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STUDII CLINICO-STIINTIFICE

Ectazia cdii biliare principale in megacoledocul de geneza benigna
A. Hotineanu

Catedra Chirurgie nr. 2, USMF “Nicolae Testemitanu”

The Main Bile Duct Ectasia in the Treating Benign Megacholedoc

This paper analyzes 128 patients with benign megacholedocus who were treated in Surgical Clinic N 2 of the State Medical and Pharmaceutical
University “Nicolae Testemitanu” during the period 1992-2008. Definite diagnosis was established by using the following diagnostic algorithm:
ultrasound, ERCP with preoperative decompresion, in complicated cases MRI or CT, preoperative decompression via PST, naso-biliary drainage
or stenting. Complex therapeutical management permitted adequate preoperative preparing, determined by the decreasing or disappearing of
obstructive jaundice and the normalisation of metabolic and saline disturbance. Surgical treatment of benign megacholedocus depends on the
etiological factor and is limited to hepaticojejunostomy or hepaticojejunostomy and pancreatojejunostomy on doubled loop Roux and cephalic
pancreatoduodenectomy. Argumentation of algorithm application in this group of patients was demonstrated via satisfactory results, which
permitted complete or partial rehabilatation of these patients. In our statistics we recorded 3 cases of death 1,6 + 1,1%, (p > 0,05), caused by acute
hepatorenal insufficiency and septical complication.

Key words: bile ducts, pancreatojejunostomy, jejunostomy, anastomosis, Roux-en-Y.

PacwmpeHune o6Lero »en4yHoro npoToKa AOGPOKa"IeCTBeHHOTO reHesa

3anepuon ¢ 1992 o 2008 rox B knuuuke Kadenpot xupypruu Ne2 Tocmendapm yausepcentera uM. H. A. TecTemnijany 65110 POBEEHO /IEUeHIIe
128 IaIMeHTOoB C MEraIoX0IefiOKOM, 00YC/IOBIEHHBIM 106POKadeCTBEHHOI KeMYHOI 00cTpyKImeit. OKOHYATeTbHBII [YaTHO3 YCTaHAB/IMBATICH
COITIACHO CJIEeAYIOIEro aJrOpuTMa: ylabTpasBykoBoe uccnegosanue, PXIII ¢ npegonepanuonHoit fekoMnopeccuesi, B 3aTPyJHUTE/IbHbBIX
cutyanuax AMP-xonanrnorpadus wm KT. Ilpenonepannontas geKoMIpeccrs mpoBopuaack nocpenctsoM I1CT, Hazo-61mmapHbIit ApeHax
VN SHAOCTEHTUpoBaHNe. KoMIIeKe 1edeOHBIX MepONpuATIil 06ecrednI afeKBaTHyo IpefolepaliOHHYI0 IIOATOTOBKY, YMEHbIIEeHNe
JWIN MCYE3HOBEHNE MEeXaHMYeCKOIl JKeNTYX! U HOPMa/IN3aluio MeTaboIM4ecKiX 1 BOJHO-COJIEBBIX HAapylLIeHMil. Xupyprudeckoe jgedeHue
MeTajI0X0/IefjoXa JOOPOKaIeCTBEHHOTO IeHe3a 3aBICUT OT 9TUOIOINYeCKMX (aKTOPOB ¥ CBOAUTCA K HATIOXKEHUIO XeIIATUKOCIOHOAHACTOMO3a
Ha netie Py wam ¢popMupoBaHMe XelaTMKOSIOHOAHACTOMO3a 1 NAHKPEAaTOCIOHOAHACTOMO3a Ha JIBAXK/bI PACIeIUIeHHON meTe Py, u
TIaHKpPeaTolyofieHaIbHOM pe3eKIui. KoppeKTHOCTD NpeIoKeHHOTO HaMI alIropuTMa MOATBEP)KAAeT XOpOoIIne Pe3ynbTaThl TedeHMs, YTO
I03BOJIMJIO YACTIIHO W/IM IIOTTHOCTBIO peabMINTUPOBATHCS 60IbHBIM U3 JAHHOI IPYIIIEL. B HallleM MCCIeIoBaHMI CMEPTHOCTD COCTaBMIa 1,6
+1,1%, (p > 0,05) (3 cnyqaﬂ), 06YCIIOBIIeHHbIe OCTPOJI IEYEHOYHOIIOYEYHOI HEJOCTATOYHOCTDIO ¥ CENITUYECKMMM OCTIOXKHEHUAMIA.

KiroueBsie cr1oBa: sxeTIHble IPOTOKM, TAHKPEATOCIOHOCTOMIIS, €I0HOCTOMISI, aHACTOMO3 Y-06pa3Hblit 110 Py.

Introducere v' Stricturi post manipulatii endoscopice;

v Stricturi inflamatorii;

v" Colangita primard sclerozantd;

v' Stricturi induse de radiatie;

v' Stenoza de PDM.

Dilatarea ciilor biliare principale este provocatd de
stricturile distale, cauzate de coledocolitiaza §i pancreatita

cronica.

Obstructia biliara benigna poate fi cauzata de cole-
docolitiazd sau stricturi biliare benigne. Stricturile biliare
rdmén a fi o problemai dificila de management chirurgical.
Aceste situatii clinice nu permit rezolvari de scurtd durata,
ci necesitd reconstructii durabile cu succes bine definit,
avand in vedere ca majoritatea pacientilor sunt intr-o stare
de sdnatate satisfacdtoare si asteaptd o supravietuire pentru
mai multi ani. Multi pacienti sunt de o varsta tnara, ceea ce
implica si probleme sociale, care prin rezolvarea lor imbund-
tatesc productivitatea acestor bolnavi. Managementul curativ
inadecvat poate duce la complicatii severe ca ciroza biliara,
hipertensiunea portald sau colangita recurenta, despre care am
vorbit mai sus. Interventiile repetate de multe ori reduc rata
succesului in timp. Orice metoda de reconstructie trebuie sa
fie efectuata in cadrul centrelor specializate, de cétre chirurgi
experimentati in domeniu. Cele mai bune rezultate se obtin
prin efectuarea unui diagnostic precoce, unui management

Materiale Si metode

Grupul de pacienti cu megacoledoc de geneza benigna
a fost reprezentat de 128 de pacienti, dintre care 46 (35,9 +
2,7%, p <0,001) cu megacoledoc, cauzat de pancreatita cronica
cefalicd, 34 (26,6 £ 2,5%, p < 0,001) pacienti cu coledocolitiaza
148 (37,5 £2,7%, p <0,001) pacienti cu megacoledoc, cauzat
de stricturi inflamatorii benigne distale.

Repartizarea conform varstei pacientilor cu megacole-
doc de genezd benigna, in perioada de studiu a fost urmatoa-

terapeutic si chirurgical matur la prima reconstructie.
Stricturile biliare pot fi solitare, dar si multiple, cauzele
acestor stricturi pot fi diferite [1, 2]:
v" Stricturi congenitale;
v Stricturi iatrogene postoperatorii;
v’ Stricturi posttraumatice;

rea, cu media anuald 12,8 + 0,4%, (p < 0,001) pacienti.

Din numarul total de bolnavi cu megacoledoc de geneza
benigna, inclusi in studiu, barbati au fost 75 (58,6 + 2,8%, p <
0,001), femei - 53 (41,4 £ 2,8%, p < 0,001), ceea ce denota o afec-
tivitate mai sporita a persoanelor de sex masculin (p < 0,001).

In dependenti de subgrup, exista variatii semnificative
in raport cu grupul general. In subgrupul de pacienti, in care
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cauza megacoledocului era pancreatita cronica cefalica, pre-
valau bérbatii, 38 (82,6 + 2,2%, p < 0,001) cazuri, iar femeile
-8(17,4 £2,2%, p < 0,001) cazuri. Un raport diferit ne ofera
subgrupul de pacienti, cauza etiologica a megacoledocului
fiind coledocolitiaza, in care persoanele de sex feminin erau
majoritare, 22 (64,7 + 2,7%, p < 0,001) dintre cazuri, iar per-
soanele de sex masculin, erau minoritare - 12 (35,3 + 2,7%, p
<0,001) cazuri. Megacoledocul cauzat de stricturi inflamatorii
afecteaza in mod egal ambele sexe.

La repartizarea pacientilor, conform grupelor de vérsta
s-a observat, cd incidenta maxima a patologiei a fost remarcata
in grupul de varstd de 61-70 ani. Sub aspectul varstei extensia
este foarte mare, cu limitele intre 18 si 81 de ani, varsta medie
generali fiind 58,3 + 0,8 (p < 0,001) ani. In lotul de studiu
varsta medie a constiutit, la pacientii cu coledocolitiaza - 59,1
+0,7 (p <0,001) ani, la pacientii cu pancreatiti cronica cefalicd
- 60,3 £ 0,8 (p < 0,001) ani si 55,8 % 0,8%, (p < 0,001) ani, la
bolnavii cu stricturi inflamatorii coledociene distale, variind
intre limitele de 30-80 ani, la pacientii cu megacoledoc, cau-
zat de coledocolitiazd, intre limitele de 32-81 ani, la pacientii
cu pancreatita cronicd cefalicd - in limitele de 18-81 ani, la
pacientii cu megacoledoc, cauzat de stricturile inflamatorii
benigne de coledoc distal.

Din antecedentele bolnavilor am retinut: pacientii cu
coledocolitiazd au suportat in anamneza in 18 (52,9 + 2,8%, p
< 0,001) cazuri colecistectomie. Colecistita cronica calculoasa
si coledocolitiaza concomitent au fost prezente intr-un singur
(2,9 £ 1,0%, p < 0,01) caz.

In majoritatea cazurilor, la pacientii cu pancreatita cro-
nicé cefalicd, am depistat etilismul, care a fost prezent in 28
(60,9 £ 2,8%, p < 0,001) cazuri, in 5 (10,9 £ 1,8%, p < 0,001)
cazuri-malrotatie duodenald si duodenostaza, in 20 (43,5 £
2,8%, p < 0,001) cazuri. Analiza acestor componente a de-
monstrat, cd factorii etiologici de bazd in pancreatita cronicd
cefalica sunt anume etilismul si duodenostaza pe fundalul
malrotatiei duodenale deseori decompensate.

Mai mult de jumatate 26 (56,5 * 2,8%, p < 0,001) din
pacientii din ultimul subgrup au suportat in anamneza inter-
ventii in zona hepatobiliopancreatica.

Fig. 1. Pancreatita cronica cefalica, CBP = 1,2 cm.

Pacientii cu megacoledoc de geneza benignd, se pot divi-
za in trei subgrupuri: pacientii cu coledocolitiazd, bolnavii cu
pancreatitd cronica pseudotumorald si cei cu stenoze benigne
distale. Aceste subgrupuri sunt constituite pe baza elemen-
telor etiologice. Tabloul clinic al acestor pacienti este diferit,
in dependenté de factorul cauzal, dar la internare prezentau
multe tangente, in special de aparitie a icterului mecanic prin
compresie sau obstructie.

Datele clinice obtinute in urma examenului clinic al
pacientului, ne-au determinat sa suspectam in majoritatea
cazurilor prezenta unei patologii de etiologie benignd a zonei
hepatobiliopancreatice.

La pacientii cu pancreatita cronica cefalicg, tabloul clinic
a fost dominat de simptomul de bazi - durerea abdominala,
care a fost prezenta la toti pacientii, cu o zona de dislocare
caracteristicd pancreatitei cefalice.

Sindromul dolor a fost localizat in epigastru si hipocon-
drul drept, cuiradiere in forma de centuri. Caracterul durerii
este permanent, rezistd chiar si la analgezice, se intensifica
dupd alimentatie.

Datoritd interconexiunii stranse intre pancreas si sis-
temul digestiv, in 6 (13,0 + 1,9%, p < 0,001) cazuri au fost
prezente semnele dispeptice, cum ar fi inapetenta, balonarile,
greata, voma.

Cea mai importantd exprimare clinica, care a dus la
adresarea pacientului la noi in clinica, a fost icterul mecanic.
Icterul apare, de obicei, dupa o criza dureroasi. Acest fenomen
apare datoritd compresiei caii biliare principale de cétre capul
pancreasului patologic schimbat. In acest subgrup de pacienti
icterul mecanic a fost prezent in 32 (69,6 £ 2,6%, p < 0,001)
cazuri. Obstructia biliard indelungata poate induce instalarea
colangitei, care se manifesta clinic prin febra si frisoane.

La examenul fizic al pacientilor, in 45 (97,8 £ 0,8%, p
< 0,001) cazuri, s-a depistat o scidere ponderald, cauzata
de reducerea aportului caloric in conditiile de insuficientd
exocrind.

Tumoarea palpabila a fost individualizata la toti pacientii
in 46 (100,0 £ 0,0%) cazuri, fiind mobild si dolora.

Diabetul zaharat a fost satelitul acestei patologii intr-un
singur (2,2 + 0,8%, p < 0,05) caz.

Fig. 2. Coledocolitiaza, CBP = 1,3 cm.
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Fig. 3. CPGRE, coledocolitiaza, diametru CBP=35 mm.

Un alt subgrup de pacienti sunt cei cu megacoledoc
de geneza benignd, cauzat de coledocolitiaza. Tabloul clinic
al acestui subgrup de pacienti a fost marcat de manifestarile
clasice ale acestei patologii.

Acest subgrup de pacienti a fost dominat de prezenta si
manifestarile clinice ale icterului mecanic, care a fost prezent
la 22 (64,7 £2,7%, p < 0,001) pacienti si s-a asociat cu angio-
colitain 9 (26,5 + 2,5%, p < 0,001) cazuri. Colica biliara a fost
prezenta la toti pacientii — 34 (100,0 + 0,0%) cazuri.

Ultimul subgrup de pacienti a fost cel cu stricturi in-
flamatorii ale caii biliare principale distale. Evolutia clinicd
la acesti pacienti era dominata de icterul mecanic, instaurat
datorita stricturii intracoledociene distale.

Examenele biochimice au fost standarde si au inclus
acele examindri, care sunt necesare pentru examinarea paci-
entilor zonei hepatobiliopancreatice.

Diagnosticul imagistic al megacoledocului de geneza benigna
a depins de factorul etiologic, dar intruneste aceleasi etape.

In aprecierea unui diagnostic corect au fost folosite
urmatoarele metode imagistice: USG, CPGRE, hepatobili-
scintigrafia secventionald, RMN, TC, duodenografia.

