
cecded. Results from several studies imply that fron tons on the surface of iron-loaded
liver ¢ells mayv catalyse the formation of active oxveen spectes such as superoxide
anions, hvdroxyl radicals. and hydrogen peroxide trom other oxygen-dernved species
which can mediate cell preliteration and cytotoxicity (Hebbel, 1986).

The concept of iron cvtotoxity s widelv accepted. and o s well documented that
excessive fetal hepatic iron sterage caused massive hepatic necrosis and, in addition.
ron storage has become o nwegor problem m the treatinent of thalassemie children with
& prolonged survival, owing o transfusion programs (Angeluccr erall, 200000 Tron
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cviotonicity has been implicated as a cause of hepane damage in patients with non-
alcoholie steatohepattis, while its role tn the causation el heputic Bbresis in patients
with chironic hepatitis € 1 stitl conroversial (George et all, 1998).

Understanding the pathogenesis of hepatie iron toxicity has heen greatly hin-
dered by the tnabilitv to reproduce the clincal manitestations of haemochromatusis
in experimental animals. probably becausg ot their powertul protective mechanisms
auiinst excess ron. lu the zbsence of an wn-vivo ammal model. attention has becn
focused oniselated perfused amimal liver tor studying the harmful effects of ron. We
therctore induced an iron overtoad in rats of the same magnitude as that observed
during human hemochromatesis.

[n the present study we tirst established the role of tron in the pathogenesis of
chronic hepatitis C. In additional experiments we were interested 1n examining the
ultra-structural alteranons associated wath ain-vitro ron loading in the isolated per-
fused rat liver.

Methods

Male Wistar rats (average body weight 280 ¢} were kept i a 12-hr light, 12-hr
dark evele and were fed @ cercal-based normal diet and water ad Iibwum. The livers
used weighed 115 = [T g tmean £ SDY. The pertusion apparatus and operative tech-
nique used were moditications of those described by Miller {Mack et al.. 1935), Rats
were anacsthetized with ether and infected intravenously with 3000 untts of mucous
heparin, Tellon catheters were used o cannulate the theracie vena cava and portal
vein and the bile duet was cannulated with PETO tubing, The lver was perfused via
the portal vein in sir. excised, and then placed in a parattin bath in a thermostaucally
controlled cabinet mamtained at 37°C. Perfusion wus maintuned 1 a recueculaung
svstenm under a constant hydrostatic pressure of approximately 18 ey H20. The per-
tusate consisted of 60 ml of whole homologous rat blood to which had been added
2560 wiits of mucous haparnm and & ml of 1sotonic saline. Oxygenation wis achieved
by passage of the perfusute over a thin-film vxygenator,

The effect of dextran tron i the iselated perfused rat liver systent was examined
by the addition of 15 myg of dextran iron 1o the reservoir of the pertusion cirenit at the
start of the expeniment (perfusion time: 1h). The dextran ron treatiment and the con-
trol hiver groups both consisted of 10 hvers. ot which 3 were used to measure periu-
sion vartables and 5 to determine ron mceorporation.

Fuor electren microscopy. thin slices of the left and medion lobes of the liver were
cut into U.3-mm cubes. tixed tor 3 min with 3% glutaraldehyde and post-tixed tor 2h
with 126 osmiurmn tetroxide and stuned with uranyl acetaie, The tissue blocks were de-
hydrated in cold graded ethanols. cammed through propylene oxide. und Ginally einbed-
ded 1 Epon, Sections were cul with a duamond knife, and stuned with lead citrate.

Seventy-five patieits treferred fu the Infectology Centre ot Latvia) who had satis-
led pre-established critena tor chirone hepatius C and had undergone percutancous
needle bopsy of the Tnver made up our study population. Exclusion criteris were ape -
19 veurs 0 = 65 vears. loug-term aleohol mtake. complicated cirthosts. long-term intake
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of tron-contzining druex. agernia, regular wanstusions. homolsne disease. and genetic
hemochromatosis.

Biopsy specimens were tixed n buffered tormalin and embedded in paratfin. Sec-
ttons were staiped with &R for momphological evaluation, and hematoxylin-Van Giesen
stain for assessment of fibrosis. Hepatie sevtions were colored with Perls” stain for iron
detection. Biopsy specimens were gpraded using the semi-quantitatn ¢ vrading svstem
of liver lesions which evaluates 2 items (fibross. and hemosiderosis). Stave/degree of
tibrasis: stage | (no tibrosis or fibrosts confined to enlarged portal tracts); stage 2 (peri-
portal fibrosis or portal-to-portal septa but intact architecture): stage 3 (seplal fibrosis
with architectural distortion: no obvious cirrhosis): stuge 3 {probuable or definite cirtho-
s1s). Stagesdegree of hemosiderin accumulation: grade | iminimal hepatocellular sidero-
sis); grade 2 (involving <10%: of the hepatocyies): grade 3 (involving 10% - 40% of the
hepatocytes): grade 4 involving > 401% ot the hepatocyies).

Results

At the time when there was o siemilcautdy rsed perfusate tron coneentration.
there was no histological evidence of hepatocellulur necrosis by light microscopy. [n
unstained preparations of the rat hepatocyvtes. we dentified small eleetron-dense ron-
containing particles with an average diameter of 3 mm wbneh were rregular and avt-
crogeneous. The number of particles varted from cell to cell; they were randomly dis-
tributed in the cvtosel. wmore often i mitochondria and nucler. or accurulating within
membrane-bound bodies (stderosomes),

The nuclear changes were more pronoanced. condensation o chromatin was
tound 1 the nucler of most hepatoeytes. and many nucler were unsshapen with a
crenated nuclear envelope, There was vacuolation ot the smoeoth endoplasmic reticu-
lum and swelling of mitochondria, exhihited matoiy clearing together wath the formation
of electron-dense bars: septation wis apparently proceeding in some muochondria,

Morcoyer. mitochendrial binding of 1ron 1o rat iver results i mitochondrial pleo-
morphisim. widened intereristal spaces and vacuclation of the mitochondrial marrix. Pi-
nocytote vesicles were prominent. The plasma membrace was felded. shawing protru-
stons and blebs thut were requently filled wath swollen and damaged mitochondria,

In the group of 75 biopsy specimens from patients mtected with HOV, cirthosts
was present in 20% ot cases (stape 4) and fibrosis was nuld (stage 1) moderate {stige
2) orsevere (stage 31 46%. [6%. and 1874 of cases. respectively. At the same ume,
torty percent had Perls” staining of the liver biapsy (mainly in specimens obtamed
from patients with sepial fibresis and cirrhosis). In grade 1 deposits of stainable he-
pitic iron were present i moderate amounts as fine granular matenal freely distrib-
uted i the cytoplasim of hepatoevtes or concentrated around the biliary pole. Grades
2 through 3 revealed a progressive mcrease tn iron deposits particularly i the in-
creasingly numerous cyioplasmic mclusions, The her of grade - patients possessed
mtense accumulatons of won deposits. which vutlines the canalicular network. Inter-
estingly. severe changes n Porls” stamning (grade -B were recognized only it tssue
samples trom patients with curhosis,
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Apoptosis was the predomnant form of cell death i thie hver of patients with hugh
liepatic won stores {(Perls” st grade -Hy The 1irst stage of apoptosis consists of mar-
ainatien and compaction of chromatin, vondensation of evioplusim. and formation of
membrane-bound blebs of evioplasm (stellite cosinephilic heputocytes). This process
is rapid and can easily be missed with wfreguent simpling. At o later ume, strongly
shrunken nucier and distinet apoptotic bodies were detectuble. The second staye is
longer and consists of phagocytosts and subsequent degradation of the above badies,

Discussion

The significantly positive relauve tisk of fibrosis associated with the increasing
grade of Perls” st indicates that stainable hepatic ron stores are positively assoct-
ated with fibrosis. Liver fibrosis develops as o multicellular process. and is character-
ized by a net increase in the hepatic content ot collagen 1. 3. and 4 and other extra-
cellular marix components. The key event n the cellular pathegencsis of hepanc fi-
bresis 1y the activation ot fat-storing or lto cells i areas ol liver injury (Bataller et al.,
1997). In the above areus lio cells liver specitic pericytes) differentiate 1o u
myotibroblast-like phenotype highly active in the synthesis of various types of extra-
cellular matrix proteins. However, alterations in the extra-cellulay matrix may result not
orly from changes 110 deposition but alse in degradauon. Interstinal collagenase and
ielatinuse A plavs an important role o the latter process {Benvon et al., 1996% Activ-
1y ot the above metalloproteinases can be reguiated ar the level of wanscription.
preensynie uctivation. or binding of proenss e ar active ensyate te specitic hibi-
tors such as heavy metals. [t appears that ron 1ons mav catalyse the formation of
oxveen-derived tree radicals. meluding superoxide anion. hydroxyl and perosvl radi-
cals. Based on the ability of ron o initiate cross-linking of proteims in the active
center of a protease it is empting 1o speculate that progressive liver fibrosis is asso-
crated with the mbibition of mterstitial collagenase activity,

The tmportant tact 1~ that there 15 a close relationship between inflammation.
macrophages, and won metaholisim, In this context. tt hay heen shown that solated
mucrophages release territin, which is then rapidly takenr up by hepatocytes. presum-
ably by a receptor-meditted pathway (Ferrannint. 2000). Hepatocytes can also take
up nontransierrin iron by an electrogene trunspott mechanism. Therefore the increase
i liver fron could be related to the activity of the inflammiatory process. Moreover,
the expression of class | MUHC moelecules on hepatocvies (which were absent in most
normul adult and fetal liversy correlated stpmitreantly with the portal inflammation and
hemosiderosis, and iron depletion wis inlerpreted as a consequence of the anti-in-
flammutory effect (Boucher et al., 1997).

Addional findings. although not central to the niain ssue raised by the present
study, hive emerged From our experunents. In our study of ron toxicosis. apoptosts
was the principal means of hepateeyte delenion. The precise mechamsm of iron toxicity
1 snll elusive, but several hypotheses have been postulated. which include
peroxidation of liptd membranes leading 1o destabiitzanon of lvsosomal membranes and
impainnent of mitochondnal furction {Viarengo and Nicotera, 19917 In our experimen-
tal conditiens. the accumulation of ron 1% accompanied by altered mitechondrial
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permenbility. Lvsosomal accumulatton of ron mav result m lvsosomal membrane

labilization and rupture with leakave of hvdrolviic enzvmes and hepatocvie apoptosis,
Examples quoted above provide rather sirony evidence o support the concepr that

ran overload play a rele i the pathovenesis of depatocyvtolysis und [ner fibrosis,

HistokTmiskic un ultrastrukturalic aknu stnu patijjumi cksperimenialiem
dziviickiom un ¢cilvekiem hemosiderozes latka

Musu rezultiitt dod 1espéju secinat, ka strmuuekien ar C virushepatitu aknis notick
parmertea intracelulira dzelzs nogulsnefands. [ados apstiklos saistaudu $kicdro
veidodanis Jtrums pdosnieds to subruksanas Arwmo. Hepatocttu ultrastouktfns
pétumi liecina. ka dzelzs dalinas uzkrinas ne tikat hialoplazma. bet an bopd cjodo Sunu
kodolos. endocitozes vakuolis. sidercsomds un miohondrijos. Pic tam drelss
iekltsana mitohondrijos vetcing 1o hojdjwmus, un fadas sinas 1ot boja apoptozes celd.
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Pedas locitavas nestabilitates celoni
péc lateralo saiSu sasticpuma

Inese Pontaga®, Gundega KnipSe**,
* Latvigas Sporta pedagogas dhadémija
=% Latvijas Universitites Medicinas fakuitate

Ankle spraint 1s @ comnon mpury i ospert. expecd [y sport games. 1o otten leads to recurrent
spratnsf the rehamhitanen s inadequate. The aim of our investigabon was to determine the most
infornunive parameters confinmmg the muscles’ weakness leading to ankle joint instabthty

14 male athletes tained i sport games participated i the investgation. 21 extremitics had
wrunjured ankle guments, bul 7 ankle juints underwent recurrent tateral lgament sprams. The
wsts wore performed using the dyvnamomerer syswem "REV 90007 Technegym. The ankle
muscles were testad i the isekinetic fversion eversion movements. Maovements of the fecl
were parfamed at the angular velocny: 30%see, 60%sec . 90%see. and 1 20%sec. The param-
cters of the ankle mvertors and everters were determined: the peak torgue. time to reach the
peak wrcue. time w maintun the test veloeiy m % of the movement duration. average work
and average power produced by every group of muscles. Then these parameters were com-
pared ior the rormal umnjured joints and for the tvertors and everters ol the jemts after
recurrent lateral licament spramns,

All detemined pannmicters did nor differ signiticanty in the normmal anklos and m the Jonts after
recuerent Jateral lipament sprain, Theretore the aleeration of functieny of the ankle invertors was
nut anportant due o the Literal Tipanent spriam oyury. 11 the velocny of movements s slow (3¢
see. wnd 6dsec ). the peak terque and average work produced by the evertors of injured ankles are
stgofeantly lower than i the nomal ankle muscles (p003) At the very slow angular velocity
3% sec.ihe average power of evertors < significantly smaller in the ankles atter Jateral higament
sprain (03 1 the angular velocity of movements s high (90° see. and 120%sec.). the values
at the peak torque stgmiticantly did oot dinnintah in the tyured ankles. but the time o reach the
peak toryue sigmificantly decreased (pU,05) for the evertors atier the lateral higaments sprain
injury: the cvertors develop the torque tester durmg mevement. The average work of the mjured
ankles evertors s sigmticanty Jower (p<0.03), but the power stgmificently did not dinimish m
comparison with the museles of @ norcul ankle. Our results confirm the ankie evertors produced
torgue, work and power delicit after the sprain mjury,

Raksturvardi: pedas locntavas nestabilitate, laeridlo smsu sasticpums, sporta traumas,

Ilevads

Pedus swisu sastiepuins i bresn sastopama sporta wrauma (Korkia Fer af. 1994).
1t padl sporta spetes - basketboli un tuthela (Hurson LIS 1999). PEc pétnieku
datieny. sportstiem 13% fraumu ir pedas saidu sasuepumt (Chan K Mer al.. 1996).
Péc pedas sadu sasticpumiem bieZi saglabijas pedus locitavas nestabilitite un notick
atkiirron saisu sastiepumi. Tam par temeslu bieZi ir nepietiekosa vériba saisu
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sastiepumu arsté3and un nepurelss rehabiliticijas process. STs traunmas parasti rodis
Jaumem, aktiviem sportistient. kuri 68% padijutnu s rpir negriezas pie speciilista pée
padoma par sastiepumu acst@anu {Leandersan Joet al. 1993). Poe Leandersona un
lidzautoru datiem (1993). 924% basketbolistu vismuz vienu refzi iv bijis pedas saisu
sastiepums. 3% ir Dijudi atkarot saidu sastepumi. Atkdrtotus pedus saise
sastiepumus veieina daudzi faktor: pedas muskulu vajums. pazeminats proprio-
receptoru juitgums, tkru muskula savilkums un paliclinden lokantha pédas locitava
(Leancderson Jocral | 1999} Liclakd dala pédis saidu sasticpumu (353" 0) 1w “inserstjas
traumas™. kuru rezulad rodas pedas lateriilo swisu sastiepums (Hhinng WO ef al.,
1994y, Pédus inversijas traumas norise predalds divas locitavas: talokrurala (jeb
apakistilba — veitna kaula) locitava un subtalira (jeb zemveltnkaula) locitava.
Talokruralas locttavas virsmas verde lielars liela kauls, mazars hela kauls un
veltpa kauls {1, ztin.). Veltna kaula augde) izicktd velve pregul selicktyar virsman. ko
veido medidla potite (hield helakaula disiiias gals) un laterdla potite {maza licla kaula
distalais gals). Talokrurdld JocTtava preder pie enges verda Jocttavam. Locttand
tespgjamas kusttbas ir: dorsdla fleksia O - 207 un plantiica fleksya O - 50" (Lowdon /. et
al, 1998). Talokrurala locttava ir stubila 1y gale)ds dorsilas eksijus stavokil bet
nestabila plantarZs fleksijas stavokll vidd starp inversiju un eversijue. Talokrurdlas

locTtavas relativo anatornisko nestabiitiit nesaka veltny kaula neviendabigd torma: 14
prieksgya dala ir plataka par mugurgjoe dalu. Pedas dorsalas fleksijas (eb mugureias
fleksijasy laika starp abdm potiiém (kuras verdo helas un marzas liela kauls) novietopas
veltpa kaula plataha dala. Tipéc dorsalis fleksyas stivok!i pldas lociuvi ir stubila,
Pedas pluntaras fleksijas hoka velma kaula saurakd dala parvietojas starp abim
potitém. kas pieluy) veltpa kaula nobidi un nohiekSunos. izraisot pédus lovTievis
nestabilitaty, Liclo helakaulu un mazo helokaulu sivad vietd notar starpkoulu saites
{sindesmozes). Kas honzontdld virziend savieno abus kaulus. So savienviumu vl
vanrdk postprina pricksE)as un mugurd)ds held ela kaula - maeed Licla kaulo
(ubiotibulards) suites. Tadgadi biezi sastopamals pedas laterdlo saiu sasticpums 1z
pedas uzhiives Ttehniska™ klada, Saites. kas stabilizeé talokrurdlo locTtay . or attelotas
1oun 2. /imgjumd. Mediila saite jeb deltveida saite »astdiv no 1) mugw@as held liela
kuula — veltine kaula (Uibiotalirasg) sanes. kas sakas ne medialas potites un beidzas pre
veltna kaula mugurejd izauguma. 2) hela hiela kaula papeza kaula (ubiokalkanedlis)
saites, kas sikas no medidlds potttes un betdzas pic veltnn kaula balsta, 3) Lield liela
kaula — Luivverda kaula (tthanavikulfids) saites. Kas sdkas no medidls potites. beidzas
pre Luvverda kaulaoun atsperes santes. Lateralis saites (visbirezik maumdetis ) attclotas
2. zZimejumd: 1) pricksd)d velma kieule - masd liely kauly (ralofibuldrd) saite. sikas no
[aterdlds potites. beidzas velina kaula laterdla)d virssmi 2) papézu haula - nued hiela
kaula (kalkaneofibulard) saie. kas sakas no laeralas poutes gula, virzas uz leju un
atpakal un beidzas papgza kaula Taterilyd virsmdl 3) mwogurdjd veltpa kauda mazd
liela kaula (talohibulara) saite, kas sikas no laterdlds potites. beidsas pie velina hauls
mugurg)a izaugum un stabslize laterilo potitn,

Subtalarids locTtavas virsmas verdo: augdejo - veltna kauls. apakseio - papcza
kauls (1.zim ) No mugurpuses 50 locitava verdo veltna kaula apakigas virsmas
wehiekta rieva un papera kaulbu izliekta skautne, Locitavas priekséio un vidusdalu vewdo
divas teliektas veltna kaula neves ar divimoazliektam papeza kawa Skautnem. Kustibus
subtalingd locTtavd i iesplinmas 3 plakngs:
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[y inversijas (0 - 30% un esersoas (0 — 10"y kustiba (frontdld plakng),

2y abdukeias un addukeras kusttba thorizontala plakoe).