Diagnosticul megacoledocului incepe cu ecografia hepa-
tobiliara (fig. 1, 2), o metodd screening, care ne directioneaza
spre urmatoarele etape diagnostice:

Cele mai importante date ecografice pentru diagnosticul
megacoledocului sunt dimensiunile caii biliare principale.
Dimensiunile cdii biliare la 2/3 pacienti - 79 (61,7 + 2,8%,
p < 0,001) cazuri, erau de peste 1 cm, prezenta calculilor
coledocieni a fost determinata la 59 (46,1 £ 2,8%, p < 0,001)
pacienti. Valorile medii ale caii biliare principale fiind de 1,4
+0,1, (p < 0,001) cm.

Sensibilitatea metodei pentru aprecierea dimensiunilor
caii biliare principale este de 85,11%. Detectarea calculilor co-
ledocieni este cu mult mai redusd, marcand un nivel de 53,19%
dintre toate cazurile de coledocolitiaza primard. Am evaluat
pacientii, utilizind ecografia hepatobiliard, preoperator si
postoperator. Impreuni cu alte metode de diagnostic imagis-

Fig. 4. Strictura distala coledociana.

tic, ecografia a permis monitorizarea evolutiei bolnavului in
corelatie directa cu parametrii clinici si cei biochimici.

Colangiografia retrograda endoscopica este standardul
de aur in diagnosticul acestei patologii biliare. Ea a fost efec-
tuatd la 127 (99,2 £ 0,5%, p < 0,001) bolnavi. In6(4,7+1,2%,
p < 0,001) cazuri a fost fixata dilatarea coledocului de peste
4,5 cm (fig. 3), cu valoare medie de 2,7 + 0,1. Coledocolitiaza
a fost stabilitd in 59 (46,1 + 2,8%, p < 0,001) cazuri. Stricturile
inflamatorii de coledoc distal au fost determinate in 33 (25,8
+2,5%, p <0,001) dintre cazuri, iar stricturile prin obstructie
extrinsecd au fost detectate in 46 (35,9 + 2,7%, p < 0,001) dintre
cazuri. Sensibilitatea metodei in aprecierea dimensiunilor cdii
biliare principale a fost de 97,5%.

Hepatobiliscintigrafia dinamica s-a efectuat preoperator,
postoperator, peste 3 luni. Aceastd metoda a fost aplicata la
12 (9,4 = 1,7%, p < 0,001) bolnavi cu megacoledoc secun-
dar. Utilizdnd-o, am determinat incetinirea excretiei bilei
in arborele biliar §i incetinirea marcatd sau lipsa evacudrii
radiofarmaceuticului in intestin.

Sensibilitatea hepatobiliscintigrafiei, in lotul de studiu,
pentru aprecierea colestazei, este de 100%. Aceasta metoda
este foarte utila in arsenalul diagnostic complex impreuna cu
celelalte metode incluse in algoritmul diagnostic al megaco-
ledocului secundar.

RMN a fost folositd preoperator si postoperator (fig. 4)
la1(0,8 £0,5%, p > 0,05) singur pacient s-a depistat un chist
coledocian cu dimensiuni de peste 2 cm. Metoda s-a dovedit
a fi una noninvaziva, fard complicatii, fara administrarea
substantelor de contrast §i, nedepinzand de starea generala
a pacientului si de interventiile chirurgicale suportate in
anamneza.

TC metoda de diagnostic, care permite diferentierea
pancreatitei cronice cefalice de cancerul pancreatic. A fost
efectuatala 14 (10,9 £ 1,8%, p < 0,001) pacienti cu pancreatita
cronica pseudotumorali (fig. 5).

Duodenogratia a fost efectuata la 79 (61,7 £ 2,8%, p <
0,001) bolnavi. In 35 (27,3 + 2,5%, p <0,001) de cazuri a pus
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in evidentd duodenostaza (fig. 3.35), in 9 (7,0 £ 1,5%, p <
0,001) cazuri - malrotatie duodenald i in 3 (2,3 + 0,9%, p <
0,01) cazuri - reflux duodenogastral.

La toti pacientii intraoperator s-a determinat starea
cdilor biliare extrahepatice i prezenta unei formatiuni ben-
igne de volum in capul pancreasului. In timpul interventiei
chirurgicale s-a depistat: dilatarea caii biliare principale,
care are peretii ingrosati, cu un diametru de peste 2 cm, in
unele cazuri hiperemie, edem, colangita, calculi coledocieni
secundari, concomitent in unele cazuri malrotatie duodenala
cu prezenta semnelor de duodenostaza si hepatita colestatica
(fig. 6, 7). Prin palpatie se determina coledocolitiaza si in
cazurile de pancreatita cronica - o formatiune cefalopancre-
aticd de volum.

Histologic - au fort prelevate, din toate trei subgrupuri de
pacienti, portiuni de cale biliara principali. In toate cazurile,
datoritd unui proces obstructiv de lunga duratd, demonstrat
prin evolutia patologiei si dimensiunilor excesive ale cdii
biliare principale, au fost schimbari ireversibile, care se ma-
nifesta prin inlocuirea tesutului muscular cu cel conjunctiv si
degenerescentd nervoasa. Aceste schimbari morfopatologice
sunt determinante in aprecierea managementului chirurgical.
In majoritatea cazurilor au loc modificiri atrofice ale fibrelor
nervoase, datorate fibrozei spatiului perineural adiacent sub
forma de capsuli conjuctivi (fig. 8). In unele cazuri se observa
si proliferarea stromei conjuctive, care aminteste proliferarile
in cadrul fibroamelor, ceea ce duce concomitent la stenozarea
si obliterarea lumenului CBP distal (fig. 9).

In cazurile de pancreatita cronici un rol important il
are biopsia din capul pancreasului. Aceasta este primordiala
in diferentierea de cancerul cefalopancreatic.

Examenul histologic al materialelor bioptice, recoltate
intraoperator din diferite regiuni ale pancreasului, a fost efec-
tuat in toate cazurile de pancreatité cronica cefalica (100%).

Tratamentul acestui grup de pacienti a evaluat pe par-
cursul anilor si a depins de intelegerea rezultatelor la distanta
de fiecare subgrup de pacienti.

. . . 2
Fig. 7. Imagini intraoperatorii, diametrul CBP = 40 mm.
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Fig. 8. Fibroza spatiului perineural adiacent sub forma de
capsuli conjuctiva. Coloratie hematoxilin-eozin. x 200.

Fiecare subgrup de pacienti se imparte respectiv in doud
subgrupuri. In primul subgrup de pacienti, indiferent de no-
zologie, intrunim pacientii operati prin tehnici chirurgicale,
pe care le foloseam pana la o perioadd, cAnd am analizat rezul-
tatele la distantd, utilizind aceste variante chirurgicale clasice.
In subgrupul doi de pacienti au fost aplicate acele tehnici
chirurgicale, pe care le consideram de electie in tratamentul
megacoledocului de geneza benigna.

Indicatiile pentru operatie, in lotul nostru de studiu, au fost
in cele mai multe cazuri obstructia biliard, cauzatd de pancreatita
cronica cefalicd, coledocolitiaza sau stricturile biliare benigne
distale. Obstructia biliara a fost manifestata prin icter mecanic,
cu sau fara asociere de colangitd. Indicatiile pentru interventia
chirurgicald in cadrul pancreatitei cronice cefalice sunt icterul
mecanic, cu sau fara asocierea sindromului dolor. Coledocoli-
tiaza, asociatd cu colica biliara, a constituit o indicatie absoluta
pentru rezolvarea chirurgicald. Stricturile biliare distale, care
duc la dilatari semnificative ale ciii biliare principale, sunt acele
cazuri, care necesitd reconstructie chirurgicala dificila.

Tratamentul chirurgical al megacoledocului de genezi
benignd a avut ca scop inlaturarea sau ocolirea obstacolului
biliar, micgorarea sau abolirea sindromului algic in cazul
pancreatitei cronice cefalice.

Tratamentul megacoledocului, cauzat de pancreatita croni-
ci cefalicd, a evaluat pe parcursul acumulirii experientei si analiza
rezultatelor la distantd. La inceputul studiului tratamentul mega-
coledocului de etiologie benigni, cauzat de pancreatita cronica
cefalicd, a fost axat pe inldturarea icterului mecanic, care a fost
realizat de o derivatie biliodigestiva. Varianta tehnics, care a fost
realizata din startul studiului, a fost colecistojejunoanastomoza pe
ansa omega cu clamparea ansei aferente tip Salimov. Dar aceasta
variantd tehnicd nu a adus rezolvarea definitivé a patologiei de
bazi si a icterului mecanic.

Ulterior, studiind deficientele tehnicii chirurgicale ana-
lizate mai sus, am schimbat evolutiv varianta chirurgicald prin
aplicarea hepaticojejunoanastomozei pe ansa Roux. In pofida
faptului, ca icterul mecanic si suferinta biliara au fost rezolvate
prin aceastd tehnica chirurgicald, nu am reusit inldturarea
problemei pancreatitei cronice pseudotumorale cefalice.

) 7 !
Fig. 9. Proliferarea stromei conjuctive. Coloratie
hematoxilin-eozin. x 200.

Tinem sd accentudm, cd tabloul clinic al acestei maladii
este marcat de sindromul algic, care rezulta dintr-o hiper-
tensiune wirsungiand, pe aceste considerente ne-am bazat
in selectia tratamentului optimal nu numai prin rezolvarea
suferintei biliare, care a fost manifestatd clinic prin icter
mecanic si morfologic prin megacoledoc, dar si in rezolvarea
problemelor, cauzate de patologia pancreaticd. Toate acestea
ne impun un abord tehnic mult mai complex, utilizind tehnici
chirurgicale mai laborioase.

Variantele tehnice, pe care le consideram acceptabile
in aceastd situatie clinicd, sunt hepaticojejunoanastomoza si
pancreatojejunoanastomoza pe ansa bispiculata a la Roux,
duodepancreatectomia cefalici (fig.10), in special in cazurile
de imposibilitate a diferentierii cancerului de cap de pancreas
de o pancreatitd pseudotumorald, dar si din considerentele,
ca cefalul pancreatic este peace-makerul sindromului algic
si, inlaturdndu-1, rezolvdm una din problemele principale ale
suferintei acestor pacienti.

Varianta tehnicd, care a rezolvat situatia clinica si a fost
toleratd de acesti pacienti, a fost hepaticojejunoanastomoza
si pancreatojejunoanastomoza pe ansa bispiculata a la Roux
(fig. 11).

Aceastd varianta tehnicd propune sé inlature obstacolul
biliar printr-o hepaticojejunoanastomoza pe ansa bispiculata.
Aceasti anastomoza a fost efectuata, de fiecare dati, intr-un
plan. Drenarea gurii de anastomozd am preferat-o in majori-
tatea cazurilor, fie prin metoda tip Rhobson sau transcistica.
Insistdm asupra drenarii gurii de anastomoza in toate cazurile
pentru a evita o dehiscentd eventuald. Aceastd drenare ne per-
mite sd micsordm sarcina asupra hepaticojejunoanastomozei,
micsorand rata postoperatorie.

In efectuarea pancreatojejunoanastomozei, o problema
ar fi identificarea si mobilizarea ductului pancreatic. Aceasta
este posibil de realizat prin utilizarea examenului ultrasonor
intraoperator cu o pancreatografie concomitentd, dacd e nece-
sard. Drenajul larg al ductului pancreatic este una din conditii-
le succesului acestei etape a actului chirurgical. Pentru aceasta
este necesara evidentierea pancreasului pe intreaga intindere,
ca ulterior si se repereze prin aspiratie canalul Wirsung. Se
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Fig.10. Duodenpancreatectomia cefalica, varianta de reconstructie Child.

efectueaza o incizie in partea ventrald a canalului Wirsung,
care se sectioneazd apoi complet, atat spre coada, cat i spre
regiunea cefalicd, cat mai aproape de duoden.

Ductul pancreatic a fost anastomozat cu ansa pregatita
de o lungime de 80 cm, care a fost trecuta transmezocolic,
astfel incat anastomoza cu pancreasul sa se facd usor si fara
tensiune §i tractiune. Tehnic este necesar ca sutura sa nu prin-
déd o masa mai mare de parenchim pancreatic si ducturi mici
pancreatice, ceea ce poate sd genereze dereglarea drenarii lor.
Distanta intre suturi a fost de pand la 5 mm. Aceastd anasto-
mozi nu a fost drenatd, dar s-au plasat drenaje de sigurantd
perianastomotice.

Pacientii cu megacoledoc de genezd benigna, cauzat de
coledocolitiazd, au beneficiat de doud tehnici chirurgicale:
coledocolitotomie cu drenare si, dupd analiza rezultatelor,
aplicarea in situatiile posibile a hepaticojejunoanastomozei
pe ansd a la Roux.

Prima tehnicd chirurgicald nu a adus rezultate post-
operatorii satisfacatoare la distantd, ceea ce ne-a obligat sa
analizdm situatia clinic formata §i sd schimbam managementul
chirurgical.

Aceastd tehnicd chirurgicald nu inlatura factorul etiopato-
genetic, care cauzeaza declansarea patologiei biliare si, in scopul
rezolvérii acestei situatii clinice formate, a fost aplicata altd tehnicd
chirurgicala, care a permis sa obtinem rezultate acceptabile.

Aceasta tehnica operatorie a fost posibila la pacientii,
care nu au semne clinico-radiologice de duodenostazi. In
prezenta acestor semne este necesar de a efectua exereza su-
praduodenald de coledoc cu implantarea lui in ansa Roux, ceea
ce ne oferd posibilitatea sa evitim colangita cronica instaurata
datorita unui reflux duodenobiliar.

Ultima nozologie, din acest grup de pacienti, reprezentat
prin stricturile benigne distale biliare, a beneficiat din start
de un tratament standard reprezentat, prin hepaticojejunoa-
nastomoza pe ansa Roux, care a avut un succes postoperator
atat in perioada postoperatorie precoce, cét si in cea tardiva,
dar care a depins de respectarea dimensiunilor minime de
ansa Roux de 80 cm, ceea ce previne refluxul alimentar in
caile biliare.

Rata complicatiilor precoce postoperatorii a constituit 22
(17,2£2,1%, p < 0,001) cazuri din numarul total al bolnavilor
cu megacoledoc de genezd benignd. Aceste situatii clinice au
necesitat masuri terapeutice prompte si chiar, in unele cazuri,
interventie chirurgicald repetata.

Analiza minutioasa a perioadei postoperatorii precoce
la22 (17,2 £2,1%, p < 0,001) dintre pacientii cu megacoledoc
de geneza benignd, a evidentiat dezvoltarea urmitoarelor
complicatii in perioada postoperatorie precoce.

Fistulele biliare au fost prezente in 8 (6,3 + 2,1%, p <
0,001) cazuri si au fost cauzate de deficiente tehnice. Toate
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Fig. 11. Hepatico- si pancreatico- jejunoanastomoza pe ansa bispiculata Roux.
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fistulele biliare au fost dirijate, datoritd unei drenéri adecvate
a zonei perianastomotice.

Fistule pancreatice au fost prezente la 1 (0,8 £ 0,8%, p >
0,05) pacient in acest grup de studiu.

Rezultatele postoperatorii ale tratamentului chirurgical
au fost in majoritatea cazurilor favorabile. In 108 (97,3 + 0,9%,
p < 0,001) cazuri a dispédrut icterul mecanic $i numai in 2
(1,6 £ 1,1%, p > 0,05) cazuri, cand a progresat insuficienta
hepatorenald acuta, icterul a progresat postoperator si s-a
soldat cu deces.

Letalitatea in perioada postoperatorie precoce a con-
stituit 1,6 = 1,1%, (p > 0,05) si este explicabila si acceptabila.
Toate trei cazuri de deces au fost asociate de icter mecanic,
angiocolita si insuficienta hepatorenald acutd, in toate aceste
cazuri nu s-a reusit o decompresie preoperatorie si acesti pa-
cienti au fost operati in mod urgent, dupa obtinerea indicilor
minimi de operabilitate. Decesul a survenit pe fundalul icte-
rului mecanic, a angiocolitei i a insuficientei hepatorenale.

Ceea ce este mai important consté in evaluarea si con-
statarea in ce mdsurd tratamentul aplicat acestor pacienti
a ameliorat calitatea vietii bolnavilor, operati in perioada
postoperatorie tardiva. Calitatea vietii la acesti bolnavi a fost
evaluatd in conformitate cu dimensiunea somaticé, cea psiho-
afectivd, socio-familiard si reabilitarea profesionala.

Rezultatele la distantd au fost urmarite la toti pacientii,
care au suportat tratament chirurgical pentru megacoledoc
de etiologie benigna. Starea somatica a fost apreciatd in
raport cu mai multe simptome. Prin anamneza bolnavilor
s-au identificat unele acuze restante sau aparute in perioada
postoperatorie tardiva.

De mentionat ca rezultatele sunt direct proportionale
cu metoda chirurgicald aplicatd, si deci este argumentata
divizarea lotului de studiu in doua subgrupuri:

1. Pacientii care au fost operati prin variantele tehnice
propuse de noi.

2. Pacientii operati prin celelalte variante tehnice.

In acest lot la 56 (35,9 + 4,2%, p < 0,001) pacienti din
subgrupul doi am avut rezultate, pe care le putem numi nesa-
tisfacatoare sau conventional nesatisfacatoare, deoarece la ei s-a
instalat sindromul dolor, la 32 (17,2 + 3,3%, p < 0,001) pacienti au
aparut febra si frisoanele. In 31 (16,4 + 3,3%, p < 0,001) cazuri a
recidivat icterul mecanic, asociat cu prurit cutanat, scaune acolice
si urindri hipercrome. La 10 (7,8 £ 2,4%, p < 0,01) pacienti au
aparut tulburéri dispeptice si in final la 1 (0,8 £ 0,8%, p > 0,05)
pacient a aparut obstructia duodenald. Slabiciunea generala si
astenia a fost prezenta la 29 (22,7 + 3,7%, p < 0,001) bolnavi.
Aceste manifestari au necesitat la toti 56 (35,9 + 4,2%, p < 0,001)
pacienti administrare de medicamente. Din acest grup, 21 (18,0 +
3,4%, p <0,001) pacienti au fost operati din nou si lichidata cauza
icterului mecanic. Postoperatoriu la ei a survenit imbunatatirea
stérii generale.

Analizand datele obtinute in primele subgrupuri de pa-
cienti, la care rezultatele tratamentului aplicat le putem numi
nesatisfacatoare, am fost nevoiti s modificam managementul
chirurgical in dependentd de factorul etiologic prin imple-
mentarea tehnicilor chirurgicale descrise mai sus. In aceste
cazuri putem sa afirmdm ci rezultatele in perioada postope-

ratorie tardivd sunt apreciate ca fiind bune, confirmate i prin
examenul de laborator si instrumental, aplicat postoperatoriu
cu regularitate la toate subgrupurile de pacienti.

Evaluarea calitatii vietii a fost posibild la fiecare dintre
pacientii operati la noi in clinica.

Am studiat, in perioada postoperatorie, latura psiho-
afectivd a acestor pacienti. Dimensiunea psiho-afectivé re-
prezintd modul, in care bolnavul isi recunoaste si isi accepta
boala ca pe o realitate a existentei sale.

In al doilea subgrup de pacienti, in majoritatea cazurilor,
nu am obtinut rezultate satisfacdtoare, bolnavii fiind preocu-
pati de boald, nefiind siguri de viitor.

Disparitia, practic a tuturor semnelor clinice ale su-
ferintei biliare in primul subgrup de pacienti, face ca dupa
interventia chirurgicala bolnavii sd devind optimisti, situatie
explicata prin ameliorarea conditiei fizice si psihologice, cu
aparitia noii perspective pozitive de viata.

Un rol important in aprecierea rezultatelor la distanta o
are calitatea relatiilor familiale, mentinerea relatiilor existente
si formarea unor relatii noi.

In subgrupul de pacienti numarul doi, majoritatea lor au
gdsit un ajutor $i un anturaj, care-i sustine, si-i face sa treaca
peste depresia si handicapul, creat de boala respectiva.

Bolnavii care au fost supusi tratamentului propus de noi,
in majoritatea cazurilor, s-au reintegrat completamente socio-
familial i numai un pacient, la care patologia nu a cedat, a avut
rezultate negative in perioada postoperatorie tardiva.

Reabilitarea profesionala a fost posibila la 67,7 + 5,8% (p
< 0,001) pacienti, supusi tratamentului de electie selectat, pe
care il aplicam conform nozologiei. Am obtinut o reintegrare
profesionald buna.

Concluzie

Managementul chirurgical in megacoledocul de geneza
benigna depinde de factroul etiologic si se reduce la aplicarea
hepaticojejunoanastomozei pe ansa sau la montarea hepati-
cojejunoanastomozei §i pancreatojejunoanastomozei pe ansa
bispiculatd Roux si duodenpancreatectomia cefalica, in special
in imposibiliatatea diferentierii patologiei de cancerul de cap
de pancreas. Corectitudinea aplicarii algoritmului creativ de
electie, la acest grup de pacienti, a fost demonstaratd prin
rezultate bune, ceea ce a permis reabiliatrea totald sau partiala
a acestor pacienti.
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Remediul Bio-R in tratamentul complex al ulcerului cornean
C. Ceban

Catedra Oftalmologie, USMF ,,Nicolae Testemitanu”

Bio-R as Remedy in the Complex Treatment of Corneal Ulcer

The aim of the study was to evaluate the therapeutic efficiency of Bio-R in the complex treatment of corneal ulcers. The study included 40
patients who were randomized into two comparable groups: the main group, which included 20 patients with corneal ulcers taking Bio-R in
addition to the basic therapy, and the control group, which included 20 patients taking only the basic therapy. It was established that Bio-R, in
addition to the basic therapy, produces a more rapid resolution of the exudative-destructive inflammatory reaction and a smaller, less intensive
corneal defect.

Key words: Bio-R, complex treatment, corneal ulcer.

Mpenapat Bio-R B KoMnneKcHOM neyeHnn A3Bbl POroBuLibl

Llenbio uccmenoBanms 6bI10 U3ydeHne ahPeKTUBHOCTY HpuMeHeHNus Bio-R B KOMIUIEKCHOM JIedeHN OONbHBIX C 53BOII POrOBMUILEL B
UCCTIeoBaHNe BKIIOUEHO 40 MaI[IeHTOB, KOTOPble COCTABMIIN 2 PAaHZOMM3MPOBAHHbBIE TPYIIIbI: OCHOBHYIO COCTaBMIM 20 GOMBHBIX C A3BOI
poroBuisl, oay4aBuMx Bio-R B codeTanun ¢ 6a3ucHoil Tepanmeil ¥ rpynny KOHTposasA — 20 OOIbHBIX, HOMYYaBIINX TOIbKO Oa3UCHYIO
Tepanuio. BbIIo ycTaHOB/IEHO, YTO BKIIOUeHMe Bio-R B cocTaB 6a3ucHOII Tepariy IpUBOFUT K 607Iee GBICTPOMY KYIUPOBAHIUIO 9KCCYFATUBHO-
HeCTPYKTMBHOI BOCIAMTENIbHON PeaKLuy U Coco6cTByeT GOPMUPOBAHNIO, MEHBIIETO 11O IUIOMIAAM M MHTEHCUBHOCTM, OMYTHEHI

PpOTOBUIIBL.

KnioueBble cnoBa: porosullsl s138a, Bio-R, kombuHMpoBaHHOE neyeOHOE BO3MIEIICTBIE

Introducere

Bolile inflamatorii ale corneei ocupa aproximativ 20%
in structura patologiilor oftamologice [1], dintre care cele
mai grave sunt cheratitele bacteriene, virale, in special cele
herpetice, si cele care se dezvolta pe fundalul bolilor sistemice
ale organismului [2,9].

Ulcerul cornean ramane si fie una dintre problemele
actuale ale oftalmologiei contemporane datoritd frecventei sale
si evolutiei severe, care cauzeaza de reguld, sciderea dramatica
a acuititii vizuale, sau chiar pierderea ochiului [3,4]. In prezent
sunt certe nu doar efectele pozitive, dar si cele negative ale antibi-
oticoterapiei traditionale: dezvoltarea disbacteriozei si asocierea
infectiei micotice, majorarea numarului tulpinilor de microorga-
nisme antibioticorezistente [5], dezvoltarea reactiilor alergice [6].
Dificultéti in tratamentul ulcerului cornean apar in mare parte
din cauza faptului, ci aproximativ in 50% cazuri nu se poate de-
termina agentul patogen si se aplici terapia empiricé, adaptata la
tabloul clinic al bolii. Astfel, necesitatea de a imbunatiti si elabora
noi metode de tratament ale ulcerului cornean este argumentata
de eficienta insuficientd a terapiei traditionale si frecventa inalta
a complicatiilor in perioada de convalescenta [7,8].

Scopul studiului

Studierea eficientei preparatului Bio-R in tratamentul
complex al bolnavilor cu ulcer cornean.

Material si metode

Cercetirile clinice s-au efectuat la 40 de bolnavi cu
ulcer al corneei de origine bacteriana, care au format 2 loturi
randomizate: de baza si martor. Lotul de baza a fost format
din 20 bolnavi (20 ochi) cu ulcer cornean, la 7 (35%) din ei
procesul patologic avea evolutie severd, la 13 (65%) — severitate
medie. Aditional la terapia conservativa de bazad (adminis-

trarea sistemica sau/si locala a preparatelor antibacteriene
antiinflamatoare i desensibilizante, ct si a preparatelor dez-
intoxicante si de stimulare a regenerarii), pacientii lotului dat
au administrat colir de antibiotic combinat cu Sol. Bio-R 0,5%
in sacul conjunctival, de 5-6 ori pe zi, pe durata tratamentului.
Bio-R prezintd un remediu cu proprietati citoprotectoare,
regenerante, care stabilizeazd membranele lizozomale si
celulare. Aminoacizii, microelementele Mn, Fe, Zn, Cu, Se,
Cr si oligopeptidele, care intrd in componenta sa, stimuleaza
procesele de regenerare ale tesuturilor si influenteazé pozitiv
asupra imunitétii celulare si humorale. Lotul martor a inclus 20
de pacienti (20 ochi) cu ulcer cornean, carora li s-a administrat
doar farmacoterapia traditionald. Dintre acestia, la 8 (40%)
pacienti procesul patologic avea evolutie severa, la 12 (60%)
pacienti — severitate medie. Atat in lotul de baza, cat si in cel
martor, a fost evaluatd concentratia de citokine in serul san-
guin, folosind metoda imunofermentativa cu utilizarea test-
sistemelor de diagnostic al firmelor «IIpoTenHOBbIT KOHTYP»
si «[Tutoxmn» (Sankt Petersburg), conform metodei descrise
de producitor [10]. Pentru referintd, concentratia de citokine
a fost examinatd la 10 persoane conditionat sinétoase.

Termenii de adresare de la inceputul procesului ai
pacientilor din ambele loturi a fost de 4-7 zile. Toti bolnavii
au fost examinatj, fiind efectuate visometria, biomicroscopia
segmentului anterior cu determinarea sensibilitatii corneei,
proba cu fluoresceini, Bengal-Roz si fotoinregistrarea, exame-
nul ocular ecobiometric transpalpebral, cercetarea frotiurilor
conjunctivale. Severitatea cheratitelor ulceroase s-a determi-
nat conform scalei P. Parmar [12].