3y plantards fleksiyas un dors3las tieksijas kustiba (saguala plakng).

Lociavay wala stavokla suidtu niversya rada locitavas somigas lateralas dalas un
laterale suidu estiepums. bet eversii — locTtuvis sontnas, deliveida saites un apaksstil-
ha mugurd)ds erupas muskulu wstiepums: eversiju lerobezo papéza kauls un s fursi.

lielais liela Kauls
mazais liela Kauls

deltveida saite

h

muguréja lield liela - maza
licla kaulsa saite

APAKSSTILBA
UN PEDAS
LOCITAVA

veltna Kauls

mugureja velina - maza
liela kKaula saiie

ZEMVFLTNA

LOCITAVA papeia Kaula -

mazi liela
Kaula saite

mugureja veltna -
papéia kaula saite

ety Podax talokrurdld locTava un subralard lucthtavie un to stabilizcjodds saites (Hhimge
B Zermicke R T TI9R).

lielais Liela
maczais liels Lkauls

Kauls S

priekseja veltrna
kaula - maza
liela kawda saite

nuagureji vellaia

Kaula maza

liela kaula saite
N,

AN

papeia - maza
liela kaula saite

veltna kauls

Zoufecty, Pédas locitavas Juteralus swtes, Kas nek sastweptas pedas inversijas™ traumas
veralGa (Lowdon A Belt S Johinson 1995
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Pocttavas stabilitdn nodrodim santes: 1) velupe kaula kakla un papéza kaula
(cervik@li talokalkancala) sane, kas sikus no apaksejl lateralas velma kaula skautnes
velinu kaola kakla dald. virzds uz leju un laterih ue papéza hauln mugurgjo virsmu,
ierobeZojot inversiyjas Kustibu. 2) veltne kaula an papesa kaula starpkaulu (interosala
talokalkancala) saite. kos siikus no veltna keula apakse
balsta. virzds uz leju un laterali uz papeza kaula mugurco virsnu, erobezojol eversuas
kustibu,

an vicsmas pie veltna kaula

Locttavu saites ne tikal mehanisks nostiprina locitavas, bet saidu propriarcecptort
nodroiina CNS infonmactju par kustihu virzienu, Btrumu un locitavas stavokll, Tadd
vewdl impulsdciju no propriereceptoricm nosika muskulu susprindzindjumae pakipiun
to suskanotu darbibu locTtavd kustbu laika. iadejadi palielinot locitavas stabiliat
(Johansson 1 et al., 19910, Jolaassan Hoetal 1991h), Mchanoreceptoricm i nosime
kinestetiskyas jeb kusttbu sgpttas. muskulu wonusa noteikiand un locttiuvu kustitbu
retleksu norise. Proprioreceptorn weiekme gamma- matorneironu aktivitat, 1idz ar o ard
muskuiu vaErpstu uzbudinimibu un sesticpuma refleksu jeb strecrefleksit norisi.
Kustibu amplitudas  galgjos  stavoklos  miehanoreceptoru kawrinajums  1zrisa
alzsargrefleksus, kas novers satfu. muskulu. 1o cipslu traumaliziciu un lespgjame
locTravas mezgijumu. ki arf palidz saglabit kermena lidzsvara stdvokli. Saisu un
mehanereceptory bojdjums lzruisa proprioreveptoru deticitu pée cela un pédis
locitavu traumam (Scflueite M er al. 19900, Rehabilitictjas procesd pee fadam
frauman? jagem vara ne tka strukturd!ds izmaigas, bet art propriereceptivits jusans
traucejunu (Johansyon H. cral, 1991b).

Kustibas abils Sujds locTtavits Calokrurdlygd un subtalargd) notick saskanot
un vienfaicigr Kustthu vewd i
B supinacija - kembmeta mversya subtalarag
un 1ekSE}o roticiju talokrurdlapd ToceTtn 3,

locttavd ar pedas plantaro fleksyu

2)  pronacija— kombingta eversyas kustba subtalirad locTtan T ar pldas dorsilo
fleksiju un Gréjo rotacju talokruralaga loaitavi

Pcdas saisu traumatiziciju vardkuma cadijumu nosaka locitavas stivokhs trau-
mas bridn, raumu vewcina padas plantard fleksija, pieméram. prezemejotics pée lecienn
uz neltdzenas virsmas fvisbiezik cita sportista kjas) (Whitiag WO ef af 0 14998,
Naruims (83% ) pdas suiiu sasticpunmur th saucamas podas Tlnversijas raumas ™. Pee
trawmas mehdnisma 1@ patiesIbd i speetea pédus supiiicya (L. kombineta pedas
plantard tlehsia talokrurdlaga locttavi ar mversyu subtaldrad locTtava vienialkus ar
podas wkSGe rotdciu. Ka reawntitd pedas ass rotd jeb novirzias medhilo, Tom@r termins
“pedus mversijas trauma’ e tk plast legans eratird un aprte. ka parasu o zmanio
jedaiena Upédas supindeya” vieta.

Materiils un metodika

Perjumd predalijds 14 viredu dzimuma sportisti. kas trendjas basketbola un
nandbold: 21 peda santes nebna trawmetas. bet 7 pedu locitavis bra atkarten
sastieptas pédas Taterdids saites. Sportistu vidéis vecums bijn 21 = 2 gadi. augums

(86 4 7 ¢m un kermena masa 81 = 8 ke Parbaudes tika verkias, 1amantojet



144 MEDICTNA

dinanometry sistému “REV - Q00U Jechnogym izokingtiska darba reZimil. sportistiem
velcot mversijis- eversijos kustibas éetros dazidos lenkiskas kustihas drumos 30%sek.
{erads sekund@y. 607 sek.. 907 sek. un 120" sek. Kustibu amplitdda bija maksimala
espejama kutram sportistan.

Tika noteikti p&das imvertoru un evertoru muskulu grupu parametri: maksimalals
speka moments (Tmux). Taiks no kustibas sdkuma 11dz maksimald speka momenta
sasmiegianal (). wadetd kustthas Zruma noturdsenas ilgums ™s no hustibas norses
laika (Tnot). vid@as muskulo grupas veikias darbs (A ) un vid&)a jauda (P). Tad Sie
purwmetrt tka salidzindd invertoriem un evertoriem veseld pecdas locilavii un peda pec
atkdrtotiem laterdlu saisu sasticpumien.

Rerzultati

Visi noteiktic parametri pédas invertoru muskulu grupai: maksimalats speka mo-
ments, luiks no kustibas sikuma Tdz maksimild speka momenta sasnieg$anal. uzdota
Kustihas dtruma noturcianas gums % no kustibas norises lutka. videjals darbs un
vid&jd jauda ticami neatskiras veselim pedam un pedam pee atkartonem laterdlo saidu
sastigpumient (p=0,05) {1 tabulal.

1 rabula
Pedus invertoru parametri norma (N) un peéc atkartotiem ptdas laterilo saidu
sasticpumicm (%), kas noteikti izokin&tiska darba reZima

Len- Pédas | Tmax, T. sec. Tnot. %o Al P.W
kiskais loc. Nm ‘ ‘
atrums sldv,
30%sek. N 3527 1 068037 | 76- 15 26-8 1 11xd
S 3227 | 062020 | 79=8 | 30=14 | jo<2
60%seh. 1 N 4=7 L 0402020 | 68=13 | 277 . 215
S W0-6 | 037008 69 - 9 2053 19 . 2
90%seh. N 37 | 036 0.24 56 -7 25:6 | 21=-6
S | 30-6 | 0.28+0.08 S4-7 0 214 26 - 6
120°sek. | N 28-7 | 0.29-0.14 41 =8 20-4 | 256
S 28-35 0 026008 37 -9 19 -3 29 -6

Pedas evertoru paramerrt ir atkartgi no lenkiskd kustibas dtruma (2. tabulay, Ja
Kustibas trums it mass 307 sek. un 60" sek.). evertoru atistitats maksimalas spéka
moments uin to verktars videjars darbs traumetagas pedas locitavas i beam zemaks
nckd veselas pedas muskuliem (p<0.05). Ja kustibas ftrums v Jotl mazs - 30%sek.. tad
evertoru AU vide)d Jauda i tieami zemdka locitands péc pddas laterdio saisio
sastrepuma (p=0.03).
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2 tabidda
Pedas evertoru parametri norma {N) un péc atkirtotiem pédas lateralo saifu
sasticpumiem (S), kas noteikti izokinétiskd darba rezim3a

l.en- Pc&das T

kiskais | loc T:.‘I‘I‘:' T, et Inot. % Al P.W
atrums stav.

305k, N 367 0.75 = 0.64 79 + 14 23 1043
i S | 29+4%| 055-022 | 80:6 163 §x1*
covser | D 33-7 | 0474028 | 69-10  25+3 1823
§ 1 27+2% | 0452017 | 68=8 18£4% | 1622
o N 30=3 | 037-025 | 558 25 - < 1+
S0ek |5 | 26:5 | 02320077 S2-6  18+4r | 142
ovsek | N 20-=7 | 033-021 | 43:8 AR 236
- s [ 252210092003 | 373 1523 | 23i4

* Starpiba ir statistiski ticama. p<0.05,

T lenkiskars kustibas atrums 1 hels (907 sek. un 120%sek)). tad maksimali speka
momenta verithas samazinasanis trauméra)as pedas locTiavds nav statistishi ticama,
bet ks no kustibas sakuma fidz maksunala speka mooentu sasaegiaman pedas ticanu
samazimas (pr0,03) pee atkartonem lateralo sadu sastiepumiem. L. cverlon arak
attista spehu. Traum@to pédu evertoru veiktais darbs i ncamt mazaks (p<0.03). bet
Jaudas samazindiands nav statistiski neama. salidzinot ar muskuhiem veselas pedis,

Diskusija

[eandersons Jowe. (1999) petya pedas muskulu objekihve paramietru tzmatipis.
izmantojot "Bodex” dinamometru sistimu izokingtishd darba reZima inversijas -
eversijas kustbls ar lenkisko kusttbas Ztrumu 30%seh. un 90% sek. no 2. Jids 100 ned@€la
pec laterzlo saisu sastiepuma. No 2. 11d7z 4. nedClar pte traumas pedas mvertory un
evertort muskulu grupu atttsiine maksimihe spéka momenti bija pazeminat. salidzinot
ar normu, Cetras 1ds desmit nedglas pee pedas laterilo saisu sastiepumu invertoru
attstitms splhs athilda normat. bet evertory spejas witistit splku juprojam bija
pazemindtas. Ste dati sakrir ar misu iegiajiem rezult@lion  Geamn somikiem evertoru
parametriem {maksimdlo speka momento, vidéjo darbu un jaudu). Pedas everoru
speka deficits pée smdu sustiepunient 1r attasts arl citw autoru pétijumos (Kosradsen
Locral, 1992)

Evertoru muskulu grupa pée athirtoniem padas laterdlo saidu sasticpumicm atrik
attista spfku. kas dod fespéju palielnit to wudu un pandkt. ka s vertiba o tuva
veselas pedas evertoru Jaudan Trds kustibis (Y00 sek. un 120%sek) Tas dalep var
komipensat alistitd spéka un veiktd darba samazinfijumu evertorien: pee pedas lateralo
satsu sasnepumi Tdz ar to vismae dal@i palielindt pldas loctvas <tabiditdti.
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Kopsavilkums

Pédas saiSu sastiepums 1r biezi sastopaima ruwma sportd. Tpadi sporta spélu
parstaviiem. Ja rehabilitacijas process pée sidas traumas ir nepareizs. bieZi rodas
atkartott pédas sutdu sastiepemi. Misu darba mérkis bija notetkt visinformativikos
purametrus, kas apstiprina noteiktu muskulu grupu vijumu, ki sekas savukart ir pedas
locitavas nestabilitite.

Petiuma piedalnds [ virteiu dzimuma sportistl. kas trengjas sporta spelés, 21
peda sates nebya truumetas, bet 7 locTtavds bya atkarton sastieptas pedas lateralas
saites. MEmpumi nka veiktl. mantojot dinamoemetru sis@mu “REV - 90007 Technogym.
Pedas muskull tika parbauditi izokinétiskil darba rezima. veicot podas nversiyus —
eversijdas kustThas cetros dazados lenkiskis kustibas dtrumes - 30%sek. 60%xsck., 90"
sekoun 1207 sek. Tika notetku pédas immvertoru un evertoru muskulu grupu parametre:
miaksindiats speka moments, laiks no kusitbas sakuma idz maksinald speka momenta
sasniegsianal, uzdota kusithas truma notredanas ilgums e no kustibas nortses laka,
vidgjars katras muskulu grupas veiktais darbs un atttstitd vidE)d jauda. Tad Sie
parametrt ttka saltdzinan veselu, netraumeéiu pedas mvertoru un everteru muskulu
grupam ar attiecigajam muskulu gropam pedis peéc atkartottem laterdlo saidn
sastiepurnienn.

Vist noteiktie parametri pédas invertoru muskulu grupar tcami neatikiras veselan
pédam un p&dam pec atkirtotiem laterdlo saiSu sastuepumicm (p>0.03).

Pédus evertoru parametri 1 atkarfgr no lenkiskd kusitbas dtruma. Ja kustibas
atruims rmazs (0% sek. un 60% sek), evertoru attTsiitals maksimalais speka moments
un to veiktans videyais durbs traunmcta) s pedas locitavas 1 tean zemidki nekd vesalis
pedas muskuliem (p--0.05). Ja kustibas dtrums ir {otl mazs (30%sek.) tad evertoru
attIstitd viddsa jauda r ticaim zemika locitavis péc pedas laterdio saisu sastiepuma
(P03 Ja lenkiskass kustibas durums i hels (907 sek. un 120%sek.) tad muksimala
speka momenty vertibas samazindsands traumétajas pdas locTtavds nav statistiskl
tcama. bet Luks no kustibas sikuma [1dz muaksimald sptka momenta sasiegSana:
ticami sammzinds (p=0.05) p&dis pde atkartotiem laterflo saliu sasticpumiem, L.
evertorl atrdk attista spehu. Trauméte pédu evertoru veiktats durbs 1 ticami mazaks
{p=0.03). bet Jaudas samazimasanas nav statistiski tieama, salidainot ar muskuoliem
veselds padas.