Drept criterii ale evolutiei pozitive s-au considerat
disparitia sindromului cornean, resorbtia maselor necrotice
si a infiltrrii stromei corneene, resorbtia hipopionului, epi-
telizarea corneei, cresterea acuitatii vizuale.
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Tabelul 1

Scala P. Parmar de apreciere a severitatii
cheratitelor ulceroase

conditional-patogene s-au depistat: Staphylococcus epidermi-
dis - in 70% cazuri, in lotul de bazi si in 65% cazuri, in lotul
martor, Escherichia coli — in 20% in ambele loturi, Pr. vulgaris
- in 10% si 15% cazuri respectiv. Este necesar de accentuat,

Indicele Descrierea _ Scorul ci cresterea florei nu a fost depistatd in 20% dintre cazurile
in puncte . s e .
— - lotului de bazé i in 15% din lotul martor.
1. Caracteristica defectului ulceros: T K .
- — Tabloul clinic al ulcerului cornean, descris la momentul
Localizarea - Periferica 1 . L . . . .
- Paracentrals 5 spitalizarii, era practic identic la toti pacientii din ambele lo-
- Centrald 3 turi de studiu, fara diferente majore, fiind prezent sindromul
Dimensiunile -panala2mm 1 cornean pronuntat, infiltrat stromal cu ulcer, inconjurat de
g}; mm § edem cornean si reactie inflamatorie in camera anterioara
-5,1-7 mm 5 5
- mai mult de 7 mm 2 moderata sau severa.
Profunzimea defectului | - pana la 1/3 din grosimea corneei 1 Asocierea preparatulul Bio-R in tratamentul Complex
- 1/2-2/3 din grosimea corneei 2 al pacientilor cu ulcer cornean a influentat pozitiv starea
- mai mult de 2/3 din grosimea 3 vederii. Astfel, pani la inceperea studiului, acuitatea vizuala
cornee . . . a .
— ' - - - a pacientilor ambelor loturi era in mediu de 0,02 £ 0,01. La
Prezenta complicatiilor | - neovascularizare, hipertensiune 1 . . . . < s .
oculars. formarea sinechiilor. tam- finele tratamentului, acuitatea vizuala a pacientilor lotului de
ponarea ulcerului cu iris, catarcts bazd a atins media de 0,2 + 0,01, pe cand in lotul martor - doar
complicat; 0,09 + 0,01. In acelasi timp, cresterea acuititii vizuale pana la
'cgre:eczimetocele' perforarea 2 0,4-0,5 s-a inregistrat in 45% cazuri (9 persoane) din lotul de
- decolarea tunicilor, endoftalmita, 3 bazi i in 25% (5 persoane) cazuri din lotul martor.
panoftalmitd Evolutia ulcerului cornean de etiologie bacteriand in
2.Reactia -5-10 celule in campul de vedere 1 dependenta de terapia administrata este prezentata in tab. 3.
infl t il - pana la 50 de celule i , - 2
Inflama oare.m 3 pana ? ece ulein c/v, opa Tabelul 3
camera anterioara lescentd, precipitate
a ochiului - mai mult de 50 de celule in c/v, 3 Evolutia ulcerului cornean de etiologie bacteriana
bride fibrinoase, hipopion in dependenti de terapia administrata
Total 16
e s < . - Lotul de bolnavi
Prelucrarea statistica a fost efectuatd prin utilizarea - -
lui Statisti . i0ars a indicelui d Semnul clinic De baza Martor
programului .tatlst.llca cu aprecierea .anterloara aindicelui de (n=20) (n=20)
disociere si prin utilizarea criteriului t-Student. Eoitelizarca cormeel
o " | inceputul | 3,7£0,15%* 56+0,16
Rezultate si discutii : finisarea | 6,2+0,17%%* 11,0£0,16
Rezultatele cercetarii microbiologice ale frotiului conjunc- Resorbtia infiltrari
tival la pacientii ambelor loturi sunt prezentate in tab. 2. Jile: " | inceputul | 2,9+0,16*** 51+0,17
: finisarea 5,2 +0,15%%* 8,5+0,16
Tabelul 2
Caracterul mlcrof'lorel in sacul conjunctival Resorbtia inceputul | 1,040,174 384017
la bolnavii cu ulcer cornean hipopionului, zile: finisarea 3,7 +£0,17%% 55+0,16
Loturile de bolnavi Rezolvarea inflamatiei 8,2+0,17%** 14,5+0,16
Microflora De baza Martor Notd: *** - p < 0,001 — diferenta statistica intre datele loturilor de
(n=20) (n=20) baza si martor.
Patogend: abs. % 6 6 ; R 5 %
gena:abs. % 30,0 30,0 Analiza comparativéd a rezultatelor (tab. 3) arata, ca
i, . 8 8 tratamentul complex suplimentat cu Bio-R la bolnavii cu
Conditional-patogend: abs. % . o N R
40,0 40,0 ulcer cornean este semnificativ mai eficient, in comparatie
Mixtd: abs. % 2 3 cu cel al pacientilor din lotul martor. Astfel, perioada de cu-
10,0 15,0 <. . . R
” 3 ratire a ulcerului de mase necrotice a fost de 2 ori mai mica
Lipsa cresterii: abs. % 200 150 la pacientii, cdrora li s-a administrat tratamentul complex cu

Aceste date indicd, ca in loturile de bazd si de control,
flora patogena s-a depistat in 30% cazuri.

In structura florei patogene dominau Staphylococcus
aureus — la 45% din pacientii lotului de baza i la 40% dintre
pacientii lotului martor, Str. viridans —1a 30% si 20% respectiv.
Restul florei a fost destul de variata: Corynebacterium - la
10%, CL. Pneumoniae — la 10%, E. faecium - la 5% - in lotul
de baza. Corynebacterium —la 10%, Cl. Pneumoniae —1a 20%,
E. faecium —1a 10% - in lotul martor. Din microorganismele

(1)

A4

Bio-R (p < 0,05), disparitia edemului perifocal si a infiltrédrii
stromei a finisat in ziua 5,2 £ 0,15 la acesti bolnavi, in timp
ce la pacientii lotului martor acelasi indice a fost de 8,5 + 0,16
zile, (p < 0,01), ceea ce la randul sdu a favorizat epitelizarea
completd a defectului cornean mai rapid la pacientii lotului
de bazd in comparatie cu lotul martor (a 6,2 £ 0,17 zi versus a
11,0 £ 0,16 zi, p < 0,01). Resorbtia hipopionului de asemenea
s-a accelerat de 1,5 ori, finisaindu-se dupa 3,7 £ 0,17 zile, in
timp ce in lotul martor procesul respectiv a finisat peste 5,5

R

/ ]
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+0,16 zile (p < 0,001). Pe fundalul tratamentului administrat,
disparitia simptomelor inflamatiei a avut loc de 1,7 ori mai
rapid la pacientii lotului de baza, in comparatie cu pacientii
lotului de control (p < 0,05).

Includerea Bio-R in tratamentul complex al ulcerelor
corneene a permis reducerea semnificativda a complicatiilor
in urma patologiei date. Pe parcursul studiului, ulcerul a
progresat pand in profunzimea corneei, forménd descemato-
cele, doar la 2 (10%) pacienti, care erau supusi tratamentului
complex suplimentat cu Bio-R. Alte complicatii, ca perforarea
corneei, endoftalmita si panoftalmita, nu s-au depistat la acesti
pacienti. In lotul martor, ulcerul s-a complicat cu descemato-
celela 3 (15%) pacienti, iar la alti 2 (10%) pacienti a provocat
perforarea corneei si la 1 (5%) pacient — endoftalmita si au
fost necesare interventii chirurgicale de urgenta (conjuncti-
voplastie, amnionoplastie, blefarorafie).

Astfel, trebuie de mentionat, ca includerea Bio-R in
tratamentul complex al pacientilor cu ulcere corneene, a de-
terminat reducerea numarului de complicatii grave de 3 ori,
in comparatie cu utilizarea doar a terapiei de baza.

Opacifierea corneei in consecinta ulcerului cornean a
avut loc semnificativ mai intens in lotul de control in compa-
ratie cu lotul de baza. Cu atat mai mult, opacifierea depasea
limitele defectului cornean cu 1,5-2 mm la majoritatea paci-
entilor din lotul de control (14 persoane, 70%).

Ulcerele corneene au determinat majorarea nivelelor
de citokine proinflamatorii in serul sanguin al bolnavilor.
Evolutia in dinamica a concentratiei citokinelor este prezen-
tata in tab. 4.

Tabelul 4

Evolutia in dinamica a concentratiei citokinelor
pe parcursul studiului (M + m)

Loturile de pacienti
Indice <
De baza (n=20) | Martor (n=20)
IL-1B, pg/ml
initial 99,4+6,3 954+5,8
dupa 7 zile 76,3 +4,1%** 82,8 £6,1***
dupa 14 zile 21,3 + 5,8%** 49,4 £ 4,9%**
TNFB, pg/ml
initial 87,1+43 885+5,6
dupa 7 zile 62,9 £ 5,4**%* 71,2 + 4,8%**
dupa 14 zile 18,4 £5,1*** 31,3 £5,3%**
IL-8, pg/ml
initial 112,3+53 1104 +5,3
dupa 7 zile 81,9 £ 4,9%** 92,8 £ 4,7%%*
dupa 14 zile 45,7 £ 6,0%** 70,8 + 6,0%**

Nota: *** p < 0,001 — diferenta statistica comparativ cu datele
initiale.

Astfel s-a constatat (tab. 4), ca sub influenta terapiei
suplimentate cu Bio-R, concentratia interleukinei-1f (IL-1p)
in ser s-a micsorat dela 99,4 + 6,3 pand la 76,3 + 4,1 pg/ml (cu
23,2%, p < 0,001) la a 7-a zi de tratament, la a 14-a zi - de 4,7
ori, atingdnd nivelul mediu de 21,3 £ 5,8 pg/ml (p < 0,001). In
pofida reducerii veridice a IL- 1, concentratia acestei citokine
a ramas in continuare majoratd in comparatie cu nivelul ei la
persoanele conditionat sanatoase (8,6 + 1,5 pg/ml). Simultan
cu acest fapt a fost stabilit, cd pe fundalul tratamentului cu

Bio-R a diminuat activarea factorului necrozei tumorale-a
(TNFa) dela 87,1 £ 4,3 pand la 62,9 + 5,4 pg/ml (cu 27,8%, p
<0,001) laziuaa7-asipanala 18,4 + 5,1 pg/mllaziuaa 14-a,
fiind insd de aproximativ 2,6 ori mai mare in comparatie cu
persoanele conditionat sanatoase (7,1 + 1,1 pg/ml). La finele
tratamentului cu Bio-R, nivelul interleukinei-8 (IL-8) s-a
micsorat de la 112,3 + 5,3 pand la 45,7 + 6,0 pg/ml sau de 2,5
ori (p < 0,001) in comparatie cu datele initiale.

Labolnavii lotului martor, care administrau doar terapia
de baza, de asemenea s-a inregistrat micsorarea concentratiilor
tuturor citokinelor proinflamatorii: IL-1p a scdzut dela 95,4 +
5,8 pandla 82,8 + 6,1 pg/ml (cu 13,2%, p < 0,001) la ziuaa 7-a
de tratament si pand la 49,4 + 4,9 pg/ml (p < 0,001) in ziua a
14-a, adicd de 1,9 ori. Paralel s-a inregistrat sciderea nivelului
deactivare a TNFa spre ziuaa 7-a dela 88,5+ 5,6 pandla 71,2
+ 4,8 pg/ml (cu 19,5%, p < 0,001) si pana la 31,3 + 5,3 pg/ml
in ziua a 14-a de tratament, totodatd fiind de 4,4 ori mai ma-
jorat comparativ cu persoanele conditionat sandtoase (7,1 +
1,1 pg/ml). La finele studiului, la pacientii lotului de control
IL-8 s-a redus de la 112,3 £ 5,3 pani la 45,7 + 6,0 pg/ml sau
de 2,5 ori (p < 0,001) in comparatie cu datele initiale.

Asocierea preparatului Bio-R in tratamentul complex al
pacientilor cu ulcer cornean a influentat pozitiv starea vederii.
Astfel, pana la inceperea studiului, acuitatea vizuald a paci-
entilor ambelor loturi era in mediu de 0,02 + 0,01. La finele
tratamentului, acuitatea vizuald a pacientilor lotului de baza a
atins media de 0,2 + 0,01, pe cand in lotul martor - doar 0,09 +
0,01. In acelasi timp, cresterea acuitatii vizuale pana la 0,4-0,5
s-a inregistrat in 45% cazuri (9 persoane) din lotul de baza si
in 25% (5 persoane) cazuri din lotul de control.

Tratamentul administrat a determinat reducerea perioa-
dei de spitalizare a pacientilor lotului de baza cu 5,5 + 0,3 zile-
pat, ceea ce are o importanta majora in aspect medico-social.
Astfel, perioada de spitalizare a pacientilor lotului de bazid a
constituit 13 £ 0,5 zile-pat in comparatie cu 18,5 + 0,2 zile-pat
in lotul martor (p < 0,001).

In ultimii ani au fost publicate date despre participarea
citokinelor in reglarea proceselor inflamatorii si regeneratorii
din tesuturile ochiului. Citokinele formeaza un sistem unic si
integru de control al starii de homeostaza a organismului in
cazul patrunderii agentilor patogeni sau dereglarea integri-
tatii tesuturilor. Citokinele controleaza intensitatea si durata
raspunsului inflamator si imun, datoritd cirui fapt acestea se
secretd tranzitoriu si avand un timp de injumadtatire scurt.
Aceste substante biologic active declanseazd efectul sau in
concentratii foarte mici (circa 10-15 M), interactionand cu
receptorii inalt sensibili de pe suprafata celulelor-tintd [11].
Citokinele regleaza, mai intai de toate, desfagurarea reactiilor
de aparare locale, din tesuturi, implicAnd in proces multiple
celule sanguine, endoteliale ale tesutului conjunctiv.

Destructia locala a tesuturilor, ca rezultat al leziunii,
provoaca procese de proteoliza locala cu formarea metaboliti-
lor secundari ai descompunerii proteice, acestea la randul lor
stimuleaza migrarea neutrofilelor i, ulterior, a mononuclea-
relor in focarul inflamator. Contactul cu excitantul reprezinta
un semnal pentru celulele de tip monocitar-macrofagal de
sinteza a citokinelor proinflamatorii: interleukinelor - IL-1,
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IL-6, IL-8, TNFa, cét si a-interferonului (a-INF). Totalitatea
acestor citokine formeazi un sistem de protectie nespecificd
antibacteriand si antivirald. Ca rezultat al stimuldrii auto-
crine, se induce sinteza radicalilor de superoxid si nitroxid,
a prostaglandinelor si a leucotrienelor. In urma, insi, a
efectului paracrin asupra endoteliocitelor vaselor sanguine,
are loc majorarea expresiei moleculelor cu adezivitate inalta
pentru neutrofile, monocite, limfocite, care permit migrarea
transendoteliald a acestor celule si mobilizarea lor in focarul
de leziune. Totodatd, aceleasi citokine activeaza in focarul in-
flamator proprietatile leucocitelor polimorfonucleare (PML):
fagocitoza, explozia oxigenica si degranularea.

Paralel cu sinteza si secretia citokinelor proinflamatoare,
caraspuns la inducerea excitantului de cétre lipopolizaharid,
mononuclearele produc si citokine antiinflamatoare, care
controleaza strict activitatea celulelor - efectori ale inflamatiei
si impiedica lezarea masivd a celulelor i tesuturilor organis-
mului. Printre aceste citokine cele mai bine studiate sunt IL-4,
IL-10 si factorul de transformare a cresterii - p. Mecanismele
actiunii antagoniste sunt diferite: inhibarea expresiei genelor
citokinelor proinflamatorii, inductia prin alegere a sintezei
citokinelor IL-4, IL-10 sau reglarea expresiei receptorilor
celulari ai IL-1f si TNFa.

In acest fel, datoritd prezentei sistemelor de citokine
pro- si antiinflamatorii, se produce reglarea atat benefica, cat
si malefica a functiilor celulelor-efectori ale inflamatiei din
focarul patologic. Sensul fiziologic al reglarii de acest tip este
legat in primul rand de necesitatea de tranzitie a infiltrarii ne-
utrofilice a focarului lezat la infiltrarea monocitar-macrofagala
pe parcursul evolutiei bolii, cét si de evitarea hiperactivarii
neutrofilelor cu istovirea posibilitatilor lor functionale si
dezvoltarea stirilor imunopatologice.

Nimerind in focarul inflamator, mononuclearele sunt
supuse influentei a multipli factori locali, printre care se afla
atit agentul cauzal al inflamatiei (de exemplu microorga-
nismul), cét si flogogenii endogeni — componentii comple-
mentului, prostaglandinele s. a. Ca rezultat, are loc activarea
mononuclearelor, care intensificd capacitatea bactericida si
potentialul citotoxic al celulelor-efectori ale inflamatiei. Putem
presupune, ca administrarea preparatului Bio-R in sacul con-
junctival in ulcerele corneene, conduce la crearea in focarul
inflamator a unei concentratii ridicate de celule din populatia
data, accelerand procesul exudativ-distructiv si, influentand
procesul patofiziologic la diferite etape.

Astfel, spre exemplu, datoritd actiunii citokinelor pro-
inflamatorii are loc recrutarea aditionala a PML in focarul
inflamator cu dezvoltarea ulterioard a exploziei respiratorii,
stimuldrii degranularii, inducerii sintezei si secretiei enzimelor
lizizomale §i a factorilor bactericizi, formdrii caii autocrine
de reglare celulara. Posibil cd, in rezultatul functionirii co-
operante a fagocitelor polinucleare, migrate in focarul infla-
matiei exudativ-destructive sub influenta Bio-R, se produce
accelerarea curatirii de mase necrotice, ceea ce s-a demonstrat
prin obtinerea rezultatelor cercetdrii clinice prezentate (tab.
2) si transformarea procesului inflamator-destructiv intr-un
proces regenerativ.

Este necesar de accentuat, ca procesul fibroblastic, mer-

sul caruia este controlat de multiple mecanisme, apare in pro-
funzimea infiltratului celular din focarul inflamator si depinde
atat de caracteristicile morfo-functionale ale fibroblastilor, ct
si de cascadele complexe de interactiuni intercelulare, care
apar in acest proces. Printre acestea, un rol important il are
activitatea tandemului celular ,macrofag-fibroblast” si triada
»limfocit-macrofag-fibroblast™

Datorita sintezei factorilor stimulatori ai functiei fibro-
blastice, mononuclearele mediaza unul dintre principalele
mecanisme de includere a fibroblastilor in procesele reparative
si reprezintd veriga de legdtura dintre fibrogeneza si homeosta-
z4. In plan morfologic, interactiunile macrofago-fibroblastice
conduc la migrarea si accelerarea proliferdrii fibroblastilor,
diferentierea lor §i producerea componentelor matricei ex-
tracelulare, ceea ce determind inchiderea defectului ulceros
cu tesut conjunctiv si formarea opacitdtii mai mult sau mai
putin accentuate in sechelele maladiei.

Ins3, in dependenta de alternarea stirilor pe parcursul
procesului inflamator, din contul enzimelor colagenice si a
altor hidrolaze, mononuclearele pot, de asemenea, sd participe
la resorbtia substantei interstitiale, si secrete factori, care sti-
muleaza producerea colagenazei in fibroblasti si a factorilor,
care accelereazi fagocitoza fibrelor de citre fibroclasti. Pro-
babil, migrarea aditionald a celulelor mononucleare in focarul
inflamator determina includerea mecanismelor de inhibare
a producerii excesive de tesut conjunctiv, conturand limita
dintre procesele de destructie si regenerare. O mare parte
dintre fibroblasti diferentiaza in fibrociti putin activi, sub
influenta stimulilor umorali i a factorilor microambiantei.
Concomitent are loc accelerarea procesului de fibroclazie,
care determind remodelarea si involutia tesutului fibros nou-
format. Toate aceste particularitati conditioneaza formarea
opacitatilor corneene cu o suprafatd mai mica.

Rezultatele studiului efectuat si datele literaturii indica
faptul, cd includerea Bio-R in tratamentul complex al ulcerului
cornean de etiologie bacteriana favorizeaza convalescenta
mai rapidd a pacientilor $i minimalizeaza complicatiile in
comparatie cu tratamentul de baza.

Concluzii

1. Includerea Bio-R in componenta farmacoterapiei
de baza a ulcerului cornean determina rezolvarea mai rapida
a reactiei inflamatorii exudativ-destructive si reducerea de 2
ori a perioadei de curitire de mase necrotice.

2. Administrarea locald in complex a preparatului
Bio-R, in cazul ulcerului cornean, accelereazi tranzitia pro-
cesului inflamator in faza de regenerare, astfel contribuind la
epitelizarea mai precoce si formarea opacitétii corneene de o
suprafatd mai mica.

3. Remediul Bio-R asociat in tratamentul de bazi,
permite micsorarea nivelului marcherilor locali i sistemici
proinflamatori de 4,7 ori pentru IL-1p, TNFa si de 2,5 ori
pentru IL-8, fata de datele initiale dupé 2 saptamani de trata-
ment.

4. Metoda de tratament al ulcerului cornean cu ad-
ministrarea Bio-R reduce de 3 ori numérul complicatiilor
patologiei date si se caracterizeaza prin lipsa reactiilor adverse




STUDII CLINICO-STIINTIFICE

la preparatul respectiv. (moporocrosiiye) BUIbl MEAUIMHCKON OMOIIY B JIEYEHNUN [JIa3HBIX
6onesueit. PAMH. 2006;61-63.
Bibliografie 9. Kosnos BA. HexoTopble acneKThI IIpo6/IeMbl IMTOKMHOB. LJumokumol u

socnanerue. 2002;1 (1):5-8.

10. Cumbupues AC. Iuroxunsl: kraccupuxanus u GUOmIOrnIecKme
dyukuyn. umoxunv u socnanenue. 2004;3(2):16-22.

11. Parmar P, Salman A, Kalavathy TM, et al. Microbial keratitis at extremes
of age. Cornea. 2006;25(2):153-158.

1. BeefieHie B METO/bI Ky/IbTYPbI K€ TOK, OMOMHKIHEPIUI OPraHOB I TKaHelt
/ Iop, pen. B. B. HoBuigkoro, B. I1. Illaxosa. Tomck, 2004; 165-167.

2. layroBa 3A. Pa3paboTKa u mpuMeHeHUe HOBBIX NpeNnapaToB
PAHO3KMBIAIOIIETO M AHTUOAKTEPHATBHOTO ACICTBIA B 0 TaIbMOIOTHIL:
AsToped. mucc.... i-pa Mefi. Hayk. Yoa. 2000;32.

3. Pa6con A, Pour A, Jlenss I1. OcHOBbI MeAMIMHCKOI MMYHOIOr1u: Ilep.
c a"ra. M. 2006.

4. Tapacosa JIH, Kyzpsmesa IOV. HoBble TeXHONMOrUYM B T€4€HUN SA3BBI

POTOBMIIbE: Hayd.-TPaKTId. KOH(. Mocksa. 2005;673-678. Cornelia Ceban, oftalmolog, doctorand
5. Tpydanos CB. AkryanbHbie Borpocs! odranbmornorun. Becepoccuiickas Catedra Oftalmologie
Hay4. KOH]. MONOABIX yueHbIX. MockBa. 2006;68-70. USMF ,Nicolae Testemitanu”
6. lllanmoBa BA. THoiiHbIEe A3BBI POTOBUIIBI (KIMHMKA, AMACHOCTHKA, Chisindu, str. N. Testemitanu, 29
nedenne): JTucc. Kaug. Men. Hayk. Yens6uuck. 1999;148. Tel.: 205528
7. Ipyma SO, Kacrapos AA, Kucenesa TH, u gp. Kombunuposantoe
XMPYpPIMYecKoe JiedeHne sA3Bbl POroBULbl. Becmuuk ofmanvmonozuu. Receptionat 21.07.2070

2008;6(124):57-59.
8. Jlasyk BA, Mammkonsan BP, Bapuakos Cl, u ip. AHanmm3 CTPyKTYpbl
0 TaIbMONOTMYeCKIX GOMBHBIX, MOTYYaBIINX BHICOKOTEXHOTOTMYHbIE

VccnegoBaHme XMMIM4YeCKOI CTPYKTYPbI HOBBIX Cynb(aHNIaMUHbIX
IpenapaToB METOKOM T€PMOrPaBIUMeETPUN

H. T. OxomnHas, /1. [I. O30m, B. B. Pemuin

Me>XnyHapo#HbIIl He3aBUCUMDbLIT yHUBepcUTET MOIOBLI
Kadeppa TexHomornu u aHammsa meKapCTBEHHBIX 1 KOCMETNYECKIX IPEapaToB

N.T. Okopnaia, L. D. Ozol, V. V. Remish
The Thermogravimetric Analysis of the Chemical Structure of New Sulfonamides

Using thermogravimetric analysis, the authors examined the structural formula of synthesized sulphonamide and the mechanism of its
thermolysis. Compared to n-aminobenzene-sulfonamide-2.6-dimethoxypyrimidine-4, by reduction of the phenylen radical, the new drug was
produced at lower temperatures in the range of 180-200°C, explained by the influence of the new structure and chemical composition of the
synthesized sulfonamide.

Key words: thermogravimetric analysis, sulfonamides, chemical structure

Pedepar

C 1enpl0 UCCIeIOBAHNA XMMUYECKON CTPYKTYPHON HOPMYIBI HOBBIX CYIb(paHMTAMUJHBIX IIPENapaTOB aBTOPHI MCIOTb30BATIN
TepMorpaBuMeTpudeckuit Metos. CpaBHMBasA M3BECTHBIN Ipenapar n-aMuMHOOeH30/1CynbdaMus-2,6-1MMeTOKCUIIMPUMUHA-4 C
BOCCTaHOBJ/ICHHBIM (peHI/IEH pafiuKaioM Y HOBbII, IOy YeHHBII B MHTepBajie Temiieparyp 180-200°, mogTBepK/iaeT ieiicTBYe HOBOJ CTPYKTYPbI
U XMMUYECKUIT COCTaB CHHTEe3MPOBAHHOTO CY/IbGaHIIaMU/a.

KnroueBbie cioBa: TepMOFpaBMMeTpM‘{eCKHﬂ METOHm, Cy}Ibq)aHI/I}IaMI/IJII)I, XMMM4YeCKas CTPYKTypa.

B mocnegnue rofpl pacTeT KOMMYECTBO UCCTIENOBAHMIIL, POKO UCIONB3YIOTCA (QUSMKO-XMMIYIECKHE METOMbI, TaKue
HOCBSIICHHBIX CUHTE3Y 1 M3YYEHUIO HOBBIX OMOIOIMYeCKN kak: VIK, YO, AMP u [IMP criekTpockonus, TepMUIECKMit
aKTMBHBIX COEJVHEHNN, YTO TOBOPUT O 3HAYEHUU U BaXK- aHasnms.

HOCTH JJaHHOTO BoOINpoca. He MeHee BaXHBIMM ABIIAIOTCA Ienbro JaHHOJ PabOTHI AB/IAETCA BBIACHEHME BO3MOX-
BOIIPOCBI, CBA3aHHBIE C XMMUIECKON CTPYKTYPOIL IEKAPCTB, HOCTY IIPYMEHEHNSA TEPMOrPaBMMETPUYIECKOTO METOIA /IS
UX QUSMKO-XMMIIECKVMMU CBOVICTBAMU, TAK KaK IMEHHO OHI U3Y4YeHUS CTPYKTYPBI M YCTIOBUIT CMHTE3a HOBBIX CY/IbhaHu-
JTIEXAT B OCHOBE B3aMIMOJIEJICTBIS C PA3HBIMM PELIeNTOPHBIMM JTaMUJIHBIX TIPEIAPATOB C 3aJJaHHBIMU CBOVICTBAMIA.

CHCTEMaMIL. Tepmudeckuii aHanus UCCIESyeMBIX COEJMHEHNIT

Jns amanmusa u MccnenoBaHusa CTPYKTYPbI U CBOVICTB nposopunn Ha gepusarorpade OJ-102 cucremsr Ilaymmk-
OpraHMYeCcKUX COENMHEHMIT, HAPALY ¢ XMMUYIECKUMMU, LN - [Taymuk-Oppeit B MHTepBane Temmuepatyp ot 20 go 1000°C

)
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B arMocdepe Boszryxa. Aranonom cayxui Al O,, ckopocTb
HOBBIIIEHNUS TeMIIEpaTypsl cocTasysiia 5°C B MunyTy. Ha-
BecKa 06pa31os cocrasiiana 100 mr. YyscrsurensHocts JTC
- 1/3; TC - 1/3; TC - 100 mr meneHmit.

B ycnoBuAX IpOBeeHHOrO CMHTE3a MOIJIO 00pa3o-
BaTbCsA coefMHEHNE C ABYM CTPYKTYPHBIMU XMMNYECKVIMU

bopmynamu:
L
OCH3
N—=

Ol
: OCH
T \O 3
H

N’-(3-okcuHmonnn)-(2,6-1MMeTOKCUITUPUMULUH-4)-
aMuHOCynbdadeHnI win

1L
OCH3
N—=
H_Nz—©—SOQ—NH—\ N
OCH3
H OCH3
N—=
— SO2 — NH—
QO
AN
T 0 OCH3

N/-(3-okcnuponmn)-N, N?-6uc-[(2,6- A1Me TOKCUIUPUMU-
nuH-4)-amMuHocynbdadennn].

[ist cpaBHeHMst 6bUT BBIOpAH Ipenapar ¢ M3BECTHOI
XMMMYECKON CTPYKTYPOIl, @ UMEHHO, H-aMIHOOEH30/ICY/Tb-
dbamuo-2,6-1Me TOKCUIMPUMUIVH-4, KOTOPBII COLeP>KUT
B MOJIEKYJIe TaKOI1 Ke COCTaBHOI (parMeHT, YTO U CMHTe3M-
POBaHHBII:

N~
NHz—( )—S02—NH u

OCH3

B pesynbraTe IpoBeeHHbIX MICC/IENOBAHNIA, C TOMOLIBIO
TepMOTIPaBMMETPUUECKOTO METOJIA, JOKAa3aHa CTPYKTYpPHAs
¢dbopMya CMHTE3MPOBAHHOTO Cy/IbhaMULHOTO Ipenapara.

[pemapat npencrassier co60it N'-(3-0KCHHIOMNUT)-
N N2-6mc-[(2,6-AMMEeTOKCUTTUPUMUANH-4 ) —aMUHOCY/Ib-
dadennn].

Tepmonus mpemapara IpOTEKAeT C OTHOBPEMEHHbBIM
o6pa3oBaHMeM HOBBIX XMMWYECKUX COENVMHEHNIT B MHTEP-
Bajax Temmeparyp ot 180 go 240°C, ot 475 o 530°C u ot
530 mo 590°C.