Pateiciba
Pateicamies Latvijas Olimpiskaju vientbad par lespdju izmaniot tan piederoso
aparatdru misu pEiuma veiksanal,

Duarbs veikts Lutvijas Zinaines padonies finanseta Projekta Nr.01.0036 ietvaros.
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Dzives kvalitates jautajumi onkologija

Gunta Purkalne’, Dagnija Leja™, Uldis Vikmanis™™"
* P Stradma Kliniskd universitates shimnica
#* Rimas Stradma universitite
e Latvyas Umiversitate. Medicias Tukuliate

Parskatd aplikota onkologisko slimnicku dzives kvalitdate. Paslatk 2 ir aktodla, jo pasaule
picauy sashmstiba ar laundabigiem audzgjiem, dald valstu dizgnestiskic raditai lievina par
ielaistiems véza padijurniem. Darba apskatitas dazidas tespéjas noveriét onkologisko slimnieku
drives kvalitites datus  fizisko. psthelegisko. socidlo un garfge labsajitu. To var nedroSimat
ar onkologisko slimnicku multidisciplindmn apripl. kur sadarbiba ar onkologu apritpe 1esaistItos
psihologtl, socialie dachiieki, religisko konfesiju un arf sabiedribas parstivii,

Raksturvardi; vézis, arstéiana, dzivildze, dzives kvalitate,

Saslimstiba ar laundabTgicm audz€jiem pasauid nemitTei pieaug. un 1k gadu primirn
ar vezl saslimudo shimmeku skaits parsniedz 10 miljonus cilveku, Valsts ar zemaku
ckonomiskds attTstbas liment onkosaslimstihas pieaugums ir straujaks, turklat
saltdzinot ar ats=1itdm valstin. liclzkan procentam pacientu slimibu diugnostice lokil
zplattta val disemingta procesa stadijl. kad radikala terapija nav iespgjama un cilveka
dzives kvalitates jawdyumiem ir 128kirosu nozine. Latvijas VEZza puctentu refstra datu
analize llecina. ka ard misu valst onkosaslhimstiba pastavigi pahelinas, pedeo 10 gadu
Luikad ta preaugust par 18%%.

Ogkologrjas speciilistu darbibas uzdevumi un riciba Ratrdy konkrétaja situacya
atikutgl tomer ne saistit ar kAde no pamatmérkiem - pagarindt pacienta dzivildzi,
likvidét vai mazinit dazidus shmibas simptomus. atzkavet un nos&rst slimibos
komplikicnes nakotne vai art uzlabot shimmicka dzives kvalitat, rast wspju vinam
Justies labdk, Tradictondli par onkologa darbibas mérki uzskata slimnieka tzarsté8anu
val Ja tas nay pespgans. pacienta dzivildzes pagarmdsanu. NovErtdjot terapijas
resultatus, gan zinaouskapd hteraturid. gan prakse prenemis analizet onkologisho
slimnieku 5 gadu un kopéjas dzivildzes radi:ijus. radikali arstétiem — bezrecidive
perioda ilgumu, Audsgju medikamentor@s terapyas rezultitus analizf pee Pasaules
Veseltbus organizacijas (PV0) standarnizétiem Grst@sanus etektivitates, terapijus
toksicitates novEn@sanas kri@rijtem un Jot visplirTea sumnieka stavokl rakstarojos:
radnaja - PVO piecpukipju skalas var tagad retik. pee Karnotska indeksa
(D KNarnopshye 1948). Tacu mundtals terapijas novertgjums relli neatspogulo slimnieha
viedoklr par savu veselibu kopumi. Lielaku, tomer 1sluiargu efektivitit atsevisku
audzeju gadijuma var ieglt lofl intensivas terapijas rezaltfitd, kad. slimnieku dzivildze:
nedaudy preaugol var pat nvimainotics. teverojamt palielinas toksicntates wzpausmes.
un vina dzives kvalitate pat pashkiunas, Un otrddi. pec PVO standartiem pur
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neefektivu novértétas medikameniozds terapyas, kad audz8ja 12mén nav mazindjuiies
par 30% vai vairak. nerett slimnigkam uzlabojas vai izzid slimibas simptomi. pacients
1zjat ievérojamu dzives kvalitdtes uzlabosanos un GrstdSanu novEng pozitivi
(H.A Burris et al., 1997, PH Eoleton et al.. 1999 D Osoba. 1994; FThateer of al|
1995).

Jau 1985 gadd ASV Partikas un medikamentu parvaldes (Food and Drug Admin-
istrafion, FD4) lemums noteica, ka onkologyd. amalizgjer jauna medikamenta
etektivitdti vEza arstdSund. [1dzas standartizetiem terapijas efekuviatites ridiijiem
japrecize an dati par slimnieka dzives kvalitites izmaindm (L RJohnson R Temple,
1985). Sobrid visa pasaulg pienemts kliniskajos p&fijumos par jaunu pretv@za preparity
prehetosanu cokuologird dinamika analizét art pacienta detves kvabitdtes datus. Sevisk
aktuala shmnieka dzives kvalitates problema leziméjas pedgjos gados, kad slimnieki
klast par tieSiem. apzintgiem sabiedribas veseltbas apripes patérétijiem un drstdianas
procesd lzmanto sarezgrtas tehnolognas. lott dargus medikamentus un nereti arg
alternativas terapijas metodes. Slimniekam Sodien ir daudz lieldka loma arstdianas
metodes planoiana, vinam neretl i1 tespja 12vEleties starp varikiem pledivatiem
arstesanas varantiem. Saja situdcija terapijas ieguvumu un riska pakipes, terapijas
cfektivitates un izmaksu novEngumam, pacienta dzives kvalitites raksturojumam.
shmnieka apnuennatibai ar smegto mediciusko palidabu pievers arvien hieldko nosnn.

Laundubiga audz8ja gadijumi cilveka dzive iezImcjas vamdki periodi diagnozes
precizefany, Arstesanas plinesanas un izveles latks, kam scko terapija — operativa,
staru. medikamentoza, kombin&d, simptomatiskad var paliativa, Atkaribd no piclictotas
werapijas iespejam un rezultatiem seko tgstods val Tsiks lalks peo specitisks terapijas.
Pieaugot radikilas terapijas iespéjam. pasaule pulielinds 1zarsiio veza shmnieku
kontingents Jeancer survivors). ASV apméram 607 visu slimnieku, kuriem
diagnosticats laundablgs sude@)s, pec vEza diagnozes precie@sanas deavo iledk par 5
sadient. Sédu rudikal arstéiu tlgdzivoigju skats pirsniedz 7 miljonus cilveku. Latvia
kopgjais onkologisko slimnieku skaits padreiz plrsnieds 30 000, vairdk par 70%0 no
tiem ir pacient, kuriem pee radikalas arsiclanas pasreiz norddijumu por shimtbas
aktiveSanos nav, tapece ir svarigl precizet 515 lielas slimnieku grupas dazadus dzives
kvalitates aspektus.

Onkologskd shmmeka dzives kvahtat nosaka ne tikat audzéia vanwrapias raditie
traucejumi. bet wrf no vecuma un citiem faktoriem atkariga funkeienala akeivitate,
sumpromatika. kas saistlta ar menopauzi var andropausr. a1 virkne papildu taktoru,
piemeram. citas hromskas shmibas, sociall ckonomiskie faktorn nodarbinaba. sociahe
un kultiras faktori, partnera klathdme vai trikums, sociilais atbalsts un apripe.
veselibas apripes nodroSinajums u.c.

Katram no augstiak apraksttiem slimnieka dzives posiuem piermat savas ipatnthas,
atskiriga $ajos periodos ir cilveku psthvemocionald reakeya un Oziskais stavekls. Tikat
atkirtota dzives kvalitdtes analize dinamika Jau) pilutha novertét pielictolds terapijus
recultdtus un prickdrocTbas atseviham mndividan. bet salidzanosi novérojumi kid:
slimnieku grupa par konkrétas terapijas tespejim noteikias audzea lokalizacyas un
izplatibas padijuma lauj spriest jau plasdk. Ta ki terapijas plincsand predalds ard pats
slimnieks. pirms arstédanas sakiunas pacients Jainforme par shimibu. t@s parasto gaitu,
terapijas wspEdm un sagardimajiem rezaltitiem, par to, kidas dzives kvalitdes
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dimensyas var butskt remainines. faded 1espeja pacientam pasam novenet visus pro
un centra. 1zvEloties kadu no pledidvitajiem arst@Sanas variantiem: Saja procesi
drives kvahtdtes raksturojums jeglist sevisku nozimi (5.Plate. 2000: LS Fish
BE Lewis, 1999, RD Gelboret et al, 1998). Dizives kvalitiites j8dziens integril: raksturo
cilveka subjekeTvo viedokl par vina labsajliu un veselibas stavokli. Literattrd to
apzune prectzak - ar vesclibu saisma dzives kvalitate (Health related guality of life.
HRQEL) — un defing ka pactenta subjekttvu muludunensidlu 1izpratni par to, cik stipn
slimiba, tds sekas, arsieSanas process val t3 blaknes ietekmé vina fiziske,
psthoemociondlo un socidle labklajtbu (M.Baluns, 1999, D FCella. 198%;
J A Rowland, 1997). Dzives kvalitate ir subjektivs j&dziens, ko raksturo pats shimnieks,
konkrtajd laika vai latka periodd analizejot savu tizisko, psihologisko. socifle un
garigo labsajum. Saskagd ar PVO ietetkumiemn (M.Baitins. 1999: J Staguet ef al., 1998)
lesp@jams VBt vismaz 6 dzives kvalititer bitiskus aspektus:
»  fiziskos (sapes. diskomforts. nogurums, miegs un ta kvalilare, u.c.)
» psihologiskos (pocsitivas un negativas emocijas, spgja koncentrties un veikt
wurfgu piepdli, pasciena. kermena szskats. integritates uztvere u.c.)

»  neatkaribas (spfja parvietoties, veikt ikdienas aktivitites, ki arl darbspgjas
atkariba no regularas arstésanas u.c.)

*  socidlos

» apkartnes (drosibas 1zplta, veselibus un socialas aprupes pleejamiba un
kvalitate u.c)

«  garigos (personiskie uzskaty, speya baudit miakslu u.c.)

Uzskata. ka onkologiskajtem slimnickiem jaraksturo vismaz 4 dzives kvalitates
dimensijas  funkciendlas stavokhs, fiziska, psihologiska un sociald lubsajita, pée
vajadzibas pEtamo jautdjumu loku papladinot (H. deHaes, 1997 G.M Kicbert, 1997:
L E Nuamach, 1999, Dzives kvalttates fiziskas izmuinay var radit pats audzejs. 18
progresija val metastazéiands, kad shimniekam biezi i sidbas par sapem. kaheksiju,
hronisku noguruma sindromu (fatigue) u.c. Tomér nerett pacientam fiziskas grutthas
rodas art terupijas rezultita — tas var bat pecoperactjas sapes. alopéeia, Skebinasana.
vemsana, nogurunit sindroms, stomatts. mukozits val diareja pee medikamentozis
terapijas. kil arn stdzibas sakard ar jurrogéni radito menopauzale sindromu. Shimnicka
psiliologiska fabkiaitha, k& minCts agrik, i tntegrals jedziens. weverojamas novirzes
Suja sfera saistitas ar Jou dauvdziern momentiem. Seit jamin bailes par arst€sanas
rezultatiem, batles no sdpem un naves. psihoemocionalas 1izmainas, kas saistitas av
wnamiam kermena integrit?t€ un izskatd, ar fizisko nepilnvertibu nepilnigu
kompensiciju un seksualitites izmatnam, ki arT garastivokla labilitan, domasanas,
urtveres lzmaminm. uzvedibas Tpatnibim u.c. Pe&c M H Levy datiem. psithologisku
distresu novero vistmaz 30% veza slimnicku. §is skaitlis atseviSkas stimnieku erupds
svirstas no 20 50%. Biez par savu stdvokli slimnieks arstam nestasta, tpec distresa
stavoklis netiek diagnosticets. tas netick adekvati novertéts un arstés (M H.Levy
2000y, Prakse lotr svartgt ir $o distresa stavokl skrmet, suvlaicign precizet. adekvau
novertet un nepieciesamibas gadijuma korigét (J.C Holland, 20000 M H Levy, 20001
Psihovemociondld stavokla izmamas rada var pestprina arl finansialas problemas. darba
zudums val 13 izmainas un personas neatkarthas terobezojums val pilnigs zaudgjums.
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ki arl daudz ety faktort. Jaatzime. ka shinibas progres@ianas guild pactenti tomer ir
spiesty puklauties realitatet un “sadzivot™ ar savu slimibu. 1ade] van vinu, gan an
gimenes loceklu neapmierinatiba ar situdciju nereti var pieaugt.

Laundabigu audzju gadijuma shimniekiem var konstatSt izmanas dazadas dzives
kvalitaty raksturojosis sférds, un katrd situdeipd ir svarigi noteikt 81 jautdjumu loka
individualds priontates (S.B.Devnar, N.K daronson. 1998, C Hurny or al., 1998
D.PLubeckeral, 1999 P Naumah ¢t al, 1999: T Rustoen er o, 1999). Parusti cilvcka
dzives kvalitdti nosaka shmibas izplattha. Procesa ugrinis stadijds, pge dignozes
precizedanas un koncentrejoties terapijal, prevalé psihocmocionilas problemas. kamdér
izplatitas slimibas stadijd svarigiku nozimi ieglst dzives kvalitates funkcionalie un
fiziskie doment, ko nosaka dazadim uudezju lokalizicijim rakswirigd simptomatika.
Staru un medikamentozas terapyas laika shmnieku dzives kvalitat wevérojamt letekune
arstedanas procesa blaknes. Pleaugosu nozimi dzives kvalitates novengjuma slimnicki
velta seksudlo 1zmainu un gangds labklagtbas 1zmainam (P4 Ganz, 2000: LR Schover
etal, 1997). Lot svarigi jau arsté§anis procesa sakumd pacientu informeét par slinibas
raksturu un gatty, par radikdlas vai paliativas arstg3anas tespéju un dzives kvalitates
wwmadm pée terapyas. Deves kvalitates uzlabofana Sodien ir noteicosais raditajs
kimyjterapijas letdertbas izverteSanar vairaku lokalizaciju audzeju gadijumil, kad vil
nesen no citostaniskds terapijas atturgjds tas zemias cfektivitites d&l. Te jimin
nesthdunu plaudu. atzkunga daedzera un prostutas vezs, kad Irstedanus rezultata
neizdodas iegiit ieverojamu audz&ja masas samazinasanos un dzivildzes pieaugumu.
tomer kliniskajos p&tljumos atziméta 1evérojama shimibas simptemitikas un dzives
kvalitates uzlabesands, kos terapyu attawsno (A4 Bwris ot alo 1997 VHeinemann,
2000, M Markman, 1997, 1 Thareor o el 1993), Svartgl i notetkt to minimile klnisko
Izmainu apjomu. ko slimnieks uzskata par subjekuvt nozimizu. fat prekostu predavatajal
terapijai (R Jueschke et al . 1989, D.Osoba et al., 19938). Tikpat svarigl iv salidzinodie
petijumt dzives kvalitites joma. izvélotios konkrets ts, bulstterapyas van wil pahatiyas
terapijas metodes. kad notetktas situacyas pamatota ir jaung. sultdzimost dargu
medikamentu pielietoduna (bistosfonity, adekvita antiem&tiski, antiangnmijas terapija
u.c.), kas nedod tiefu pretaudzgia efekiu. bet evErolanu uzlubo slimmieka dzives
kvalitdti. aizkave atsevisku slimtbas komplik3ciju rasanes un gala rezultata pat ir
ckonamiski izdevigika (LJ Budv 1999017 Died, 1999 D.Baluga. M.ZvaigznTte. [994:
Dhlejauc. [998).

Dzives kvalitates novertésanas metodes

Slimnicka dzives kvaludtes uzlabodsana. nenoliedzami. vienmer ir bijusi drstu
uzmantbas lokd. Sikumia arm dzives kvalitates petijjumu mérkis bija aprakstit,
dokumentét shmibas un arstésanas 1etekmi uz pacienta veselthas stavokli. lat
iedzilindtos. ka tiesi slimnicks noverte dzivi. leverojunu paliclinoues enkologisho
slimnieku skaitam. preaugot shhimnieko dzivildzel. ki arm pieddvico terapijas @speju
variantiem un arsieianas wzdevumiem, shimnicku debves kvaliaes raksturojums ir
kluvis par noteicodou Jaktoru optimidlas terapijas izvele. tas izmaksu. risku un
leguvumu novertesana.
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Unificctas metodes cilveka dzives kvalitates precizal novertesanal pasreiz nav. Ki
iepricks  mins. novertéjums  Jiveic padam  slimniekam, nevis ieinteresetas
tarmaceitiskds firmas darbiniekam, arstam val eital pacientu aprapetajal personai.
Predavan vairak: varianti, ka vienkarsak veidd tegiit informaciju par pactenta fizisko
un psihologisko stavokll. socialasam problemam, aticksnu pret savu slimibu,
drsteianus procesu un td rezulidtiom. Sis multidimensiju novertgjumu komplekss
jdlzsaka mSramas, salidzinimis skaithiskis vienibis. Dzives kvalitites novertéjumam
Jabat mformativam, ncamam. atkdrtoti novertdjamam dinamika, tam jabiit pietickodi
Juttgam. lai elastign atsporulotu onkologiska pacienta stavok]a izmainas, metodei jdbit
Tsar, vienkdrsan un viegh realizg€jamal (£ Buelatori ot ul., 1993; Q.M Kiebert, 1997),

Dzives kvalitates analizel wespSiamas 2 pleejas metodes, kas 1) pamatojas uz
psihometrisku dazadu simptomu noveért&sanu vat art 2) slimnieka izvEles principy,
preferenct (D Revicki, 1997).

Pec psihemetriskds metodes parasti izmanto anketgianu. lidzot respondentam
novertgt slimtbas simptomu esamibu, biezumu un intensitat, vina spgjas, jitas.
uzvedibu we. Lot brezi slimnieku dzives kvaludti novené péc aptaujas lapam par
slimnieka veselthas stivokls, 13s var bt gan vispargja profila. gan konkr@takas. kas
paredzetas notetktu slimibu un pat specifisku jautdjumu risindsanai {domenu
specifiskas). Vispargja profila anketas tetver loti pladu jautdjumu loku un ir piemerotas
liclu sabiedribas grupu veseltbas stivokla novertésana dazadu slimtbu gadijumos.
talu 135 elastign neatspogulo kliniska stivokla 1zmainas. Tadas ir plasi pazistamas
anketas - Notingemas vesclibas profils. SE-36 (the Medical Ouicomes Studv Short
Foriri) u.c. Laundubigu audzeju gadijuma pladi pazistamas it EORTC rEuropean
Crganisation for Rescarch and Trearment of Cancery QLQ—C30 deives kvalitites
aptaujas Lipas, kas piecjamas 18 valstTs un redli tiek pielietotas vismaz 200 kliniskajos
petijunos onkologya (N K. deronson ot al, 1993 P Favers ef al.. 1995, M Fiorentio,
1999: S Kassa, 19961 D.Ovoha et ol 1998). ST anketa ietver 30 jautdjumus par
atsevisham veselibas stivokla dimensyam. ka art oukologiskajem slunmiekiern tipisku
3 simptomu noveéngjumu (hronisks nogurums. sapes un Skebinadana, vem3ana).
Pedejie divt ir ntegrili, visaptveres! jJautdjumi par sava veselibas stivokia
raksturojumu kepumd. Par katru jautdjumu slimnieks izvElas vienu no lespgjamicm
cetriemn skartliskt apzimenem atbildes vanantiem. kur 1 apzime to, ki simptoma nav. bel
4 loti isteikeu pazimi. Integriito jautajumu analizé, slimniekam padam novarteiot savas
veselthas vispirgjo stavokl un deaves kvalitau, paredzca 7 pakapju graddciju. Péc
noteiktas sistemas novertcjot atbildes skaitliskas verttbas. var salidzindmos skaitlos
raksturet gun daves kvalitates atseviskus aspektus, gan art wnalizét konkréras
rmainas dinumikd, Pedéjos gados EORTC QLQ--C30 anketa ir individualizeta
atseviiku audzeju lokalizacyu gadijumiem, katrd varianta jautajumu loku Tpasi korigéiot
vai paplasinot (M4 Sprevgers, 1998). Slimibas specifiskis anketas lay) sikak analizét
dzives kvalitates tzmainas tikai konkretas apsckojamis grupas ietvaros.

Petfjumes par kdda faktora tetekmi vz noteiktu simpteomatiku lieto simiptormiem
speetfiskis anketas vai vizualo analogu skalas. ladzot slimnieku gratiska veidd uz
linedrds skulas raksturot vina konkrétds veseltbas stivokli. Analiz€jamo simptomu
parasti raksturo plasd dinpazond no vertibas ¢ (vissiktaka lesp&jami izpausme)
lidz 10 tvislabZk veseltha). Sis novendums ir vienkaréi izdarims un salidzinams.
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ticams, viegli atkdrrojams dinamikd. SAdi veidd viegli novertdl visdazadikos
jJautdjurnus — sapju intensitan, noguruma sindromu. scksuilo funkeiju, dazadas
terapyjas blaknes u.c.

Saltdzinedt petjumm i 1zdartu. Tar patot dzives kvalitdt val 13y atsevidkus
dominus. tespéjami vienkarfotu aptaujas anketas. nemazinot o informative vertibu.
M Fisch un ldzautoru p&thiumi Liecina, ka. lai zvérnétu depresyu ambulatoriem
onkologmskajiem slimoickiem. dive jautdjemu anketa ur graduetu 3 pakapiu athildem ir
lidzvertiga komplicétdm, detaliz8tam anketGm (M .J Fisch er al | 1999). Vienkiiriots vari-
ants ir uzskatima, demonstrativi, tustrative izveidota Dartmutas COOP/WONC A karte
cilveka veselibas kvalitates vispirigal raksturodanar. kas layj loti 1s3 laika feglt
orientgjosus datus par pacienta dzives kvalitdtes pamatrdditajiem un kas ir atzita par
plemérojamu arl onkologiskd slimnicka dzives kvalitdtes raksturofzna dinamika
(K.C.Snecun, 1997, C. van Weel 1993, 1995),

Zinatniskas petniectbas Tmen nepieciesams, lal novérojamis slimnieku arupas ar
atikirigiem terapias varantiem bitu salidzindmas pirms terapijas sak8unas. lat ripigi
analizetu 1espejamas dzives kvalitates atsevisku dimensiju izmainas terapijas sakuma
posmid un noverojumus atkirtotu atbilstodi planotajam, lat kenstat@tds dinamiskas
izmainas katrd noveéretajd grupd un atskitbas starp tdm salidzindte, prelietojot
statistiskas apstrades metodes.

Bez tradicionilas deives kvahtates novertelanas metodes p2ded lakd arvien
liclaku populanitaty giist art otra preeja. kas pamatojas uz slimmeka 12veh. prelerenc
ipreference—hased measwrement). Shimnieks dod savu kvantitativa vErt&umu par
esoso veselbas stivokly un labk1aibu (eidingg, raksturojort to lott visparigr amphitida
no G 1, kad 0 athilst vissliktikajam (nive), bet 1 — pilnigai veselibai, Shimnieka dzivildzi
raksturo ar daves kvalitates raditaa korekeyu (K defaes. M A Sprangers. 1997),
iesakot apzimejumu — kvalitates korigeta dzivildze fthe Qualine - Adjested Swvival).
Pédejo gadu saltdzinosus petljumos cokelogiske shimnieku dravildee tiek analizdta vEl
detalizetik. 1edulot to 3 periodos. Pirmais i toksicitates periods (Tox). kas raksturo
laika posmu ar dazada veida toksicititt un blakngm pirms procesa aktivicijas paziméni.
Talak anaize kaka perioda garumu. kurd nav shimibas simptomatikas un foksicutates
pazimju (THIST, Time swithout symptoms of progression and toxicin'). un laika posmu
pEc slimibas progresa (Prog) Kvalitites koriggtu dzivildzi analiz€, summgjot
tolstentates un audzg)a progrescianas penode tlgwau, kvantitativi nevenejot daives
kvalitates pasliktinaianos Sajos posmos un tegutes rezultiatus salidzinot ar lidzigiem
datiem laika posmid. kad nav slimbas progres&ianas simptomu. Péc kompleksas
analizes un kopéjo wguvumu matemtska raksturojuma deives kvalities joma vairaku
onkosaslimdanu gadyumd ir iespéja izvelBties terapifu. Preferences jeb wveles metode
lay] respektet pada siimnicka velmi, izvertet ckonomiskas priorttites optirnalaka
terapijas veida noverteésana, jo jaievero lott helds kimujerapijas 1zmalksas.

Onkologi|d daZreiz ir tespgja 1zvélétes starp dzives ilgumu un tas kvalidr.
Teoretisk 1 gada dzivildze ar veseltbas novertejuma radityu x ir ukpat velama ki 6
ménesus tga deTve ar rdditiju 2x (F Hecks, 1997). Pacientam var piedivit izvElties
erapias vanantu. kas var bt riskants, bet dot evéropunu dzives kvahtites
uzlabejumu (Drevicki, 19977, Daives algums. ar kuru respondents riskg, gjot uz
kompromisi. liecina par shimnicka slikwo dzives kvahtat,
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Plagi perjumn shimmigku deves kvahtdtes novirtedand pasaulé publicéti tikay
pédeéjo gadu latki. Loti svarigt ir shimmcka dzives kvalitates paSnovenésanu ieviest
prakse: tas lautu ne tikai precizak 17vEl&hes drst@€iunas metodi. bet palidzetu arstam
identificét fiziskAs, psihoemociondlis, garlelds un socidlas probleémas, kas aktudlas
shimnickiem dazadus lokahzacyos [aundabigu audzeju procesa dazadas stadijds gan
terapyus lukin gan ar ileus gadus pee veikeds rudikalds drsieianas.

Latvija pStyumi. kas raksturo enkologyas slimnicku dzives kvalitati. publicti tikar
pedero gadu lartka. Pacientu dzives kvalitates novertesanu atbilstodt EORTC prastbhim.
izmantojot QLQ €30 uptaujus lapas. veie visi Latvijas Onkologijas centra specialisti.
kurt piedalas multicentru kliniskajos ptjjumes mediciniskajd onkologija. Lai
slimniekiem biru vienkarsak raksturot savas dzives kvalitites atsevikus aspekius un
dot tas vispareju novertgjumu, esare zveidojusit COOP/WONCA grafiskis anketas
parvetdotu vanantu. kuru izmantojam. anahizeéjot kombingtas terapijas un bisfosfonatu
efektivitdtt kruts veza shmmecem skeleta metastizu gadijuma (D.Leja we., 199%).
Pacientém analizgjim tadus dzives kvalitates aspektus ki fizisko aktivitati, emocionilo
labsajatu, sp&u veikt ikdienas darbus, sociilo aktivitati, s@pes un pretsdpju
medikamentu lictosanas mtensiat, ka ari vinu subjekitvo vispardjo veselibas stavokla
un dzives kvalitates noverigjumu. Nopietni petijumi par dzives kvaluat i veikt resnas
7amas veza slimniekient medikamentozds teraptjus Lkukad (S.Plate w.c., 1999). ir kiintski
noverojumi par dsives kvalitates raditdju uelabosanos onkelogiskajiem slimniekiem
anemijas gadijuma. speafisko drstéfanu papildinet ur merktiecige antiantmisku
terapiju (G, Purkalne u.c., 2000). Ir publiceti petijumi par dzives kvalilati pacientiom
pretsapju un antiemeuskas terapyjas gadjuma (D.Baltina. M.Zvaigznite, 19931, izdarTta
saltdzinoda deives hvalitites anabhize shimniecdm pée kelits véza radikalas opericijas
saudzcjosn un pladaka operacijas varmnta gadyumd (U Vikmams, 1999; U Vikmanis
u.c.. 1999). Tadu jaatzime. ka ITdz §im atkam Latvija veiktie perjumi slimnieku dzives
kvalitdtes jomi ir eprzediski. 1zdarith pirsvard okat konkeeta zindmiskd darba vas
starptawtisku multicentru klmisku petijumu tetvaros un praktiskaja onkologyd maz
piclictotL.

Realizgjot savus zinitisko darbu projektus onkologija un igklaujoties starptautisko
kitnisko petijumu grupas. misu arsti Latvijd jau $odien slimnicku dzives kvalitites
novertesanal velia tikpatl nozimigu lomu ka terapijas efektivitdtes raksturodunal. Tomer
pladgika 515 metodes 1eviedana arsta darba tkdienas praksC sniegtu specialistiem sthaku
imformaciju par pacienta veselthas detalizétikiern aspektien un kopejo dzives kvalitati,
kas slimmekam kopd ar drstu Jaute pardomin 1zvEIEtes individualiz@ta terapijas metodi.
k3 arT pavartu celu savhnctzal un labikal konstatéto blaknu diagnostikar un korekeyjarn,
DeTves kvalitdies detalizéts noverti§ums dzijak atsegu stimnicku aktudlo problemu loku.
kas ikdienas darbd arstan reizéra palick nepamantts (G £ Brovwman. 1999 WL Tamburini
2000). Analizgjot un respektgjot dzives kvalitites noverigsanas rezultitus, liels skaits
puctenta. kas sirgst ar laundabigemn audzejicm. buta apmeninatakl ar arstéSanas procesu
un tegatajiem rezultdtiem. tipat wii piardomatik varctu planot slimnicku rehabilitacyjas
procesu (4. Bredart and D Ruzavi 1997 WH. ban Harien et af.. 1998, K. 4 Scuhudmai
ef af.. 1997). Turklat art sekmigak varétu veikt veza slunnieka multidisciplinaru apripi
vienlaikus ar dazadu specralitdsu medicimas  darbiniekiem taja pladak aesuistot
psthotogus, sociilos darbimtekus, dazido religisko konfesiju un arT sabiedribas
parstavius.



GoPurkalne, Dlviy o O Vikmaenis, Drives kvelisfies jaodjunt onkolomis 153

SUMMARY

An evaluation of the quality of hite of the vncology pattent is reported 1 this
paper. Life quality indicators i cancer patients are important especially in countries
with growing cancer incidence and late dhagnosed cases. The paper discusses cancer
patients” lite guality assessment. including physwcal. psvchological and social indica-
tors, To achieve a high quality of life, o multudisciplinary team approach {encologists.
psychologists, social workers. religion denominatrans and society representatives) is
used.

Key words: cancer, treatment. Iife span. standart of living.
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The prognoesis of locally advanced breast cancer pattents has remained larwely unchanged over
the past decades. The available climco patholegical prognosue tactors have thus far proven
insufticient to clearly define progmostic subgroups and idennfy the patients who could benetit
from traditional chemotherapy schedules or need more intensive or other therapeutic regunens
The atm of this mvestigation was to assess the prognestic and predictive impheation of ditfer-
ent immunecytochemical assays in 26 patients with locally advanced breast cancer ofter
neoadjuvant chemotherapy (doxorubicin plus paclitaxel). Expression of proliferation index Ki-
67, cerbB -2 (HER 2} oncogene and estrogen and pregesteron recepters before and afier
neoadjuvant chemotherapy gave us new information tor detining subgroups ot paticnts with
different prognoses and different neeessary treatment modaditics,

Raksturvardi: prenotiskic fukort: kriitz vEzis: neoadjuvantd KTmiyjterapija

fevads

Klasiskos kliniski morfologiskos krats vera prognostiskos Taktorus pladi licto
onkologijd jau vairik nekd 20 padus. Svartgakie no tiem — paduses poritivo limifmezelu
skatts, audzgja 1amern. auded)a diterencaicjas pakdpe. shimnieces vecuins we. {1-31.
Diemze!l tradictonithie prognostiskie faktori nelauy diterencet slimnieces. kuras var
1z7Arst3t tihar ar lokalu operativu terapiju. no slimniectu. kurdim audzgji agrini recidive
un tipéc nepleciedama it terapijas aktika.

Pedejo 10 gadu laikd [dz ar zindines  atdstibu un jaunas modernas tehnikas
leviesunu wizvien licliku nozimi tegist bioknniskie un molckularie markient - gan kaws
atsevidkl. gan art kembinacijas.

[nterest par prognostiskiem fakioriem stimul§ja sistémas adjuvantds kmujtecapijas
panikumi krits vEza agrinajas stadijas {47,

Biroktmisko un molekulire tuktoru nogimes atklisanu uzsdka jaunu ru kelits vaza
terapljas planodana 15-7). Svartgikie no tem ir sterotdo hormonu receptor.
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prolifericyus markiert (Ki—67, thmudina indekss). proteazes (katepsims Do uPA).
peptidhormonu receptort (eerbB-2 neu. EGE-R). p33 un apoptozt regulejosdic protem,
angiogendzes markieri. mikrometastizes kaulu smadzenGs.

Dauwdzi biokiniskie un molekularie markier ir aprakstin zinatniskaya literatord, bet
o klITskd vertha pagardam nav skaidra (8-91} .