VHTepBan TeMmmeparyp oTpbiBa (peHUTIEHOBOTO pa-
nukana us N/-(3-oxkcunpmonnn)-NLN2-6uc-[(2,6-1MMeTOK-
CUNIMPUMUUH-4)-aMuHOCYIbGadeHns], 0 CpaBHEHUIO
C TeMIIepaTypHBIM MHTEPBA/IOM €0 OTPBIBA M3 MOJIEKYJIbI
H-aMIHOOEH30/ICYIbpaMIf-2,6- ANMe TOKCUTIMPUMIUANHA-4,
cMelleH B 00/1acTh HU3KMUX 3HadeHumit Ha 180 — 200°C.,

B unTtepBane remueparyp ot 240 go 365°C oTmienis-

OCH3

I0TCA Cpa3y [Ba pajiyKaja 6-MeTOKCH-4-aMVHOIMPUINH U3
cocTaBa MOJIEKYJIBI IIperapaTa.

HO}IY‘ICHHI}IC Pe3ynbTaThbl IIOKa3bIBAIOT B3aJ/IMHOE (B
HEKOTOPDIX CITydasax CymeCTBeHHoe) BIINAAHNE paiIKaIOB 1
T'PYIII aTOMOB, a TaK)K€ CTPYKTYPbI Ha TEMIIEPATYPY U1 M€Xa-
HU3M TEpMOIN3a CY}Ib(baHI/I}IaMI/[I[HI)IX IIperaparos.

TepmorpaBuMeTpuuecKuii MeTOf, B COUeTaHUN C Apy-
TYMU XVUMUYECKUMU U (bI/ISI/IKO-XI/IMI/I‘{eCKI/IMI/I MeTOogaMun
MOXET 6bITb MICIIO/Ib30BaH B MCCIEAOBaHMAX MHANBULY-
A/IbHBIX MENMIVMHCKHUX IIp€rapaToB [IA OIIpefeIeHnAa "
YTOYIHEHMA XMNYECKOIo COCTaBa M CTPYKTYPHDBIX (bOPMy}I
UX MOJIEKYIL.

Ha xpusoit [ITA TepMorpaMmbl CMHTe3MPOBAaHHOTO
cynbdanmmammza (puc.1) BUTHBI ceMb TepMudecknx o dex-
TOB, PAaCIIOIOKEHHBIX B MHTepBajIaX TeMIepaTyp: ot 70 1o
120°C, ot 120 po 180°C, ot 180 fo 240°C, ot 240 po 365°C,
ot 365 0 475°C, ot 475 o 530°C, ot 500 1o 530°C. IepBsrit
arg03¢dext (70-120°C) nmeer makcumym npu 105°C. Emy
COOTBETCTBYIOT IoTepy Maccel (kpuBasi TG), pausre 11,0%.
PacueT MaccoBoOIl HOMM BCeX COCTABHBIX (PparMeHTOB IO
crpykTypHbIM popmynam I n Il mokasa, yro Hanbosee 67m3-
Kas BenmunHa 10,1% HaXoauTCs y peHMIEHOBOTO paMKaa
C MOJIAPHOI Maccoit 76 r/monb (Tabm. 1).

Am, %
TG

Puc. 1. lepusarorpamma N (3-okcungonmn)-N!,N*-6mc-
[(2,6-puMeToKCHNMpMMUANH-4)-aMHOCYIbdad eHm].

Bropomy srgoaddexty (120-180°C) ¢ MakcuMyMoM
npu 1700C Ha xpuBoii TG cooTBeTcTBYIOT oTepu 4,1%, uTo
IIpaKTUYeCKM COBIIAJjaeT C MacCOBOI joneit 4,3%, HaiijleHHO
PacYeTHBIM ITyTeM AJIS1 METOKCUHO IpyHnbl ¢popmyssr 11.
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Ta6nuua 1

Pesynprarsl TEpMOrpaBUMETPUYECKOTO AHAIN3A
N/(3-oxcnupgommn)-N!,N?-6uc|[(2,6-gumeTokcnnupumua-4)amuHocynbdadenn]

. . Y6binb maccbl, %
CTpyKTypHasa Tepmunueckuin | TemnepatypHbiii | Temnepartypa Macca, CooTBecTByeT OTpbIBY
dopmyna apdekr uHTepBan T,°C | makcumyma °C | nonyyennas paccunTaH- Monb ¢dparmenTa
HasA
| sHpO- 70-120 105 11,0 10,2 76 C6H4-¢EHMﬂeH
o X £ Il 3npo- 120-185 170 4,5 4,2 31 -OCH,
o o0 Q
o [eRe} o
z Zx
1 3 Il TepmoadexTt
I\ L :::3(())—_ 185-240 200 4,0 4,2 31 -OCH,
i i A 230
8 s 2(-NH-C,H,N_-OCH,)
@ @ IV sHpo- 240-265 290 32,0 325 244 6-MeToKCK-
@ @ 4-aMNHONMNPUMNLVH
\ \ V 3Hpo- 365-475 415 18,5 18,6 140 -CéH“SOZ(”
S z 5 cynbdadpeHun
/ -
1 = | VIiTepmoaddexr 475530
Zﬁ?g.' 475-500 490 185 18,6 140 -C,H,S0,,
500-530 515
VIl tfepmoaddekT 530-590
e 530-543 535 4o 38 28 N,
M= 749 543-590 550
[/mo.
vonb OCTaToK 590-920* 7 7,0 7,0 57 C,H,NO

* - TeMHepaTypa IIOJTHOTO TEPMOIN3a COENVHEHNA.

B unTepBane o180 o 240°C Ha KpUBOIT TEPMIIECKOTO
aHa/3a BUieH TepMO3(deKT, CBUAETEIbCTBYIOMINII O IPO-
TEeKaHUN B CHCTeMe JIBYX IIPOLIECCOB: IIEPBBIIL, COIPOBOXK/a-
IOIIMIICA BBIJJE/IEHNEM TEITIOTHI, @ BTOPOJ — IIOITIONIEHNEM.
MakcumyMm 9x303¢dexra pacronoxer Ha Kpusoit (JJTA)
pu Temueparype 200°C, a MakcucMyM 9HZ03pdeKxTa — npu
230°C. JaHHbBIe pe3y/IbTaThl TOBOPSAT O TOM, YTO B 0Opasiie
pu 200°C mpoucxoput npotecc 06pa3oBaHsA HOBOI XVMMM-
4eCKOJl CBS3M, BEpOATHEee BCETO, MeX/[y aTOMaMU yIiepoja
1 a30Ta, KOTOPbIE XapaKTepU3YIOTCs HeHACDIIIIEHHBIMM CBA-
3AMU, 00pa30BaHHBIMI [OC/IE OTIIeIUIeHNs (PeHIIEHOBOTO
paiuKara:

H OCH3 (1)
| N=
_ SO2 — NH N
H /N2 Q ? N
| % OCH3
C— OCH3
N -
SO2 — NH N
|L 2 N\
OCH3 (2)

[MapasnensHo mpu Temmeparype ot 180 go 240°C mpo-
TEKaeT IPOLleCC OTPbIBa BTOPOM METOKCUILHON I'PYIIIIbI
(2) or BTOpOrO MUPUMUAMHOBOTO (parMeHTa MOeKybl. C
HanbOsIbIIIel CKOPOCTBIO OTPBIB XMMIIECKOI CBS3M MPOMC-
xopurt mpu Temineparype 230°C, va kpusoit TG notepu Maccel
IIpY 3TOM COCTAB/IAOT 4,0%, 4TO COBIIAJjaeT C BbIYMCIIEHHBIMUI
4,1%. O TOM, 4TO 3Ta METOKCUTPYTITIA OTPBbIBAETCS OT BTOPOTO

MVPYMUIMHOBOTO PajiiKaia MOXKHO CYJUTD TI0 pe3y/IbTaraM,
HO/TyYeHHBIM PV PACCMOTPEHNN C/IeTYIOLIEr0, YeTBEPTOrO Tep-
Mm4eckoro addexra, KOTOpPbLII IIPOTeKaeT B MHTepBase oT 240
1o 365°C. ITo Buny xpusoii JITA MO>XHO TOBOPUTD O MEHbIIIEN
CKOPOCTH IIPOTEKAIOLIMX IIPOLIECCOB B JAHHBIX YCTIOBMAX IO
CPaBHEHMIO C IIPOL[eCCaMIt, IPOTEKAIOLMMI [Py O0/Iee HU3KIX
temieparypax. Makcumym adexra Impy 9TOM HaXORUTCS IIPK
290°C. ITpoBeieHHbIe pacyeThI M IOy YeHHbIE SKCIIEPYMEHTab-
Hbl€e JJAHHBIE ITOATBEPXK/AAIOT TOT (akT, uto mpn 240 — 365°C
IIPOMCXOIMT OTPBIB Cpasy ABYX I'PYII 6-MeTOKCH-4-aMIHO-
NMPUMIZIVHA C MOJIIPHOI flonelt paBHOM 32,5%. [lanbHerinee
HOBBIIIIEHE TeMIIePATYPbI IIPUBOJUT K IIOTEPe MacChl, PABHOI
18,5%, 9TO COBIAZIAeT C MOJISIPHOM JJ07IETE CY/Ib(haHMTAMIFHOTO
pazvKaa. MakciManbHasA CKOPOCTD OTPbIBa IAHHOTO pajiiKasa
OT MOJIEKYIIBI locTuraeTcs mpu 425°C.

B cnenyromem nntepsane temmeparyp (475 - 530°C)
Ha fuddepeHIaTbHON KPUBOJ TepMUYECKOTO aHa/In3a
pacronoxeH TepMo3dpdexT, COCTOSIMI 13 3HR0dPdeKTa
(475 - 500°C) ¢ makcumymom tpn 490°C n sx3o0addexra
(500 - 530°C) ¢ makcumymom nipu 515°C. Ha mpoTsxeHUM
Bcero mHTepBana ot 475 go 530°C xpusasa TG mmaBHO U
HeIpepbIBHO M3MeHsAET CBOI yron HakmoHa. IToteps Maccht
Ipy 3TOM cocTaBnsAeT 18,5% oT o61uelt MOAPHO MacChl
749 r/monb (cTpykTypa II). DTa BetmumHa COBIIAJaeT C pac-
CYMTAHHOJ TEOPETNYECKIM Iy TeM 1 COOTBETCTBYET OTPBIBY
BTOPOro Cy/bdadeHnIbHOTO pajiKaia ¢ MOLAPHOI Maccoit
140 r/mornb.

Habmogaemblit HaMu 9k309((PeKT [OKa3bIBaeT, YTO
HIPOUCXOAUT 0Opa3oBaHyie HOBOIO XMMIYECKOTO COefJHe-
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Hyst. [Ipy aToM sHeprusi 06pa3oBaHUs XMMIYECKON CBSI3U
110 a6COMIOTHOI BenmmunHe GOblile SHEPTU, TOTTIONIAeMOIl
Ipu paspeiBe BTOpoii cynbdadennabHoil rpymmsl (pu 475
- 500°C). MexaHV3M IPOTEKAIOLIETo IIPOLiecca, BeposATHee
BCETO, ABJIACTCA CIEAYIOLIVIM: II0C/Ie OTPbIBa CY/IbgadeHNb-
HOJI TPYIIIBI B OCTABLIEMCs pajyKaie (a) MeX/y aToMaMu
asora >N'-N?< obpasyercs eie ofHa cBs3b (cxema b). [Tpu
9TOM BbIJje/iAeMast TeIIoBas SHeprusA PUKCUPYeTcs Ha K-
Boit [ITA B Bupie 9k303¢dexra ¢ makcumymoM mipu 515°C.

B pesysnbraTe NpuUTATMBaHMA 3TEKTPOHHOTO 0bIaKa
K atomy yriepopa cBasb C-N' ocrmabnsaeTcs 11, B KOHEYHOM
utore, paspsiBaercs. OcTpomy nmky sk303ddexra mpesx-
IIeCTBYeT He3HAYUTENbHBIN Iepernd, pacriomosKeHHbI
MPaKTIYeCKU TOPU30HTATBHO, YTO TOBOPUT O KOMITEHCAIINU
IIpM JaHHBIX yenoBysax (500 — 505°C) sHepruii, mapainenbHO
NMPOTEKAKIINX MPOLLECCOB — Pa3pbIB OJHOM XMMUYECKON
CBsI3M U 00pa3oBaHMe HOBOI XMMIIECKOI CBA3ML.

Haunnas ¢ remmeparypst 530°C u Botsb o 595°C,
IIPOVICXOIAT ellje 1Ba MapaleTbHO MPOTeKaoIX MpoIec-
ca: paspbIiB xummdeckoii cBs3u C-N' 1 o6pasoBaHe HOBBIX
coepunennii N, u C,H,NO. Paspbis xummnueckoii cesasu C-N!
1 o6pasosanue N, TpOTEKal0T ¢ MAKCUMaTbHOM CKOPOCTHIO
TIpY pa3/INYHbIX TeMIIepaTypax, a UMeHHO, Tpu 535°C 1 550°C
COOTBETCTBEHHO. DTVM TeMIIepaTypaM COOTBETCTBYIOT ITUKN
tepmmaecknx agdexro. Ha kpusoit TG y6bU1b MacChl Ipo-
ABJIACTCS OFHUM OOIIMM OTPe3KOM I 000MX TepPMUYECKIX
a¢dexToB u cocrapsiet 4,5%. DTO MO3BOJISIET IIOJIATATh, YTO
110 Mepe TOT0, Kak pa3pbiBaeTcs cBsA3b C-N', Bo30y>KneHHbIe
aTOMBI a30Ta B3aVIMOJEIICTBYIOT MEXY 00011, 06pasys ra-
3006pasHblit TPOAYKT N, KOTOPbIi 1 BbIIENAETCA.

ITpm 590 - 710°C xpuBas TG 3aHUMaeT rOpMU30HTA/Ib-
HOe ITOTIOXKeHIIE 11 BBIPayKaeT MacCy OCTaTKa TEPMOJII3a CYb-
dbammpHOrO CcoenmHenus pasHywo 7,0%. Haunnas ¢ 710°C u
10 920°C, kpuBas IVTABHO CHIDKAETCA JI0 HYJIS, YTO TOBOPUT
0 TIOJTHOM TepMOJIV3€e VICCTIEYEMOTO BeIlecTBa.