Darha merkis

Musu novérojuma merkis bya novertét prognostisko faktoru — estrogénreceptoru
(ERY un progesterona receptaru (PRY, proliferdcras mdeksa Ki-67 un cerbB -2 (HER
2) = rznuuanas pures un pée necadjuvantas Kinyjterapijas slimniec®m ar lokdli izplatitu
krits wézi. lar 1) wdennficeia pacientes. kurdm prognoze ir lubvelige un standarta
adjuvanta terapija varétu bat  opumiila, 2} identitic8tu pacientes, kuram prognoze.
lietojot stundaria terapiu. 1 sk nelabvEliga. ka nepieciefarns apsvernt agresivikas
wrapas wspclas.,

Materials un metode

No 1998, lidz 2000, eadam 17 ménedus ilgd novérojumid uka icklautas 26
slimunzeces vecuma no 35 Iz 63 gadiem ar lokdh wplattu audz@u LA un 111B stadija.
Visam slimniecem kriits vezis tika mortologiski verilicets un wudzeja rzmert precizen
pEc palpicijas. mammegrifijas var ultrasonogrdtijas datiem. Slimniedu vispare)ais
stavoklis athilda PV (Pasaules Veselibas organizicyjas) noveértéumam no 02
Novergumid netika weklautas shimnicees ar citu lokaliziceiju audzejiem un tas. kuram
bija kontndikieas kimiterapyal.

Pioms terapijas uzsikianas tika idama audzep punkeya un aspirdeija ar sehojosu
proguostisho {aktoru — estrog@na un progesterona receptoru. proliteracijas indeksa
Ki-=67 un cerbB-2 poretkSanu, Aspiraiv wzmekleja imincuologiski. izmantojot
monoklondlo antivielu LSAB- Dako. Arstesanus plans (1. aucls) wnera 3
neoadiantds kimygterapos kursus pée AT shémas: doksorubicTns (A) 60 me -
mtravenozl 1. diend un pakhitaksels €17 135 mg m- 3 stundu mtravenoed nftizga 1
diend. Kursus atkartoju ik pec 3 nedefam. Pee 3 neoadjuvantas Kimyterapyas kursiem
novertga audz8a lieluni tamainas pée palpacijas. mammoegrdfijas vai ultrasonegrdfijas
dattem. ki arT veica dzives kvalutates ramainu analizi. Kimijerapyal sekoja radikila
mastekiomija Madden modifikacija. Krati saglabajosas operacijas netika izdaritas. Pec
operdcijas slimmeces sapema 3 adpuvanias kimiplerapyas kursus pec AC shemas:
doksorubieins 60 mg/m® ntravenozi 1. diend un ciklotostamids (C) 600 mg/m’
mtravenozt L,oun & diend. Visas slimmieces sunema profilaktisku staru terapyu uz
regiondlam limifas atteces zonam un hormonterapiju atkariba no ER PR stavokla. Pec
mastektomijas tika veikn standarte histologiskd izmeklesana, ki arT operdcijus
materialy imunhistokimiska analize IR, PR. Ki—67 un verbB-2 [mena noteikianai. Se
patametra ianagas salidzmdja ar Kinisko efekuvitdti. bezrecidiva perioda tlgumu.
metastezesunas ipatniibam un vispirdjo dzivildzl.
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Rerultati

Péc neoadjuvantas kKimjterapiyas palpitert pilna remisya tika noverota tikai 1 (-1%0)
slumniecer, duleja remisija 16 (64%) slimmiceem. un audzg)s bev izmanim palika 4 (16%,)
slimniecém. Radiologiskas 1zmekl@ianas dan nereti atskiras no fizikdlas izmekl@ianas
datiemn: pilna remusija netika kenstatétn nevienan shimniecen, daigga - 7 {28%0. un
audzeja 1zmainas netika noverotas 15 (60%) slimniceém. Histologiski vpericijis
materiild audegia pilnas regresyjus nebya nevienarn slunntecer.

lzvericyot kopeyo werapijas etektivitan. 20020 gada | janvan 14 (38%) shimniecem
nav konstatgts shmibas recidny s val metastdzes. Audzgn metustazedands 1 gada laikd
tika noverota 9 (36%s) shmniecem, taja shand aknds — 3 shimmiecém. himtimezgelos - 2
slimmiceem, plausas - | shhmniecel, mulufokdla disemuinicys 3 slimniecém. Divas
slimnicces miruias pirmajd gadd slimTbas progreséianes dgl.

Analizgjot imianmorfologiskos  datus. konsttejam, ka pec neoadjus entas
Kimijterapijas samazindjas ER pozitive iinu procentudlais daudzums un Ki-67
indekss. PR-pozittve Sanu daudzums ievérojami netzmainijds (2. andls). Piecam no
wmekletyyiun stunniecém noveroja HER-2 onkoprateinu ekspresiju,

Statistiski nozimiga koretacya, nusukot Pirsena korelacijas indeksuw. byja starp LR
Iimeni pirms terapijas un HER-2 ekspresiia. Zemiks ER Tmenis korel&ja ar augstiku
HER=2 ekspresiu (3. attéls). Statistiski noZimiga bija ad korelicija stup PR Jmen pirms
terapijas un HER--2 ekspresiju (4. attels).

Prohterdcyas indeksa Ko 67 horelicga ar HER 2 nebija statistiski nozimiga (5.
attels).

Sajd novérojumi HER-2 neeativajiom sudzdjiem sulidzindjumi ar HER -2
pozitivagiemn audsgpiem ER -pozitive sanu daudzums bya Liclaks. PR-posinivo stinu
procentudls davdzuma un Ki- 67 indeksa atikiribas bija mazakas (0. attéls)

Rezultatu apspriesana

Misu tegltie rezultanl liecina. ka neoadjuvantd ktmijterapija ar paklitakselu un
doksorubietnu i efektIva primaéra lok3h wzplatita kelits v8za gadijumd. 63%. slimniecu
pev tizikilis izmek!Eanas datiom Konstatéa audze)a samazinddanes. Sie datt korelg ar
citu kltmisko novErejumu datiem un apstiprina pienémunur ka fizikiala zmeklesana.
w vere pleredediis specidlists. o labakd nemviasns @ metade Jokali 1zplatita krilitg vCza
zmeru nosyertetunatl dinamika 107,

Neoadjuvantd criotoksiskd terapija shimniecdm ar zplatitu kriits veézy kiiniskajd
prakst tika uzsakta. lad samazindtu primard audz€a izmerus un etekinetu 1espljamo
audzeja mikromerastazgianos. Diemzel literatdras dati nordda. ka 50% slimnicén
preoperativa citotoksiska terapya nav pretiekamu efekiva (11-120 TEAS] mdsu darba
ki vienu no neoadjuvantas kKimgterapijas  komponentiem  izmantoiim jaunu
medikamentu = paklitakseiu. kas preder pie taksinu grupas medikamentemn. lavele
balstjds uzs sekujosiem fuktoriem:

1) bela reodomizgtn Kmska pemume dit adjuvantnd Kimijterapyjd (CALGE 9349)
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noridija uz veza recidiva samazmasanos par 22% slimniadu grupd, kas sanéma
piklitakselu ar sekojofu AC salfdzinot ar shmniecu grupu. kas sanemz standarta
shénmar AC. Kepd)d dzivildze paklitaksela grupd uzlaboyds par 21% {13},

2y tevBrojama bija paklitaksela aktivitite metastatiska kiits veza arst€3ana {14 16,

3} Powllart un kolegu (Francija) multcentriska. randomiz@ta kitniska péfijuma
dati, kur salidzinata neoadjuvantd kimipterapija divas paral@las slimniecu
grupis - ar AT un AC. Visparg]a athildes reakena AT grupa bija §3% un AL
erupd 66%. Kt saglabdjoia operdcija bija lespéjuma 43% slimnieéu AC
grupi un S8% shmnieéu AT prupid [ 171,

41 Annefr un kolegu {Brazitiia) peiums. kurd izvéreta necadjuvantd kimyterapija
ar deksorubicinu un paklitekselu 30 slimniecdm B swadna {187,

Histologmiski pilna remisya netika pundkui Ras norids uz salidzinosi nelabvelige
prounozi. TUEL lan opliuni8lu pirmisopericljits un operalive lerapiyu. rapigi Jazverts
audzeja 1zmainas neoadjuvantas sistmas terapijas laikd. Histolo@iska atrade varéw
hat noteicodals faktors p&coperdcijas sistémas terapijas 1zvélen.

Misu darbd pirme relzi Lanvya klimskgja prakse audzepn §onds tika 1zvenet
imanmorfologiskie raditaji dinamika. Pielietato tehniku — audzeja punkeiju un aspiracyu ar
i sekojosu guincirokTnishu boleeiske parametru analizi - par izvEles metodi slinniecgm,
Rurim paredzets neoadjuvanta Kimijterapyja, atzist art Bozess Coun kolegn (191,

3¢ neoadpuvantds Kimipterapijas ER koncentricija un ki 67 ekspresija audzgja
A0nds samazind)ds. Visizteiktak Ki-67 indeksa redukenya uka noverota audzgpem. kam
ER Iiments pinus terapijas parsniedza 30%, Tadgjadi slimniecem ar augstu BR Iimeni
un augstu Ki-67 deksu vargtu bt labdka prognose. saltdzinot ar slimniecgm. kurdm
i VAN pozitivs val negativs ER [Tmenis un wugsts Ko 07 proluericijus indekss 120],

Pirliecinodas PR zmainas pec prunras Kimyterapijas nekonstattja

Misu novErojuma 66% slimmedu ar HER-2 pozitiviem receptoriem slinibu
progrescrt juu Iogada loika, kemér HER 2 receptornegativo shimnedu grupd - ikt [1%
padijumin Sie rezultdn korel@ ar Iteratiras datien, kas liceina. ko LIER-2 ekspresifa nordda
Uz sz smresivitdtn, puaugstindtu metastazéiands potenciily un asocidius ar
nelaby ltgu kinmsku prognozi (21-23 1. Pee misu rezodtdient. slatistiskt nesmiga i
korelacya starp ER Tmen un HER 2 ekspresiju, Thor A0 Berme 1 A4 un Kol it aidmé
HER-2 ekspresijas koreliviju ar citieny nelabycliviem prognostiskiem faktonem -
negattviemy R, pozitiviem paduses limitmezeliem. p33 muaticyam  un auestu kadola
maliunitates pakapt 1241, Tadepid tihan shnneesm ar vj poziiiviem vai negariviem
HIER-2 receptoriem opuimila varétu bt standarta wdjuvanta terapya ar CME
(ciklefostmida, metotreksi, S-Muoruraetio) (257 Visim paciciem ar HER-2
recepiory pozitivient audzEiiem nepreciciama agrestvika werapya e untracikmw kl3tdam
un. 1espejams, taksinu un monoklondlo antvielu kombmicsu ndketne (20 275
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OPERACIIA

AT AT AT AC AC AC
staru terapija
+
harmonierapin
I T T T L] T L) L LI T F T T T T T T T T T T 1 L T 1
0 3 6 9 13 16 19 4 nedé|as

A APZINE TUMI:

® AT doksorubicing 86U mem- v I dicna
paklitaksels 133 mem?3st [v 1 diend

® AC: doksorubwkeins 60 mgm?® [v 1. dizna
cikiofostans 600 mg.m= Lv L. un 8. dicnd

1. eniéfv. Arst@ianas plans kruts viz slimmecem - pevadjuvantd kimijterupiza ar
pakhiak=elu (taksvlu) un doksorubicinu,

a5

“t. Min-Max
071 25%-75%
a  Vidgja vertiba

in

ER pirms th. Ki-67 pirms th. PR péc th.
PR pirms th. ER pécth. Ki-67 péc th.
Pec terapijas:

e samaziniias estrogenreceptorpozitivo snu % daudzums
un Ki-67 indexss

e progesteronpozitivo Sinu % daudzums palika aptuveni nemainigs

Doantis, PO terupias
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ER pirms terapijas vs. CERB2
Korelacjja: r= -0,54

ol ——

& - T “t. Regresija
3 13 20 %7 ac 50 =) 959, ticamiba
Estroganreceptori pirms terapijas

e Korelacijas keeficients r= -0,54 ir statistiski nozimgs

3oandls ER pirms terapijas vs. CERB2. Koreldeyar ¢ -0.54.

PR pirms terapijas vs. CERB2
Korelacija: r=0,32

B e —_

1= "

M E 1
¢ oIs 1
1%

e
Rl =) e _ __‘—__ = S
5 S . . ™ Regresija
N < e 15 2 25 il ih B 0] =}

95% ticamiba
Progesteronreceptori pirms terapijas

e Korelacijas koeficients r=0,32 ir statistiski nozimigs

4 qudts PROprms terapijas vs, CERB2 Roretdena: =032
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' Ki-67 pirms terapijas vs. CERB2
Korelacijia: r=0,27138

e - i
P-ﬂ’_ oo =R - S ) .
- ] . [ -
-5

*~ Regresija
95% ticamiba

26 i) <5 A5

Ki-67 pirms terapijas

s Korelacijas koeficients r=0,27 nav statistiski nozimigs

Foaiéls, Ki-o7 pims teraprjas va, CERB2. Koreldeya: r-0.27138,

as |

Ln

@ ER pirms th.
5 . %+ PR pirms th.
Negalivs Pozitivs “  Ri-67 pirms th.

Saja pétijuma Cerb2 negativajiem audzé&jiem
salidzinajuma ar Cerb2 pozitivaiilem audzéjiem:
s estrogénreceptorpezitivo s0nu % daudzums bije lieldks

» progesteranpozitivo §inu % daudzuma un Ki-67 indeksa
atskiribas bija mazakas

6. wtedts Saltdzmdiums Corh2 negativarwem ar Corh2 perivaiom audzcem.
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Secinajumi

L Neoadjvana Aimpterapija ar paklitekselu un doksorubicinu ir efekiva un
apmicrinedi panesama Arst@dana shmmnectm ar primaru lekali izplatru kruts vézi.

2. Pavient@m ar HER-2 poziiiviem audze'd receptoriein ir agresivaka slumibas
gaita un 1siks bezrecidiva pertods. salidzinet ar pacientém. kuramar HER 2
negativi audes8)a receptort.

3. Prognostiske fuktoru analizes ieviesana kltniskajd prakse varetu vewcmnar rada

terapijas modela 1zveidi. kas bty maksunih preligots katral pactente

individuall un dotu vislabakos rezultatus.
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Arpusiiinas kalija paliclinatas
koncentracijas ietckme uz skeleta
muskulu kontrakcijam

Nora Svinka, Liga Plakane un Anita Elksne

Latviias ERspertmentidlas un kliniskis medictnas instigils

The potassium win concentration [K'] in shelenid muscie trerstitinm plays a significant rale in
the regulation of muscle contraction foree. [ncreased TR ] is observed in hngh-tfrequeney fatigue
and several skeletal nusele patheiozics (hyperkalacine penodic paralvsis. potassium-agarg-
vatad myvotonuy CAddley and Stanfield, 19901 A eregulatory mechanism which prevents a K -

mduced catestrophe from oceurring s the relxation of tension ducing prolonged sweadyv-state
depalarization: The mechantsmy underiyving the slow delay in tension durmg prolonged depo-
larrzation in skeletal musele are sall under investigation

The oftects of seusenal changes. petassium nitzate and catfeine on isometric tension were studicld
i response 1o prolonged steady-state depolanzation tdueed by a rapid change in extracellular
POLASS UM CONCEHITATION EPRLassiunt conTracTuresY 1w, saitorins, m. ifeofibularis and m, gas-
sracnentius of the (rog Rana tomporaria. 80 mM potassium contracture relaxed much slower in
we Heofibudarty due to the presence of tomie hibers i this muscle. Cafteine contracturss were stili
prosent during the relaxation phase showimg that sarcoplasmie reticulum Ca® release channels
were actve at this time. The characterisues ol patassium contracture diftered sigmificantly before
and at the tiest dav after the spawning, The amphrude (N) and the rate of rise (N'5) ot 80 mi
K contracture woere, respectively, 2 03 and 026 betore and 0.89 and Q.10 after spawning. The
catteine contractures were also chunged demonsirating the values of amphimude 4.36 and 2.04 and
the rute af rse 0,14 and 0,08 before and after spawning. respectively, The results indicate re-
markable scasona] chinges of membrane 100 ransport systems in frog skeletal musele.

Our results support the wdea thar the mechamisin of relaxation of potassium contracture i~
ingetvation of charge movement particles in L-tvpe caleium channels

Uhe changes of [K0] iman organism way plav a remarkable role and theretore the mechanism
ol putasshum contractires requires furter nwestigations.