CpaBHeHNe JaHHBIX TEPMOTPAMMBI M PaCUYeTHBIX, KO-
TOpBIe ObUIN MOTYYeHBl C Y4eTOM CTPYKTYp Tuma I u Tumna
II, BBIABMIO XOPOUIYIO KOPPENALMIO MEXJY 9KCIIePUMEH-
TaJILHBIMI V1 pacYeTHBIMI JaHHBIMM IO CTPYKTYpe Tuma IL.
Ha ocHOBaHuUM 9THX pe3y/IbTaToB ObIIN Clie/IaHbI BBIBOJIBIL O
TOM, YTO B YC/IOBUSIX CMHTE3a 00pa3oBanock cynbdammugHoe
coepunenue N/-(3-okcunpmonnn)-NLN2-6mc-[(2,6-gume-
TOKCUNIMPUMUANH-4) aMyrHOCynbdadenn], CTpyKTypHas
¢dbopmya KoToporo mpexcrasiena cxemoir I1.

Il TOrO, 4YTOOBI BEIACHUTD B KAKOI CTEIIEH OKa3bIBa-
0T B3aMIMHOE BJIVIAAHNE COCTaBHbIe KOMIIOHEHTDI Ha SHEPTUI0
VIX CBSI3Y B MOJIEKYJIe JAHHOTO COeAMHEHsI, ObIIU IIPOBeieHbI

H H
(b) \
- C + N=N
/
1
H

CpaBHMTe/IbHBIE TEPMOIpPaBUMeTPIYECKIe MCCIeOBAHNA
aMITHOOEH30/ICYIbPaMuzio-2,6- IMMeTOKCUIVPUMU AV HA-4.
Ha tepMorpamMMe JaHHOTO TIpernaparTa, IpefiCTaBIeHHOI Ha
PUC. 2, IPOSIBIIAIOTCS IISATh TEPMUYECKX 9 DeKTOB.

am% g

90

80
70
60].

500

20(

Puc. 2. [lepuBaTorpamMmma napa-aMuHoO0eH30Cy1bpaMumo-
2,6-FMMUTOKCUTINPUMUANH-4.

ITepsbiit 3¢ dexr mpospsgeTca B uHTepBase or 100 o
250°C makcumanbro mpu 190°C. Tlotepn Macchl COCTaBIIOT
5,0%, 4TO COOTBETCTBYET OTPhIBY Irpymibl NH, ¢ MonstpHOi
Maccoii 16 r/Morb.

Bropoit sunoaddexr Ha xpusoit JTA (250 - 320°C)
¢ MakcuMmyMoM 1pu 290°C compoBoxkpaercst 6oyee sHauM-
Te/IbHBIMM TTOTepsAIMIU Macchl, paBHbIMU 25,0%. Kpusasa TG
pe3Ko HalpassAeTcs K ocy abcipycc. PacyeTsl okasanm, 4To
TaKye [IOTepy COOTBETCTBYIOT (peHIIEHOBOMY pajuKay C
MOJISIPHOIT Maccoit 76 r/monb (Tabm. 2).

[Torepy Macchl, CONPOBOXKAIOLINE TPETUIl SHT03]-
¢exr, MMmeroiuit Mecto B MHTepBae ot 320 fo 370°C mak-
cuManbHo, ipu 345°C coctapnsaioTr 10,5%. Takas Bennmumna
MacCOBOJI JO/IM COBIAJJaeT C paCYeTHBIMU JAHHBIMY M COOT-
BETCTBYET OTPBIBY METOKCUIbHOTO paaukana — OCH,

YerBepTslit Tepmudeckuit apdexr (370 - 500°C)
COIIPOBOX/IAeTCs, Kak U mepsble Tpu addexTa, HOIIOLIe-
HVEM TEIIZIOTHI. CTICI[OBaTeHI)HO, B JaHHOM C/IyYae, Kak I B
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Ta6nuia 2
Pe3ynbraThl TepMOrpaBMMETPIYECKOTO MCCIEKOBAHNA ﬂapa-aMm-lo6el-lsoncy)lbcl)aMl/mo-2,6-11MMeTOKCI/mI/IpI/IMI/I,uI/IH-4
CTpyKTYypHas Tepmuueckuii WnTepsan remne- | Temnepatypbl Y6binb maccbl, % Macca, COOTBETCTBYET OT-
paTypbl TepMo3¢- | MaKcMMyma, I
dopmyna 3¢ dekr deka AT, °C T,9C HailneHo BbLIUMCICHO r/monb pbiBy pparmeHTa
OCi-g/N OCH3 | 3HpO- 110 - 250 190 5,0 5,1 16 NH2-amuH
Ns | Il aHpo- 250-320 290 25,0 24,5 76 CoH4-
beHnneH
NH lll>rAo- 320-370 345 10,0 10,0 31 -OCH3- MeToKcH
] 3HAO-
S02 IV aHpo- 370-500 380 21,0 20,6 64 SO2
OCH3
N
q N
V 3Hpo- 500 -630 590 34,0 34,8 108 «:/
2-MeTOKCUNMpUMn-
NH2 onH-4
M=310 r/monb OCTaToK 630 -870 5,0 4,8 15 NH-amng

IIPEBIAYILIVX, IPOVCXOAUT AeCTPYKINS Mperapara. YObuib
Maccpl py 3ToM paBHa 20,5%. PacyeTsl mokasanu, 4To B
Morekyre npenapara 20,5% cocrapser MonbHas fons SO,.
[Ipomecc orppiBa SO, OT MOTEKY/IBI JOCTUTAET MAKCUMyMa
pu 390°C.

ITaTeiit Tepmudecknit ¢ ekt HaunHaercs mpu 500°C
u 3akaH4uBaetcs npu 630°C.

B 3TOM MHTepBajie TeMIepaTyp OCTAaTOYHas Macca
npenapara usMeHsAeTca Ha 34,5%. 9To yKas3bIBaeT Ha OTPbIB
pajguKana 2-MeTOKCUNIMPUMUAVH-4 OT aMWU/JHOM TPYIIIbL.
MomnbHas 1o 2-MeTOKCUNIMPUANH-4 cocTaBsAeT 35,5%, 4To
IIPAKTNYECKN COBIIAAET C HaﬂHeHHbIMI/I Ha TepMOrpamMmme
OAaHHDBIMMN. OcraTtok COOTBETCTBYET aMUTHOMY pajMKay,
KOTOPBI coxpaHseTcs o 860°C.

Taxum 06pa30M, CpaBHMBAaA IIO/TY9Y€HHbIE PE€3Y/IbTATbI
MCCTIeflyeMBIX IIPeIapaToB, MOXKHO 3aK/IIOYNTh CTIefyIoliee:
B Iperapare #-aMUHOOeH30/ICynbhaMuio-2,6-1MeTOK-
CI/IHI/IPI/IMI/IHI/IH—‘I JHEPIVA CBA3U q)eHI/UIeHOBOI‘O papukana
Boinie, 4eMm B N (3-oxcuugonmn)-N, N> -6mc-[(2,6-11MeToK-
CcUnupuMnAnH-4)-aMuHOCynbdadenn], mosromy ¢enn-
JIEHOBBIN PpagyKa;x OTPbIBAE€TCA OT COCTaBa MOJIEKYJ/IbI TP
6oee BbICOKOI TeMueparype. OfHOBpeMeHHO HabMI0gaeTcst
" CMeEIeHNe TeEMIIEpATyp OTpblBa METOKCUJIBHBIX I'DYIII B
CMHTE3MPOBAHHOM IIpenapare B 06/1acTb 60jiee HU3KIUX Be-
JINYNH, 9TO, HECOMHEHHO, ABJISETCA PE3Y/IbTaTOM B3aMIMHOTI'O
BINAHMA COCTAaBHBIX KOMIIOHEHTOB.

BbiBOAbI

1. C mOMOIbI0 TePMOTPAaBUMETPUIECKOTO METO/A
[OKa3aHa CTPYKTypHas GOpMyia CHHTE3VPOBAHHOTO CY/Ib-
¢ammpnoro npemnapara. ITpemapar mpepcrasisieT co6oii
N/ (3-oxcuupmonun)-N!,N?-6mc-[(2,6-FuMe TOKCUTTUPUMH--
InH-4)-aMuHOCYIbdadeHn].

2. Tepmorn3 mpemnapara MpoTeKaeT C OLHOBPeMEeHHbIM
06pasoBaHMEM HOBBIX XMMUYECKNX COEIMHEHMIT B MHTEP-
Bajlax Temreparyp ot 180 go 240°C, ot 475 pgo 530°C u ot
530 mo 590°C.

3. VluTepBan TeMmeparyp oTpbiBa (eHUTEHOBOTO
panukana n3 N (3-okcunpommn)-N!, N?-6uc-[(2,6-n1me TOK-
CUITIPUMUAVH-4)-aMUHOCYIbGaeHn], Io0 CpaBHEHNIO C

TeMIlepaTypPHBIM MHTEPBATIOM OTPbIBA OT MOJIEKY/IBI N-aMU-
HoOeH30/CcynbdamMuyi-2,6-IMMeTOKCUIIVPYMUANH-4, CMelleH
B 00/macTp 6osee HU3KUX 3HaveHnit Ha 180-200°C.

4. B unTepsaine temnepatyp ot 240 go 365°C orpbiBa-
10CA Cpasy fiBa pajiuKania 6-MeTOKCH-4-aMUHONVPU/IVH U3
COCTaBa MOJIEKY/IBI IIpenapara.

5. ITonmy4eHHBIe pe3yIbTaThl TOKAa3bIBAIOT B3aNMHOE (B
HEKOTOPBIX CTy4asX CyLIeCTBEHHOE) BIUAHNE PaVIKaIOB U
TPYIII aTOMOB, a TAK)Ke CTPYKTYPbI Ha TEMIIEPATYPy U MeXa-
HV3M TePMO/IN3a CYIb(paMUTHBIX IPEIapaToB.

6. TepMorpaBuMeTpIIeCKIIT METON, B COUETAaHUMY C [IPYTH-
M XVIMIYECKUMU ¥ PUBUKO-XUMIYECKIMI METOIAMI MOXKET
OBITD IICIIONTB30BAH B MICC/IEOBAHNAX MHAVBYYaIbHBIX MEJIN-
LVHCKVX IIPENapaToB J/I OIPeNeIeHVA ¥ YTOYHEHV XVIMITIEC-
KOTO COCTaBa I CTPYKTYPHBIX OCOOEHHOCTET X MOJIEKYIL.
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KIII/IHI/IKO-(I)apMaKOIIOI‘I/I‘IeCKI/Ie ACII€EKTbI 9JHTOMOJIOTNICCKOI'O
Impemnapara MMYXEIITUH B JICYCHNN CT€aTOrenmaTuTa

JI. HaBup, B. Iukassiii, I. Hekyna, 1. byropos, 1. Kouyr

Kadenpa dpapmakomorun u xnuundeckoit papmaxonoruy I'YM® um. H. A. Tecremunany

L. David, V. Ghicavii, G. Necula, I. Butorov, I. Cosciug
Clinical and Pharmacological Aspects of the Entomological Drug Imuheptin in the Treatment of Steatohepatitis

Fifty-five patients with steatohepatitis were studied to measure the effectiveness and safety of the entomological drug Imuheptin. The study
showed that treatment with Imuheptin included in the basic therapy more rapidly decreases the pain syndrome, the icteric syndrome and
hepatomegaly. At the end of the treatment with Imuheptin, the values of the hepatic markers of cytolysis (AST and ALT) reached the normal
range in nearly all patients. The study demonstrated the positive effects of Imuheptin on the main pathogenical processes of the steatohepatitis
and in normalizing lipid metabolism.

Key words: entomological drug Imuheptin, steatohepatitis.

Pedepar

Y 55 IIalIVIEHTOB 60]IbeIX CT€aTOIrCIITUTOM 6bIJ'Ia JCCnegqoBaHa 3(1)(1)€KTI/IBHOCT]) " TOJIEPAHTHOCTb 3HTOMOJIOTMYECKOIO IIperapara
I/IMYXeHTI/IH. B pesy}IbTaTe nccaegoBaHmA yCTaHOB]IeHO, YTO BBEIOCHUE npenapaTa B 63.30BYIO TepaHI/IIO IMIAOVEHTOB CO CTEATOTCIIaTUTOM
HpI/IBOIU/IT K yMeHI)H_IeHI/IIO pa3mep03 IIe4YeHu, )KCJITYXI/I, 6I)ICTPOMY KyHI/IpBaHI/IIO 60}IeBOI‘O 1 aCTEeHO-BET€TAaTNMBHOI'O CI/IHJIPOMOB. I1o oxoHuaHUM
KYPCOBOTO JIeYeHMsI C BK/IIOYEHMEM VIMYXeNTHHA Y OO/MBIIMHCTBA OO/MBHBIX HOPMa/NM3yeTcsl aKTUBHOCTh Mapkepa uutomnsa (AST, ALT).
MMYXCHTI/[H HpeI_[CTaBIIﬂeT CO6OI‘/‘I d[')apMaKOHOI‘I/I‘-I(ECKI/Iﬁ Impemnapar, KOTOprI‘/‘I B/IVIAE€T HA OCHOBHBIC ITATOJIOTMYECKIIE HpOHECCI)I cTreaTrorernaTtmura

U HOpMa/IM3yeT JUIIFHBII MeTabo/m3M.

KnroueBblie cTOBa: 9HTOMOIOTUYECKIIT IIperiapaTr UMYXEITUH, CTEATOI'€IIaTUT.