Raksturvardi: muskulu kontrakeygas, muskulu nogurnms. izometriska kontrakega.

levads

Zinws  apstakles  mushulr lgstost atrodas depolarizejodi vide
Augstirekvences noguruma larkd drpusiinas kdlja koncentrdeija. turpmak K] .
picaug. Hiperkalhiemiskas periodiskas paralizes pacientiem (K ] seruma pieaug lidz 7
mM (nermals K koncentracyjas Imenis iv 3,52 5.0 mM). Al miotoniskds distrotijas
pacientient konstuté palielindtu plazmas [K'] p&c 138nuskas slodees. Neliels K
Koncentricijas peaugums potenet uzbudindmibu. bet Lield koncentrieyd (K] = 8
LU mM) t samazinas. ‘
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Ekspeninientos ar dsvimchienn augsiu drpusiinas [K ] wetekimt p2ta. nomainot

Ringera 3kidumu (R) ar skidumu. kura (K] ir palielinita. Paliclinatas K1
"

koncentracijas Skiduma vardes taziskds un tomishids muskulu shiedras saraujus. un
sadu sarauianoes sauc par kontrukliru. It 2nams. ka tiziskas Shiedras reage ar su
kontraktiry, kas samuzinas vel paitelinatl KO iedarbibas Taikd. So kenlrakiiras
kritumu sauc par adaptivo relaksdcnu. un 3s mehimsims vl nav noskadrots.
Adaptivas relaksicyjus mehanismam i bela nozime muskualu patologijis. jo tas pasargd
taziskis muskulikiedras no ilestoias depolarnzdcias hanteds wtehmes.

Mes registréjam vardes R femporaria muskulu m. ileofibularis, m. sartorius un
m. gastrociemins Rontrakturas, zvirzot Sidus pétijuma uzdevumus:

. Saldzinat kontraktiras un to adaptivo relaksicyu muskulos ar dazidu tazisko

un tonisko Skiedru ipatsvaru.
2. Noveret krasu sezonali fiziologisku parmamu tetekmi uz kontraktiram.
3. Novénet, ki Ca* noplide no sarkoplazmatiski retikula (SR ietekm@ adaptivis

relaksdcijas mehidnismu,

Materials un metodes

Uzsikot ekspenimentus. vardes muskulis (s ifeofibtdaris, m. surtoriny val m.
gustrocnemins) atradds Ringera Skiduma. kas ehsperimentu gand tika uzimanigl
nostkts ar jhrcl. bet muskulim pievienots kads no cksperimenty Skidumienm.
Ekspernnentos 1zmanteto Skidumu sastass paradies Liabula

Muskulu fiziclogiskd stivok]a kontrolei veleim mushulu katrinfdsanu ar elektrosti-
mulatoru IHC 88 A (kooperativa "Labora™ ‘Kauna raZzojums). Koatraktdru regustricija
Zmantojant tenzometrisko ekartu (VT 4-1. Musnnpadop), kas pan cidoja muskulu
wzrastto gredeenu defonnicias amplitidu elekuiskaos signales. Tos refstré)dm ar
Cetrkunile pusrakstitau (H 303-4). Papira kustthas arrums bya 05 mm/s var | mm s,
lzmantojdm jutizumi skalas 2.5 my o un > mviem. KCU kontraktiiras raksturojam ar
amplitudasy maksimdlo helmnu un konirakitiru preauguma atrumu. Adaptiive reluksaciu
raksturoia kontrakturas lejupejost (aze augstas kencentricyas Ko skiduma.

Poe eksperimentiem veicdm tenzometrisk@s iekirtas kalibriciju. previenojut
muskulu speka registricyaxs gredzenam atsperes svarus. Pec proporeyyas aprekiniiam
lzmierito speku gramoes un pée tam so lelumu tztecdm natonos,

Muskulus szzavejam istabas temperatird (22 1°C) un sauso svaru noteledn ar

anafitiskiytem svariem BOTP-200 Nr 784,

Rezultati

Saltdzindjam K- hontraktlras vardes skelett muskulos ar dazidu tazisko un
tonisko Skiedru Ipatsvaru. Muskulis ifeofibuleris satur wnske Skedra Kalti,
ar sartoris sastay ki no dtrajam skizdedm. Wl @ gastrocaemins i1 itro Skiedru
maskuiis. SO mM KCT skidumi visilgakas kontraktaras bija s ifeofifaluriy muskuli
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12 tabulay. KontraktGro ilgems wzskadrojums ar Tpadt paru aduptivas relaksacrpas fiz
sajos muskulos.

ST pati sakariha vEl kontrastindk parddita 3 wbuld, har konrakefirs rksturojosic elu-
mi e dafit ar muskuli viddgo sauso svara. Muskala ifeofibudaris kontraktias tlgst 108 s

Pamam nirstodanas ietehimi ur vardes skeleta mushulu kontraktdram. Regisoejiam
Kontraktlitas pioms ikru izlusanas un vieno dienu pec ik 1zlaidanas 86 mM KNO S0
mM KCT un 80 mM KClkoteina skiduma. Kontraktiras izraisija visu 3o Skidumu
apiikacija {1.atig!s). 1adu visas kontraktiras bya liclikas pirms ihru izlaiSanas { Latiels,
14 nekd vienu dienu pée thru izhndanas (1atdls, 21 4abula demonstg fizologiski
stivok|a ietekimi uz K- kontraktlirhm 80 mM KCLun 80 md KNO | dkTdumos. ki urt uz
a0 mb KCl-kofetna shiduma 1zrasitayam kofeine kontraktoram. Chsperimentt ir veikil
A m sartortus un o gostrocnenins. Ko koatrakiGro amphitada un kontrakideas
pieauguma Grwns vardel ar tkrient bitg 2.05 092 Nun 0,26 2 0,15 N s, ber vardet pee
thru tzlasanas 089 042 N un (010 = 0,07 N s Lidrdea likumsakarba bya v3rojama a,
registrefot kefetna kontmakturas, Varder ar tkriem koteTna kentraktlru wmplhit@da un
pleauguma atrams [dzndds sitiecigr 4.63 = 253 Nun 012 £ 011 NS5, bet varder pee
ke 1zlarsanas e skantibya 2,04 + 0,46 N un 0,08 + 0,03 Neés {dtabula). Amphitidu
starpiba pirms un pée thru izlaiSanas hija ticama gan KCL SkTduma (p-0.010}. ¢an anl
kofeTna shidumd (p=0.080). ArT kontraktliru preauguma dirums pirms un ple ikru
zlatdanes 0 mM KO $kTduma bija neamt atskirTes (p=0.036).

Noveroam, ka K- kontrakitro sdaptivis relabsdcijas thzg kotetna kontraktiras vl
Joprojam ir aktivas. 2artcls demoensue kotetna zrasite kontrakidru R0 mM Kl
dklduma izsaukias Ko Kentwektleas fonf, kad pinnds koutraktaras amplituda vel nav
atgnezusies sakotngja Inmen.

Diskusija

K kontrakiuras redas. pateicoties Caooaeplider sarkopluzma [k ] ensta
depolarizaciia atver L-tipa Ca™ kandlus, un pa tlem ekstraceluldrais Ca' leplist $ana.
Ofrs [Ca™ | plesuewma avots ir (o™ noplide ne SR pa rianodina keadliom, Pabielindta
[Cas | ~porcija” picsaistis troponinam un fzrmsa kontrektirn, Tadeiddi K- kontraktara
patlesthd ir Ca’ irmaisita flgstoda hontrakeija. Sidas kontrakiGras pétitas art asinsvadu
cludajd muskudatied (5yvinka, 1999).

K- kontraktiras «ienmér ir smstitas ar [Ca™ | pieaugumu mioplazmi. Pieaugumu
terarsa kiads no tim celoniem val art to kombindcya: Ca' leplade pa L-upa kanbliem
no Gipusiiinas vides, e noplide no SR pa ranedina paigninita vai inhibéta SR,
Co™ sukna aktivizate, 123 mM KCLvide pahelingia Co muoplazma idz 1,24 £0,25 pM
(Benders et «l, 1996). Sceindjums  §aja gadijumi kontraktoru wraisodais [Ca®™]
nieaug, patercoties (e noplider ao SR Mioieeskas dstrofas pacientiom K
izraisitd Cas naplude biji mazaka un ienaka,

Kotelns paltrina Ca- noplidi no SR un inhibé SR Ca- akumulaerju. Tadeiad
nuoplazmd preaug [Ca® | un estdjas koteTna konrakidra, 12ol3tEs vardes mushulu
Skiedrds 0.5 mM Kofeins pahiehne muoskulu hontrakedjas speka picauguma dtrumu ean
atseviShim honttakeyam. wan art wtanusam (Bomders of af,, 1990),
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Saltdzinet kontrkidras un adaptive relaksiciju nuskulos ar dazadu fazisko un
tomsho Skedru matsvaru. Ronstatejam. ka jackios muskulos. kur wniskais kalins r
tikar dala no pardiim imuskelu Skiedram Gu. ieefibrlaris). adaptivi relaksacija ir ilgaka.
Muskulos. kur ir ko 12askas skiedras (m1 gusorocoemins. m. sarvtorius), adaptivi
relaksaciia nors duak. Kofema komrakttra notek art tad. kad KCi depolanzicyjas
tzraisita kontrakturs vl nay bergusies, Masu eksperiment: heeina, ka adaptivis
relaksaensy (3ze naneding kandtreceptori ir saglabfjust julfpumu pret Ca®” joniem un
Cu” noplides mehnisms nay izslggts. Sie dati liscinz par Tubu [-tipa Ca” kandla
sprieguma sensoru inaktivicijai ki tesp@amajam adaptivis relaksacijas mehanismam,
Petijumt ar amithiju un 77dTedjue muskoliem lecina. ka palvenais adaptis as relaksacijas
cfionis mekl&ams sprieguma sensoru makuvacia. §adi modificgior clektromehanisko
satkal (Qha ef f 0 1997). K konuakilras ampladds ir proporcionila sprizguma
sensoru shattam, kas atrodas akva stavok L (4 e aad Loare 19993 Tomér. petot
K korntraktiras vardes muskull me vemirendinesus. autori atzimg. ka neliela
depolanzicija 125 mM [K7) ) tzraisy adaptivo relaksdciu. paeicaties 18nat Ca™
atstknésanul no micplasmas (Meme and Lion, 1999 Sados apstdklos Ca'
sitkn2$anus atrums atpakal SR mazitks nekd spriegama senseru inakuvactjis siums,

Musu noverotd krasa sezonali liziologisko parmainu wiekiw us K- kontrakiirdm
beratard agrik nuy aprokstio, Nerada faubas tas. Ka ikru wzlaibumes procesas ir
natikusas bitiskas parmainas jonu transporta sistemds, kas regule K kontraktiras.
Reakciyas laiks ir pietickams. jai izmainTtu g@nu ekspresiju, kas savukars var mamit L-
tipa Ca’ siknu molekulu skaitu un’vai aktiviit, Otrs lesp&jamais o pinmainu celonis
var hit simpdtiskds nervu sistdmas wetehmes smmazinddands pumad diend pec thru
12latsanas (Brum e at. 19900 Nargru domat. ke tiedt proms tkru izlaifanas noradrenalina

etekimeto muskulu B-adrenoreceptoru aknyitite ir ipast augsta,

Secinajumi

. Noveroa arfkirign adaptiva relaksacija =arp toniskas skocdras saturosajiem
un tiziskajiem muskuliem Pimmaja gadfjuma adaptiva relakszeya noris [énak,

20 Sezondlie Buktord tetekme K kontraktaras. Pec varzu narstesanas kontrakitiry
ampliidas ir mazakas.
3. KoteIns izsaue muskula kontrakifirn K adaptivas relaksgenus @72, Kas Tecina
par saglabatu Ca’m noplides siendln no SR
KOPSAVILKUMS

PRTam vardes K remporaric muskuyu o deofibularss, m. sartorius un . gus-
trocieniny Kontraktares 20 mbl KCT un 80 inM ENO skidumos. Konstargjam. ka K
kontrahwine atslabdana (adapriva relaksacijo) palielinata [K7], 3kiduma norts [Cnik
s Hofibularis, kas satur tomisko skiedru kaltu, Muskulos me gustracreminy un
s sartority kofelna kontraktiras vargja izraisit arm adapts as relaksdcgas fz€, Tas hecina,
ka adaptivits relaks3cyas [aikad vardes sheleta muskult nanoding kanili joprojim ir akiivi.
Varzu narstosany izraisga krasu Koo keteina kentraktiru amplitidas samazmasanos.
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i liela nozime cuivéka muskou
ar dzivniekiem ir nepieciesamu un

Ta ki |K-] pleaugwmam drpussinu vids
patolegas, komrakrare petijumi eksperimentos
nerspektivi,

Darbs izpiidnts Latvijas Zindtnes Padontes pedkirtd granta 01.0425 ietvaros,

1
N - . —M
((3) . L [, " il P L Lo L 1 1 o TR I

Rty | . kafe'hs

i ja—’-’-
N D mvermaer® 4
tsi i - [N ' Nl v ,a,,lh,,‘.:,:
o Em LTl kefeins

Loarecls, Vardes o gastroe nemins Kontraklaras plens narsiosuanas (13 un vieny disnn péc
narstadanus (20

Latka skala sckund@s. Ar bultdm parddita shidumu aplikZeiza: 80 mM KNO . 80 mM K(!
un s mM RO - 11 koleins.

1
!
N l
t{s) | . . .- - A
80 md KCI 80 mM KCI+ kafeins
2
N I -—f_ .
1(5) R R N A - LIS T N Y D S _L
80 mad KO 80 mi KCi+ KoteTns

2oateels, Kilija un koteTna kontraktleas s gasprocnemius (1) un we sartorins (2)
80 mM KT siadums izraisa K kontraktaras, bet kofetna apfikictja $aja skiduma izsauc
kotemna kontraktiras.
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I otabuia
Eksperimentalo skidumu sastavs
’ Shidums - S‘ixlﬁ\,dil-tl,s EIT]rll&ﬁl 1Y
| NaCl KCl  KNQ; CaCl, NHCQO,
1| Ringers (R) (pH=8.5) e 2.7 - .8 24
R _
|2 | 80mM KCI 337 80 - 1.8 2.4
‘! I 80 mM KNGO, 3AT - 80 1.4 24
357 25 - 1.8 2.

4, | S0 mM KCI-kotens (1.1% )

2 otabula

Ralija hontraktaru salidzinajums pr ifcefibuluris,
ML SArlorins, . gastrocHentius

Kaiija kontraktira

Muskulis ] ]
Maksimaila Preauguma atrums lHzums
amplitada (N) (N-3) (s)
M. FUASIFOCHCIRINY 2222027 028 - b6 116,80 = 1695
m Heafthufaris 1.28= 028 U220 06 17350 - 428>
N Surtoriis 144 - .21 021 - 0ys 7925 132

3rabieds

Kalija kontraktiras, izteiktas vz Img muskula sausd svara

Kalija kontraktdra

Maksimala ‘ -
' ) o Picauzuma dtrums (loums
Muskulis aniplitiida N =
.:’V ’ 5

o RIS < o

5.5 5 5.5,

e gastrocomins 0.031 0.004 1.630
w. ieofibularis 0.079 0.013 10.770
. sartoriies 0,074 0,010 4.120
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4 rabula
Vardes muskulu kontruktoru parmainas narstoSanas ietekme

Pirms ndrstolanas 23¢ narstosanas®
Koniraktiiru .
s maksimili . mithsindla .
veids - pieauina e pieallg i
amplitida “ amplitida =

(N dtrums (N's) (N) atrums (N s)

K' konraktiras 205 0 0.92 262015 .89 042 0,10 £ D07

koleTna
kontrakidras

36032253 ¢ L4z 001] 204 =046 0.08 + 003
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Vides faktoru ictekme
uz cilveka veselibu

Aija Zilevie;

Latvijas Universitates Medicinas fakultite

Veseliha ir viens no galvenajtem cilveka dzives kvalitites radttdjien. Dandru slimthu ra%ands
temeslt un apstakly vel lide simonav plnibd skado, bet ey &ke veseliba nenoliedzamn ir cwes
salstita ar vidi 117215k nn broloegskd apkandd vide. profesiondld, psihologiskd un socidld vide.
tadi fuktort ki vzturs we i ne mazdk svarly shmibu zeelsmé ki, pieméram, gendtiskic fuktort
P997, audd Latviues Zindtnes Padose sika fmansét pladu pieceadieu pétijumu par vides faktoru
icteknn uz Tavijas wedzivordo veseitou,
Projekts ttka vadats lanevertere duzadu foktoru infekeiosrn, soctdle. aroda v ictehun uz
cilveke veselibu an izsuddatu konkretus pasihumo plinus Sts katgds retehkmes novériana,
Projektd tka izverdotas divas dalas. 1. dala velita inickeioze faktoru patiunuenr. Fedéjo desmit
gadu ok gan pusaulé, gan art Lanvyd bija verojams nozimigs infekeijas shimibu picaugums. Latvid
aktualika probléma byja seksudli ransmisivo infekcsu - sifilisa, gonorcjas, hlamidiozu, ATDS w.e.
- skata palichindzandy, wrpmdie plahies vinisa hepatt, Seéu pamesatas sliemivas borelioze,
virusu encetallts, Kiasi pleaug s tuberuloze, Lar raditu clekaivus pretpas@kumas. bija neprecieiami
Jaun dati par shmibu epidemiolvgju, agentn Tpastbim. Lsk. rezistenci pret medikamentien..
Propekin otragd dida nika pénitia nainfekcwoze katigo vides fuktonn rewekme uz Latvipas iedzivotijp
veselbu, Pamumd analizBta atmosferas un telpu piesdmojunue. aitmentdre un citn vides faktory
iedarbiba ue cilviky vesclibu, padzilindty novaridls nudnds un comnilis nervn sisiémas.
elpodanas oredni, zobu lenkeiondios stivorhs Pirmo rers tika veikts peifjums, kas aptvién
varakus takstosus Latvijus wedanvatagu, kun paklaut pastasipar hattigo vides fuatorn ctekme
un vertets konkrdw faktory teteknies Tpatsvars uz ¢llv@ka organismu,
P'rojekia galvente uzdevami bija sekojost:
1) zstriadide trus, uziabots diagnostiikas metodes borehiozer. enterovirusa idenulikicnan.
<ttlisany, blamidiozer we, STS. stafilokoky infekehal, wberkulozer HBV infokenim:
M pent ivdadie pateecnu Tpadthas,

3 noteskt antietike rezistento celmu wplanibu:

41 notetkt atmosferas. telpu presimojumo. radiie s faktory sereking vz lvZka veselibu:
3 noterkt socidlo faktoru werekny us veselibu

Ruksturvardi: vides faktoms retekme. mitckeiozo shmibu 1zplattba.

Galvenic rezultati

I dafa. Infekciozo fuhtory ietehme uz cilvika veselthu,

I Prot. G.Lazdines {AML} vadibd ir petita seksudli transmisive mteheu (8T1)
ictekime v gritmiectbas norist un tis resuitittionn 407 gratecgm, sakot no
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1, gratmecibas nedelas, 1zdartta pilna mikrobiolofiskd wzmeklgsana uz 5 STLL
ka art novertcta normald mukroflora un pirbaudits imunologiskurs stivokls.
Pamatojoties uz legluajiemn rezultitem. novéndta infekenas etckme uz
pratntecthu un cugle attfstibu, azstrididta un praksd leviesta grittniedu
antenatilas apriipes progiamni,

Daoc. Lancupanes. prof. A Zilevicas (LU darbs veliits seksudli transmisivo
mtekeu etiologiska spekiva un kiTniskds norses pétjjurmem Latvya. Darha
estrdddtas un patent@ns 13 jaunas disgpostkas un terapyas metodes, kuro
letosianas rezultald 1zdevies uzlubot dra@ianas rezultitus, ki art saviawial
prognoztt terapiias efektivitan. Apraksiits jaukio ST1 spektrs Latvija,
Drmed GlFeldmane preridijust lantana etfektu virusu un hlamidijuerosinito
STI terapya.

Dy hab. med A Majores {L1C) un prof. PPumpéna (LU BMPSCy darbs veltits

Jaunas paaudzes diagnostisku preparity ieglsany un metosu izstradasanal,

lzstradina TgM notetksanas ELISA metode pret Treponema pallidum ur
rekombinanty TmpA prowinu, Ruksturots 70 padfidion genoms un izstridita
polimerdzes kedes reakeya genoma noteiksanal shimnieka asinls.

Dromed. MM urovskas {MV1D) vadiba pdtis ar asintm pirnestas intekeyjas
un to terosiniti) HHV-3.6.7.8 un retrovirust ULV LU un HRV-5. Pierdits.
ka neviens no Latvijas asins donorienmt nav HHV-8 poziavs, Kameér b-
herpesvirusu sastopamiba ir bieza — CMV. HIEIV-6 un HHBV-7 bija izdaltt
attecigr 2.0%. 8.0%% un 43.3% cadfjumu, Noskaidroti jaukto infekeyu gadumi,
Vist donorl bya HTLV-IT wn 1IRV-5 negadvi, bet 4.6% no HTLV-]
seronegativiem donoriem bya pozitns HTLV-1 ruy géns, Plerddits. Ky
multplas sklerozes slinnickiontir bteza HHV-6 sastopamiba. savukart HEIV-7
asocigjas ar demiclinizejosam periferds nervy sist@mas slontbame Prerddits
Larirana efekts uz HHV-X.

Prof. V.Baumunis {BMPSCY un O med LRalmiga (NVVC) izstraddjusi jaunu
palimerazes kedes amphibkacyas metodt Borrelia burgdorfert noteikdunal
ereds. Prleridita &rCu anticétiba Latnvijd, i, 183.9-30%. ka arl izdar
mikroorgamsnu molekulars tpesana.

Prof. L NV Tksoas (LIC) vadiba 1y cidota moelekuldris montorésanas tehnelogra
nedisgnosuficéiamo B virushepatita tormu noteikSanat. Sekvenet HBY
serdega, vicsmas un x génn lzdarna Latvid eplatitt HBV filogenetiska
salidzinasana ar lgaunijd, Lietuvd un pasaul€ izplaiitajiem virusiem. Noterktas
2 klasiska3s HBV mutdcyjas. Irdufa arf HCV un HGV genomu moentteredana.
HIV melekuliras epudemiolognas pétjun Latvyd (Dn hah. med. A Ferdals,
ALDS centrs) parddijusi. ka virusu genotips athilst A tipam. Virusa sekvences
ir radmecigus Krevya un Ukrand cirkulejodien vivusiem,

Dromed VSaulites (MV]) vadiha noskawdrote enterovirusus epidemiologija
Latviid - provale ECHO. Koksakt A un Koksakt B vitust, kas Lerawsa vauak ki
20 deziadus Kimiskus sindromius. Paradiis, ka opiimalaka diagnosukas metode
rupiversdd enterenirusu detekerya ar polimerdzes k&des reakerju.

Prot. V.Baumants (BMPSC)Y wsiradipis juunu polimerazes kedes reakeyjas
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metody Mycobacteriton tuberculosis diagnostkai. Noteiktas génu mutdcijas
1zoniazida rezistentajam bakt@rijam, ki art genotip&tl M. eberculosis 1zolati,
Doc. LVingres un prof. A Zilevicas { TS} vadiba izstridat un eviesti klinika
nozokorualo mlckeyu km€ngr un uzskaite. izstriditas vairdkas terapijas
shémas nozokomiilo infekenu arstéSanar — osteomielitiem. septiskajiem
arteitiem.  Parbaudita  un  eviesta  opumila  metode  stafilokoku
meticilinrezistences noteik$anai,

. Neinfekciozo foktoru ictekme uz cilveka veselihu.

.

|2

Prof. M. Eglite (AML) pEtijusi biezik sastopamos arodtaktorus, kas ierosina
shimibas, ti. rupnieciskos puteklus, azbesw. duzidas Kimiskas viclas

smagos metilus. organiskus SKTdindtijus u.c.. joniz€jode radidcyju, troksn,
vibracijus. Paradita korelicya starp hrizofila azbestu un plaudu veselibu,
Parddits svina intoksikiiciju skaita preaugums pedgjos ¢ gados. Sausis
tirifanas stradnickiem kenstatéta perhloretléena koncentracijas paliclind$anas
organisma. kas rada sashimstibas picaugumu, Ar retrospektive dozimetriju
konstatets. ka Latvijas radidenas hkvidetaju radiacijas dozas i augstakas,
nekd dokumentéts. Sagatavotl ieteikumi hkumdosanai par darba aizsardztbas

Jautajunuem.

Dr med R Bravers (BMPSC) notelkusi imanas sistemas funkciondlos
traucgéjumus Latvias 1edzivotajiem. kas paklauti elektromagnetiskajam
starojumam Skrundas lokatora uvuma. ki art Cernobilas seku hikvidétijiem.
Cernohild apstarotajiem cilvekiem konstatéls progresgjoss leikocituzes
pieaugums un CD2= T lintopgnijas peaugums, kas korald ar apstarojuma
devu. Moneonuklearajiem leikocttiem ir mainita membranas viskoziate. Ir
samazinata letkocei speja producgt interferonu. samazinata lgM koncentracya
organismi. Mazik iztetktas novirzes konstat®tas Skrundd apstarotajiem
citvékiem. leghtais materials veido medicinisko pamatu aktam, lai pieprasitu
kompensiciju ne valsts, kura athildiga par apstarcjuma rezultitad radudos
shnibu (veselibas traucgunien:).

Prof. R.Ligere veikusi plasu p&tijumu par 14-17 g~ Latvias skolenu
vielmaigas raditajiem. Biezikas patologifas ir vairogdaiedzera paliclinaiands.
mugurkaulija  patologia. redzes pavadjinafanas.  Izstradatt  icteitkumi
Labkldjibas Ministrijai skolenu veselibas apripes sistemas piloverdoSanal
Latvija.

Projekta rezultdti pa temam it apkopoti vairak nekd simts zinatnskos rukstos un
par tiem daudzkart zigots starptautiskis zindtniskds honferences.

Par projekia rezultatiem kopuma ir zinots LU 57, zinatniskaja konference 1999.g..
5% konference 2000 g.. 59. konferencé 2001.g.. kil arT Pasaules latviedu arstu 4.
kongresd Rigd 2001.g. un Pasaules latvicSu zinatneku 2. kongresd Riga 2001.g.

Darba gaita 1zstwradatas un ieviestas jaunas diavnostikas metodes. kas devuias
resp&ju padtrindt un precizét diagnostiku (STS. barehoze. enterovirusi. HBV. HTLV.
HHV). prognozét tetapijas rezultiitus {STS), pat samazindt saslimstibu (sifiliss). precizet
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slimtbu izplatthu (borelioze, HIV, enterovirusi. $18), noteikt antibiotiku rezistento
celmu 1zplatibu (tuberkuloze, statilokoek:).

Izstradatas Sadas diagnostikas metodes:

D

4

=]
=
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polimeriizes kedes reakcija Borrelia burgdorferi noteikdanar &rcds, ka an
1erosindtaja molekuldrar tipeiana:

1zstradata universala enterovirusu noteikfanas metode ar polimerazes kedes
reakeiju;

legits rekombinants proteins un izstraddty 1gM noteikSana ar ELISA metodi
sifilisa diagnostikai:

1zstradata polimerazes kedes reakcijas metode {reponema pallidum genoma
noteik$anm shimmieka asints;

izsirddatas metodes Ul wrealvticum un T vaginalis urogenitdlas infekcyas,
nukoplazmozes un kandidozes diagnostikai, ka ard juuna uretrita diagnostkus
metode;

izstradatas jaunas barotnes Mycoplasma hominiy. Candide gints s€nu un T
vaginalis kultive$anar;

noteikti heterorezistences 1zplatiba nozokomiilo statilokoku vida, evielot
klinika optimizétu meticilinrezistento statilokoku noteiksanas metedi:
izstridita jauna polimerdzes kédes metode Mfycobacterium tuberculosiv
diagnostikay,

izstradata molekuliirls monitor&sanas tehnologija nediagnesticejamo B
virushepatita formu noteikSanal.

[zstridatas terapyas shemas osteomielitu un septisko artritu. ka art Jaunas
metodes Reitera slimibas un hromiska prostatita arst@3anai.

fzstrada pritnieéu antenatialas apriipes prograrmima.

Sagatavosund ir prickslikumi valsts donoru dienestam paplasinatai viruselogiskai
donoru asinu izmekiSsanal.

Raksturott un molekulirt upen sekojosdi Latvija izplatitl patogént:

HIV. HBV. HCV, HGV. M. juberculosis, B, burgdorferi.

lzpeta sekojosu patogénu epidemiologiska 1zplatiba:

enterovirusi. hierpesvirusu 5. 6. 7. 8, retrovirusu HITLY LI, HRV-5. 5T]
ICrosinataju.

Notetkta antibiotiku rezistento stafilokuku izplatiba kirurgiskajd klimkd un
rezistento tuberkulozes mikobakierju izplatiba.

legar dati par 14-17 wov. Latvijas skoldnu vielmainas raditijiem, uz kil bizes
izstridan etetkuint skolénu veselTbas apripes sistdmas pilnveidoiana Latvyja,

Paradnta profesionili kaitTgo faktoru  svina un perhloretiléna — kaitigd tedarbiba
Uz OrEARLSMU.

Preradita imonas sist€mas disfunkeja erlvEkiem. kas sap@mud: radivaktive un
elektromagndtisko starojumu.
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Sagatavoti ieteikunu likumdosanar par darba wzsardzibu. k3 arT radits medicTniskais
pamatojums aktam, lav preprasitu kompensiciju no valsts. kura atbildiga par
apstarojuma rezultatd radusos kaitgjumu veseinbat

SUMMARY

The health of human bemgs 15 stronely ntluenced by genctical und various en-
vironmenta! facters of oceupational, ceologieal (including nfectous factors) and
psychological ornigin. The research project “Health and Enviconment: Infectious and
Uninfectious Risk Factors™ was tunded by the Latvian Council ot Seiences during
1997-2001 and carried vut by 13 groups of researchers in 11 arzanisations to develop
methiods tor carly diagnosts and treatment. The main aim -+ 1o improve the guality of
life of inhabitants of Latvia and to yield an economic eltect.

As a result, new diagnostic methods were developed. new prevention and treat-
ment schemes were elaborated. Thev are as follows:

1. Two in-house polymerase chamn reaction (PCR) amplibecation metahods have
been developed for the diagnosis of Barrelia hrgdorfori.

2. A PCR technology for universal Jetection ¢f enteroviruses in the diagnosis
ol aseptic meningitis. encephalitis, myocarditis. pancreatitts cle. has been
developed.

3. Alaboratory diagnostic for ELISA detection of anti-Treponema leh antibod-
1es has been elaborated on the basis of chumenc protems and svothetie pep-
tdes.

4 The genome of {7 pullidwm occurting i Latvia has been characterised. and
a rapid PCR rest for detection ot the 7. paflidum genome in patients” blood
has been elaborated.

5 Methods for diagnosis of U0 weealviicom, T vaginalis. Mycoplasmua spp.
infections have been developed. ‘

6. New methods for cultivation of Mycoplasma honmines, Candida spp.and T
vaginaliy have been developed.

~1

An optimised method for methicithn resistunt Stapiiviococel was imple-
mented, and heteroresistunce documented.

8. The in-house amplitication method of PCR hus been developed for the de-
tection and dentitication of Myveobavierinm tuherculnsis.
9 The molecular monitoring technologies for diagnostics of hepatitis B, C. G
viruses were implemented.
Therapeune schedules for treaiment of osteornvelitis and seplic arthritis as well
as Reuter’s disease and chronic prostatitis have been elaborated and 1implemented.
Guidelines tor maragement of pregnancy in women with reproductive tract infec-
nions have been elaborated and implemented. Documents tor improvement of the
health care svstem for puptls in Laivia as well as documents tor development of
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improved regulations for protection from occupational diseases have been prepared.

The epidemiology of blood-borne viral infections (human herpeviruses 5, 6, 7, §,
retroviruses HTLV-1 1. HRV-3) in Latvia and their association with pathological pro-
cesses were characterised. and possible approaches for control of these viral infec-
tions elaborated.

The molecular eprdemiclogy of HIV-1 variants, linked with the cutbreak of HIV-
I infecnions among intravenous drug users in Latvia since 1998, was investigated. It
has been shown that HIV-1 represents closely related subtype A genotypes.

A correlation between the contamination of the work place air in building mate-
rial production and the health of workers exposed to chrysolite asbestos has been
demonstrated. An occupational lead biomonitoring showed high body loads of lead,
and a rising trend in the cases of lead poisoning has been revealed. A retrospective
dosimetry showed that the duses of radiation, received by Chernobyl accident ligui-
dators trom Latvia were higher than the documented ones and caused functional dis-
turbances ot the immune system. The disturbances were revealed after ow doses of
radioactivity and radio-frequency electromagnetic radiation.

Metabolic disturbances in pupils and young people 1n Latvia were investigated,
and the pathologies, namely, vertebrate pathology and worsening of eyesight.
analysed.
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Grampozitivie koki. tal skant® meticilinrezistentie stafilokoky 8 awervay un koagulazes negativa
8. epiddermidis grupa ir kjuvudi par nozImigiem hospitilo intekeiju icrosindtijicm.

Ta ka Siem mikreorganismicm r raksturiga polirezistence. 1o prectza diagnostika kKImika ir Jos
nozimiga. Darbd izmantotas sckojefas meticilinrezisiences noteikfanas metodes: disku difGzijas
metode. mecd ¢Ena notcikdana ar polimerazes k&des reakeiju. C-tests. Rezulidtu apstiprindsanal
izmuntatas 2 automatiskas sistémas - Seeptor un Mini Apd. Rezulidn pardda, ka disku diftzijas
metode it absulGt preciza. noverota 100% revultitu sakrittba ar “standartu™ mecd glne
neteikdami E-testa rezultatt Cetros gadjumes atskirds un neuzradia rezistenct, kas bija pieradita
Ar pardjam metodém. Visas 1zdalitds meticilinrezistentds kultiras bija polivezistentas - nejutigas
pret kitntkd bivzak lictojamicm antibakteridlajicm preparfitient,

Raksturvirdi: grampoziivie koki disko difizijas metode. mettcifinreristentas kuhtoras.

Introduction

Antimicrobial resistance continucs to threaten the clinical use of antibiotics.
Among the vrganisms currently causing the greatest problems are a whole range of
gram-positive cocel such as Stupinlococcus spp., Streprocecens paewnioniae. Ertero-
cocens spp. ete. These are the organisms that are most trequently 1solated from ¢linical
specimens in surgical hospitals (Bax et al., 2001; Gravenitz, 2001; Zilevica <t al.. 20010).

Staphylococel are pathogens that can cause a wide variety of diseases ranging
from localized wound infections to lite-threatemng systemic discases. In the last Je-
cades the multitude of resistant strains of S aurews have developed und spread glo-
hully. Multiresistance 1s commonly associated with the occurrence of mietlneillim re-
sistance, an intrinsic resistance to virtually all beta-lactams (Deplano et al.. 2004);
Oliveira et al.. 2002).

Methicillin-resistant Staphvlococews aurens (NMRSA) strains were first detected
mn the UK in 1960 shortly after the mtroduction of pemeillinase-resistant penicilling
imto clinical practice, Smee then MRSA has become one of the leading causes of
nosgcomial intections worldwide {Witte et al . 1947,
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The mmcidence of MRSA amony the clinical 1solates of 8. errens varies trom coun-
iry to country. Some countries, such as Denmark and Iceland (> 0.2%96). as well us
Switzerland (1.8%). have munaged to keep MRSA at a controllable level. However, in
some countries, the MRSA incidence level is high - in France. Spain and Ttaly, more
than 30% of hospital selates of § aurenes are resistant to methicillin (Murchan et al |
198%; Blanck et al.. 2002; Pascual, 2002).

Cougulase negative Staphviococei (CoNS), particularly the S, epidermidis group.
have emerzed as significant pathogens in nosoconual infections since the 1980s.

One of the factors that contributed to this phenomenon was the increased use of
indwelling devices and prosthetic implants. as well as poor catheterization techniques.
foliowed by other reasons such as more aggressive chemotherapy, advances in car-
diac and implant surgery, and lastly, the awareness and improvement in microbiologi-
cal techriques, which has made the ident:fication of these pathogens easier and more
precise.

The proportion of methicillin-resistunt S, epidermidis {(MRSE) among hospital
CoNS has increased from & to 30% in the 19805 to 38% and even 90% nowadays
(Mehtar, 1994: Bouza, 2002, Carratala. 20023, MRSE stratns are considered reservolrs
ol antimicrobial resistance genes that can be transterred to other Stupinlococcd, thus
contributing to the development of methicillin resistance among microorganisms
{Kragsbjerg et al., 2000).

To contrel the spread of resistance among Sraphyvlococdt, appropriate infection
control practices should be applied in hospitals, including precise microbiological di-
agnosis and detection of antimicrobial susceptibility of isolated agents {Leclercy,
2000).

This study was undertaken for the evaluation and comparison of several methi-
cillin resistunce identification metheds m Staphvlococcs and detection of antinmiero-
bial susceptibility of isolated MRSA and MRSLE to a panel of antumicrobials.

Materials and Methods

Bacterial Strains

A total ot 117 metlucillin resistant Staphviocacc strains 1solated from clinical
specimens m a surgical hospital and collected within 1998-2002 were included n this
study. Among them. there were 25 coagulasc-positive MRSA und 92 coagulase-nega-
tive methicillin-resistant Stupinyfococer. including 63 strains of S, epidermidis (seasu
stricte), 17 strawns of S. haemolviicus, 9 strains of S hominis, 2 strains of 5. warnert,

Most of these iselates were from indwelling artificial devices, blood, abscesses.
ete. All isolates were gram-posilive clustering cocer. They were identified to a spe-
cies level by conventional tests such as coagulase test-tube reaction, phosphatase
activity, hasmolysis, susceptibtlity to novobiocin. ete. and the awtomated BBL Crys-
tal system {Becton-Dickinson).

22 methicillin-sensitive strams were eluded as control strans.
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Antimicrobial Susceptibility Testing

Anti-microbial susceptibilities tor all isolates were tested by the disk diftusion
method according to the National Committee tor Clinical Laboratory Standards
(NCCLS) guidelines using Mueller-Hinten agar (MHA. Oxeid, UK) against the fol-
lowing pancl of antuibiotics: penicilhin, gentamicin, cefazolin, ervthromycin,
clitndamyein. vancomyein. ciprotloxacin, mimethoprim-sultimethoxazole.

Methicillin resistance was identifled by the standard agar diftusion technique
with a commercial oxacillin disk (potency | mg of oxaciliiny. Because of the difficulties
in detecting cross-resistance among penicillinase-resistant penicilling {methict!lin,
oxacillin}, the oxacillin disk is now the recommended choice for detecting methicillin-
resislant Stapmviococci (Koneman et al.. 1997).

Plates were incubated at 353°C for 24 h when zeones of incubation were measured.
Plates with CoNS cultures were incubated for 48 h.

S anrens ATCC 29213 was used as a methicillin-susceptible control strain, NCTC
8325 as a methicillin-resistant control strain.

To confirm the results of the disk diffusion method, detection of the mecA gene
by the polymerase chain reaction (PCR) and E-test were used.

Detection of the mecA Gene

At present, the detection of the mecA gene. which is responsible for methicillin
resistance 1n practically all clinical methicilhin-resistant Staphylococcal strains. is con-
sidered the oxacillin resistance reference test. This 1s mmtroduced in practice as an
alternative t¢ another “gold standard™ — the oxacillin agar screen plate test used in
our and many other clinical laboratories worldwide. PCR detection of mecA was
started i Latvia i January. 2001

66 clinical isolates of Stuphiviveocci were included in this study. Both coagulase-
positive and coagulase-negative Stup/ivlococci (8. aurens - 24 strains. S eprdermidis
— 31 strins. S haemolvticus — R stramns, S0 warneri - 1 strain) and S, hominis — 2
strains were used for detection of the mecA gene by PCR amplification. 34 strains
from them were prehiminary methicillin-resistant, 12 strains — methuaillin - sensitive.

DNA Isolation

Chromosamal DNA wus extracted by the lysostaphin-CTAB method as deseribed
by Jones. with modifications (Jones et al., 1953: Hookey et al., 1998). The cell cultures
were separated from Mueller-Hinton medium by centrifugation at 7000 rpm tor 2 min,
suspended in [ ml ot TE-glucose (25mM Tns-HC! [pH 8.0]. 1.0% [wivol] D-glucose).
and centrifuged at 7500 rpm for 5 min. The cells were resuspended in 100 ul of lysos-
taphin (1 mg/m! in TE-glucose; Sigmai— 30 ul lysozyme (30 mgiml in TE-glucose; Sigma)
and incubated at 37°C tor 1 h. 80 ul of NaCl-cetvitnimethylammonium bromide (CTAB}
solution (0.7M NaCL 10% [wuvol] CTAL; Sigma) was added with mimning and incubated
at 65°C for 10 min. Sedium chlonde (100 ul of a SM steck solution. SDS (30 pl ot 107,
[wirvel] SDS; Sigma). and protemnase K (4 mg ot proteinase Ko Sigma) were added with
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mixing and incubated at S5°C tor 30 muin. The Ivsate was extracted with equal volumes
of phenol-chlorotorm. and the DNA was precipitated from the agueous phase with one
volume of isopropanol and diluted i 100 @l of sterile distilled water.

The DNA concentration was determined by L'V spectrophotometry at A, . and
the extract was stored at 47 C. Approximately 30 to 100 ng of DNA was taken for PCR
amphfication. Extraction ook place from 1 to 2 davs.

PCR Amplification of the mecA Gene

PCR was performed with the following primers, previously designed by Geha et
al. (Geha ET al. 1994) mec Al {537-GTA GAA ATG ACT GAA CGT CCG ATA A)yand
mecAT {5 - CCAATT CCACATTGT TTC GGT CTA A The PCR reagent mixture
consisted of 200 uM concentrations of ANTPs, 10 mM Trs (pH 8.3), 50 mM K1,
1.5 mM MeCl1,, 2 0.25 pM concentration of each primer, and 125U of Tug polymerase
(Fermenray. Lithuenia). DNA amplhfication thermal eyveling profile (“Progene”. Techne,
UK} initial denaturation at 94-C {or 5 min. followed by 30 cveles of amplification (de-
naturation at 94°C for 15 sec, annealing at 537C for 15 sec. extension at 72°C fer 30
sec), ending with the tinal extension at 72°C for 2 min, A positive result was indicated
by the presence of the 310-bp amplified DNA fragment revealed by electrophoresis
ona L.3% agarose gel. Results were obtained within 4 h. Each PCR included methicil-
lin- resistant strain as o positive conlrol and water as a nggative control.

E-test

E-test (AB Brodisk) was used as a quantitative technique for determunation of
antimicrebal susceptibility and minimal inhibitory concentration {MIC} (Bolmstrom et
al. 1988). Mueller-Hinton mediunm. supplemented with 2% NaCl. was used for inocu-
lation. lncubation tme with E-test strips was 24 hand 48 h for S aorens and CoNS,
respectively.

[1n cases when incomparahle results were obtained using the disk diffusion tech-
nigue. PCR and E-test. two automated svstems were used: the automated Sceptor
systemn and Mini-Apt system.

Results

The collection of methicillin-resistant Siephifococc! {MRS) strains was carried
out on the basis of the results of the oxacillin disk method. 66 of them — 24 5. qureus
(from them 18 MRSA. 6 MSSA) and 42 CoNS strams (36 MRS, 6 M3S) were analysed
tor the presence of the mecA gene. According to PCR results, all 18 strains of 5.
gurens and 36 strains of coagulase-negative Stup/ndococel. phenotvpically resistant
tor methicilling showed the presence of the 310-bp tragment of the mecA gene, thereby
confinming methicillin resistance (the method's senstiivity = 100%) {(Fiae. 1)
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Figure 1. 2% agarose gel electrophoresis analysis of 310-bp fragments of the mecd gene
from DNA isolates of Staphviococcus sp.

M — molecular mass standard. “100bp Ladder Plus”, slots No. 1-7 - strains from
SIT, slot No. 8 — PCR negative control, slot No. 9 — PCR positive control (methicillin-
resistant strain). PCR results show that stramns No. 1. 3. 5, 6 and 7 are mecA4-positive.
strains No. 2 and 4 — mec4 negative.

E-test. used in parallel with PCR, demonstrated different results: 4 from methicil-
lin-resistant Staphylococceal strains, which exhibited methicillin resistance in both
basic methods, i.e. the disk method and PCR, showed a methicillin-sensitive pattern.

These four cultures were tested additionally for methicillin resistance in auto-
mated Sceptor and Minit Api systems (Table 1). As can be seen from Table 1, all 4
strains proved to be methicillin-resistant.

Tahle !
Methicillin resistance in Staphylococci according to different
methods of detection
No | Patent Micro- Method for detection of methicillin resistance
organisms
- Sceptor | Mini Apt
1
| oxacillin | E- | mec- MIC | break
disk test | gene meg ml point
[ | meg/
‘ | ’ |
1 S epidermidis | R 5§ [R R [ >4 R |>025
2 S-s S. epidermidis | R 5 |R R 4 [R |>025 |
! = e =
3 Al S. epidermidis | R 5 R R 4 [R =025
4 S-a S warneri R S R R >4 I R [>025
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For 11 of the I2 control strawns, the PCR response, phenotypically sensitive to
methiciliin, was negative - the mecA gene was absent. One strain, exhibiting oxacillin
MIC I mg/ml. proved to possess the mecA gene and should be recognized as methi-
cillin-resistant. One of the possible explanations for this fact can be a higher sensitiv-
ity of the PCR method in comparison to standard methods, as PCR allows “to touch”™
bacteria at the genetical level. Another explanation could be the heteroresistance of
bacteria.

Methicillin-resistant Staphviococei are invariably regarded as resistant to all
other beta-lactam antibiotics. In addition, many clinical isolates demonstrate multi-
resistant pattems. In our studies of antimicrobial susceptibility of methicillin-resis-
tant Staphvlococci strains. a high-level resistance to many commonly used antibiot-
ics was registered (Table 2). 100% of S aureus, S haemolyticus, S hominis were re-
sistant to ervthromycin, 100%% of S. hominis were resistant to gentamicin. 35-75% of
isolated stramns were resistant to Trimethoprim / Sulphamethoxazole, 65-95% to
clindamycin. No vancomycin resistance was documented.

5— ¥R 5 —32"% 5-0 S5-76% S—65%

S.erireus [

Tuhie 2
Susceptibility of MRS to antimicrobials
T -
' IM.U ol | Antimicrobials
argantsm cul-
tures
| I'rimetho-
Y /
i Cipro- Clinda- Erytro- Genta- pram-
I . . Sulpha-
© floxacin myett myein micin
i | metho-
| xazol

25 R-12% [R-68% R - 100% | R-24% R —35%
I -
63 TS T3 S-48% s 1™ 5. 603% | 5-29.8%
S.epidermidis ‘
R 27% R -032% "R- &% R-397%  R-702%
— |
17 S-625% §5-0 S-0 IS - 62.3% S - 25%,
S-haemohvricus 1 :
R—~37.5% R— 100" jR-100% | R—37.5% "R -75%
Voo
9 S K9 22% 5-0 50 S—45%
\

S haminis

q
TR 11 R- 78 RoO100% R -100% R -53%
i 8- §S-53% |S-RR" [$-637% | S-305%
total : R-264% | R-945% 1 R-9i2% R-363% | R-695%

L | |

CoNS g2
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Discussion and Conclusions

Anti-nmucrobial susceptibility tests measure the ability of an anti-microbial agent
to inhibit bacterial growth in vitro.

The disk ditfusion method {the moditied Kirbyv-Bauer method). vriginally de-
scribed m 1966, is recommended for clinical and surveillance purposes in view of its
technical simplicity and reproducibihty. The method 1s well standardized. has heen
widely evaluated and 15 suitable as a general method for all rupidly growing patho-
gens (Acar, 1980; Hasselman et al., 2000).

Methicillin resistance i Srapfviococes can be detected by using an oxacillin disk.
and two gold standard methods are recommended by the Furcpean Antimicrobial
Resistance Surveillance System (EARSS). namely. oxacillin screen plate and detection
of the mecA gene by PCR (Goetisch et al., 2000,

The precise diagnaosts of methicilhin resistance 15 technically different because of
the hetero-resistant nature of MRS. However, it 1s ot greatest importance -~ MRS ure
resistant to all other beta-lactams regardless ot the in vitro results abtained. These
beta-lactams include all perucillins. cephalosponns. amoxicillin-clavulanic acid. ampi-
cillin-sulbactam. and imipenem.

We have used 3 basic methods for the identification of methicillin resistance in
Staphylococei. namely. the standard agar ditffusion (disk) test. detection of mecA
gene, and E-test.

It is well known that the most rehiable 1s the detection ot the mecA pene. a geno-
typic marker of resistance by PCR  the high level ot resistance to peniciilimase-resis-
tant penicillin requires the presence ot the mecA gene that encodes the penicillin-
binding protein PBP 2a (Frebourg et al.. 1998; Lowy. 1998; Goettsch etal.. 2000).

According to our results, the disk dittusion method has a high specilicity  only
one of the cultures evaluated as methicillin-sensitive due to the disk method proved
to have a resistant pattern m the PCR test. This could be expluined by the hetero-
resistant nature of microorganisms (Berger-Bachi, 1997; Zilevica, Vingre, 2001).

The E-test proved to be less reliable. However. its value is in the guantitative
determination of reststance {MIC).

Undoubtedly. at least 2 methods are necessary for detection of methicillin resis-
tance. We recommiend the use of PCR {for detection of the presence of the mecA gene
in methicillin-sensitive strains,
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Summiary

Gram-posttive cocel particularly the methicillin-resistant Stuphviococcus aurens
and coagulase-negative Stuphvlococcus epidermidis group. have emerged as major
agents of nosocomial infections. Owing 1o the multi-resistance of these agents. pre-
cise diagnosis of the metucillin resistance of Staphvlococed 15 of greatest climeal
importance. [n our studies. the following methiciliin resistunce denufication metheds
were wsed: the disk diftusion method, detection of the miecA gene by PCR. and E-
test. The results were contirmed using the automated Scepter and Mini Api svstems.

Our lindimgs indicate that the results of the disk dittusion method were wentical
o “standard”™ POR results. In 4 cases, the E-test showed ditferent results and did not
deteet the resistunce contirmed by the other four methods. All the MRS strains were
multiresistant to most commonly used antibacterials,
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