BBepgeHue

B nauvane XXI ctonetusa oxono 400 MIH B3pOCIOTO
Hace/lleHMsA CTpajiaeT N3OBITOYHON MacColl Tefa, IPMHIMA-
IOILlENl XapaKTep anupeMuy, y KoTopbix B 30-90% ciyyaes
OIIpeMeIAI0T HeaJTKOTOTbHYI0 KUPOBYI0 60/Ie3Hb IeYeHIL.
BcnencTBue aroro, 3aboneBaHme CTAaHOBUTCS MOTEHIIMAD-
HO caMoli 9acToil GOpMOIT Cpenyt XpOHNIEeCKUX Oome3Helt
nedeHn, gocturas 60-95% [2]. Merabonudeckue mopaxe-
HIIA TTeYeHN, U3 KOTOPBIX Hanbosiee 3HaUMMbIMU SBJIAIOTCS
HEaJIKOTOJIbHBIN CTE€aTO3 M CTeaTOreNlaTuT, B CTPYKType
XpoHM4ecKuX AngysHbIX 3a00/IeBaHNUIT [IEI€HN 3aHMMAIOT
6omee 55% [3]. Heankoronbusiit creatorenatutr (HACT)
— CaMOCTOATE/IbHASA HO30/I0TMYeCKas eAVHMNLIA, /11 KOTOPO
XapaKTepHbI MOBBIIIEHNEe aKTUBHOCTY (PePMEHTOB IIeUeHU
B KpOBM 1 MOp(OIOrndecKue M3MeHeHNs B OMoITarax Ie-
YeHH, MOff0OHbIe M3MEHEHNMAM IIPU aIKOTO/IBHOM TellaTnTe
— X1poBas AUCTPOISA U BOCHanuTenbHas peakuys. OnHako,
6onpuble ¢ HACT He ynoTpe6IsioT a/IKoro/ib B KOMNYeCTBax,
CIIOCOOHBIX BBI3BATh IOBPEXeHNMe MedeHn. TepMuH “Heas-
KOTO/IBHBIIT” MOf9epKBaeT 060CO6IeHHOCTD 3TOI HO30710-
IUMYeCKONl eVHNUILIBI OT alKOrobHOI 60/me3Hn. OCHOBHO
TIPUYMHON PasBUTHA CT€ATOTENATHTA CYUTAIOT IIOBBIIIEHHOE
cofiep>KaHMe B TeYeHV CBOOONHBIX KUPHBIX KUCIOT [4, 5,
6]. Xotsa HACTI, vare Bcero, mpoTekaeT foOOpOKaueCTBEHHO
U 6eCCUMIITOMHO, B psijie C/Iy4aeB pa3BUBAIOTCS LUPPO3
TIe49eHN, TOpTaabHAA IMIIEPTEH3MSA U IIeYEHOYHAsA HEJOCTa-
TOYHOCTS [4,7]. ITpu BoI6Ope /1e9eOHOTO ITOXO0MIA YINTHIBAIOT
¢doHOBBIe 3ab0meBaHus 1 PAKTOPBI pucKa. BONbIIMHCTBO
pPeKOMeHMAL I 110 JIeYeHNUIO XXIPOBOIl 60Ie3HN ITedeHN
CBOJATCSA K MCK/IIOUEHNIO NTpUEMa alKOTOJA, MEJJIEHHOMY
CHIDKEHIIO MacChl Tefa, HU3KOKaJ//IOPUITHOMY MMUTAHUIO (25
KaJI/KT/CyT), MeIUKaMEeHTO3HO U AVeTNIeCKOil HOpMay3a-

LIV IIOKa3areJiell YIIeBOJHOTO 1 IMINMAHOrO obMeHa [2]. B
HAacTosAlllee BpeMs B apCceHasie Bpaya OTCYTCTBYIOT MeJjyKa-
MEHTBI C HAy4HO JOKa3aHHDIM B/IMAHVEM Ha MeTaboIn3M 1
BBIBefIeHI€e /INIINJIOB U3 TeIIaTOLUTOB. VIMEIOTCA efMHNYHbIe
coo011eHNs 06 MCIIONMb30BAHNI B TePaINyl HeaIKOTO/IbHBIX
CTeaTOreNaTUTOB IIPENapaToB, IOBBILIAIOIIIX YyBCTBUTE b-
HOCTb MHCY/IMHOBBIX PeLeNTOPOB 1 CHYDKAIOIINX VHCY/IN-
HOPe3MCTEHTHOCTD (OMIyaHNU/IbI, THA30/IMANHESOHBI), IIOf
B/IUSIHMEM KOTOPBIX B KPOBJ YMEHbBILIAeTCSA KOHLEHT AL
IJIIOKO3bI, CBOOOIHBIX )KMPHBIX KUC/IOT, MHCY/IMHA, TPUITIN-
LIepU/IOB U MIOHIDKACTCS CUHTe3 TMINAOB B remarouyure [8].
ITporuos HACT ocraercst HesicHBIM. B ¢Bsi3u ¢ atum haktom
Lie/Ib BCEX TePaleBTUYEeCKIX MeP COCTONUT B TOM, YTOOBI OC-
TaHOBUTD IPOrpeccupoBaHue OOIE3HN U, €C/IU BO3MOXKHO,
HPeSOTBPATUTD PasBUTIE LVPPO3a eYeH.

Ilo HacTosAILero BpeMeH) He pa3paboTaHO CTPOTUX
cxeM BepieHuA nanuentos ¢ HACI. ITockonbky sTmomnaro-
reHeTraeckne MexaHn3Mbl HACT nonHOCTBIO He U3y4eHbl,
TeparusA OCTaeTCA SMIIMPUYECKOI 11 OTpaHIYeHa PacCMOTpe-
HIeM ITaTOTIOIMYeCKIX COCTOSHMIA, CBA3aHHDIX C Pa3BUTIEM
HACI. Vcxops n3 maToreHesa HeajIKOroJIbHOI'O CTeaTorela-
TUTA, MEXaHM3M PasBUTVA KOTOPOTO BKIII0YaeT HAKOIIIeHNe
TPUITIMLIEPULOB M aKTUBALNIO IEePEKVCHOTO OKMCIeHNUA
JIMINIOB, aKTYa/AbHBIM IPeCTaB/AeTCA UCIONb30BaHNe
npernaparoB acceHnuanbubx pochonumnupos [1, 7, 8].
[Tpumenenne scceHIMaNbHBIX GOCHOMUINTOB OCHOBAHO Ha
cBoIICTBaX POCHATUAVMIXOMIMHA HOPMAIN30BaTh META00M3M
KJIETKH 32 CYeT BOCCTAHOB/IEHUA CTPYKTYPHO-(DYHKINO-
HaJIbHOII 1{e/TOCTHOCT K/I€TOYHBIX MeMOpaH IelnaToOLMTOB.
Pe3ypraThl MHOTOYMC/IEHHBIX 9KCIIEPYMEHTA/IbHbIX U KJIN-
HIYEeCKMX MCCIIeJOBaHMII IeMOHCTPUPYIOT BbIpa>KeHHbIE
perapaTuBHbIe CBOIICTBA 3CCEHIMAIBHBIX (ochonmnmios
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IIpY MTOBPEX/IEHUN TIeYEHN Pa3/INMYHOl 3THonoruu. B pany
9TUX CBOJCTB Hambojiee BaXKHOII SIB/LIETCS aHTMOKCHUIAHTHAS
U aHTNUOPOTIYECKast AKTUBHOCTD 9CCEHIMAIBHBIX (oc-
¢dbonmuoB, peanusyomnascs yepes pasHoobpasHsle 6uo-
XMMIYeCKUe MeXaHU3Mbl. Baroapsi COueTaHuI0 MOMTOXKI-
Te/IbHBIX 3P PeKTOB dcceHLManbHble (POCHOMMIMBI HINPOKO
VICIIO/Ib3YIOT B FACTPOIHTEPOTIOI U I, B IEPBYIO OU€pPeNb, IPU
MeTaboMMuecKux 3aboneBannax neuenu (6, 7). Knuamdeckoe
3HAYEHIe CCEHIMANBHBIX POCOMUNIIOB, HECMOTPsI HA UX
INTENbHOE IpUMEHEHIe B MeAMIVHE, BO3PACTALT, a KPYT
IMOKa3aHMUI K MX UCIIONb30BaHNIO paciunpserca. Hlupokui
BBIOOP CPECTB BO3/EICTBNUA Ha pasauyHble (paKTOpbl Ia-
TOTeHe3a HeaJKOTONIbHOIO CTeaToreraTuTa M OTCYTCTBUE
eIMHOTO MO/IXO/fa K JIeYeHNUIO TAHHOTO 3a00/IeBaHMsI OIIpefie-
NS0T HEOOXOMMMOCTD JIa/IbHENIINX MCC/IENOBAHMIA C LIE/IbIO
oL[eHKM 3¢ (EeKTUBHOCTI PasINYHBIX (HapMaKOIOTMIeCKUX
CPEACTB U ONTYMMU3AINI CYLIECTBYIOIINX CXeM JIe4eHNs.

Iens MccnemoBaHMA — V3YYUTh KIVMHUYIECKYIO 3¢-
(eKTMBHOCTh YHTOMOIOTMYECKOTO TIpenapaTa MMYXelTHH
U OL[EHUTb €0 B/IMsIHIE Ha [IOKa3aTe Iy IMIIIHOTO 0OMeHa
y GO/IBHBIX CTE€ATOTeIIATUTOM.

Ma'repwan n metoabl nccnepoBaHnAa

ITpoBezeHO OTKPBITOE IIPOCIIEKTYIBHOE CPABHUTEIBHOE
PaH/IOMM3NPOBAHHOE VCCIIEJOBaHME, B KOTOPOM IPVHSAIN
y4actye 55 60/1pHbIX (30 )KeHIIMH U 25 MY>XYIH) B BO3pacTe
o140 1o 65 ner, cpegumit Bodpacr (57,0 + 4,5 ropa), KOTOpPBIX
06crefoBay ¢ IpyMeHeHMeM OOIIeITPUHATHIX KIMHINYECKIX
1 1a60PaTOPHO-MHCTPYMEHTA/IbHBIX METOHOB.

Kpurepun BK/Io4eHNA B uCCiefoBanue: 1) Bospact
nmanyeHToB crapure 40 jeT; 2) [MarHOCTUYECKUEe KPUTe-
pUY HEaJKOTOJIbHOTO CTeaTOTelaTnTa; 3) MUCbMEHHOe
nHGOPMMUPOBAHHOE COIIacue IalyeHTa Ha ydacTue B
uccnefoannn. Kpurepun ncknodenus: 1) maboparop-
Hble TIPU3HAKN MHQUUVPOBAHMA BUPYCAMU TeaTUTOB
B, C, G; 2) o6MeHHBIe, ayTOMMMYHHBIE 3a00IeBaHILS; 3)
TSDKeJIble COIYTCTBYHOIue 3aboneBanns (cephedHas He-
HOCTaTOYHOCTD, 3a00/IeBaHMA JIETKUX, 3/I0Ka4eCTBEHHbIE
HOBoOOpasoBaHus); 4) yposeub AJIT nmn ACT, mpeBsima-
0L HOPMY B 3 1 6oee pas, copepkanme 6unnpy6mna
W menodHoi ¢pocdarassl mpeBblailee HOPMY B 3 U
6oree pas.

Ilo u mocre nedeHns U3ydany KIMHUYECKMe IPOsB-
nennsa (60neBOI, MUCIIENTUYECKNT, aCTEHO-BETeTaTYBHBII
CUHJPOMBI), OMOXVMHUYECKIEe [I0Ka3aTe/lN, XapaKTepusyo-
mye cyuagpoM nuromsa (AJIT, ACT), xonecrasa (wenodnas
¢docdaraza, ITTIL, xonectepu). YIbTpasByKoBOe MCCIENO-
BaHIe OPTaHOB OPIOLIHON ITOTIOCTI MIPOBOMIIN C IIOMOLIIBIO
ckaHepa «Anoka SSD-630». ComepkaHMe XOmecTepuHa
(OXC) B cpiBopoTKe KpoBu, Tpurmnepunos (TT), XC nu-
IoNpoTeN 0B BricoKo motHocTy (JITIBII) mposopymm Ha
anamm3satope Kposu Vitros 250 Iahnoson and Iason Clinical
Diagnostics 1 DTGO System Kodak Ektachem ¢ momorpio
CTaHJAPTHBIX C/IAJIJOB METOOM CYXOV XIMUI. YPOBEHD IIPO-
TUBOBOCIIA/INTE/IbHBIX IUTOKMHOB — MHTepeiikyHa-1 (JJ1I-
1), pakropa nexposa onyxorneit (PHO-a), nareprneitknza-8
(MJI-8) msyvanu MeTofoM MMMYHO(pEPMEHTHOTO aHAIN3a

¢ tect cucreMamu 000 «[Iutoxun» (Cankr-Ilerep6ypr) no
MEeTOJMIKe OIVICAHHOI IPOM3BOANTENIEM.

MeTOfOM IPOCTON, CITy4altHOI BHIOOPKY IAI[EHTOB
paspgemuu Ha 2 rpynsl: I — 30 60/1bHBIX (OCHOBHAS TPYII-
ma), nony4danu 6asucHOe JedYeHue M 9HTOMOMIOTMYIeCKII
npenapat umyxentrH (Insect FARM S.A., Roménia) mo 300
MT B JIeHb 4epes 2 — 3 yaca noce y>xuHa; II - 25 mannueHnTos
(rpyria KOHTpPOJIA), HOTyYaBIIMX TOJIBKO Oa3VICHOE TeYeHue.
JIUTeNbHOCTh Tepaluy CoCTaBiANa 2 MecAna. [Tomnmo
HepBI/I‘IHOI/UI I[OKyMeHTaI_H/H/I, Ha BCEX IMMALIMMIEHTOB 3aII0/THAIN
MHHI/IBI/IHY&HI}HI)IG perncTpaniiOHHbIE KapThl, B KOTOPbIX pe-
TUCTPUPOBAIU PE3Y/IbTAThI KIMHUYECKOTO, 1a00PAaTOPHOTO 1
YIBTPacOHOTpaduecKOro MOHITOPIHTA C aKIIEHTOM B KOH-
TPOJIBHBIX TOUYKAX HAOJIOfIEHNS: IepBIYHOE 00C/IefoBaHNe
- 4epes3 3 CYTOK OLleHMBA/IM KpUTEPUM BKIIOUeHM / VICKIIIO-
qeHUs; yepes 1 Mecsr — usydanu 3¢ ¢GeKTUBHOCTD I Iiepe-
HOCHMOCTb VIMYXEIITHHA; Yepes3 2 MecCslla — OKOHYATe/TbHO
OLIeHMBA/IU Pe3Y/IbTATHI IeueHNs. Y BceX OOMbHBIX Yyepes 1 u
2 MecsiLja IPOBOAWIN KOHTPO/IbHOE KIMHIKO-TabopaTopHOe
obcnenoBanme. dPpPeKTUBHOCTD TeUeHNsT aHATU3UPOBAIIN
Bpa4 M IMalIMEHTDI C y‘IeTOM 3-x BapMaHTOB: XOpoIlada (HCT
as06); yoBIeTBOpUTeIbHAs (He3HAYMTENbHBIE )KAM00BbI);
wioxast (coxpaHeHMe Xanob, 0TKa3 OT pueMa IIperapara).
JIns cratuctideckoit 06paboTKy MaTepuana MCIoIb30BaIN
METOIbI OMNMCATENTbHOM CTaTUCTUKIUA.

Pe3ynbTaTtbl 1 Nx 06cyKaeHne

o Havyasta iedeHnst y 60/IbHBIX OCHOBHOJ IPYIIITBI M TPYII-
IIbI KOHTPOJISI BEIPAKEHHOCTh OCHOBHBIX MapkepoB HACT 6sura
IIpUMepHO ofyHaKoBoii (p > 0,1). [MTeIbHOCTD CylecTBOBa-
HJ1A CUMIITOMOB B IIPOLIecce JIEYeH A CYIIeCTBEHHO OT/IMYasIach
y maryeHToB 1-it u 2-it rpynmsl. Hanbornee ordeTninso atn
Pas/mIumsA OKa3a aHa/M3 KIIMHINYECKON CHMIITOMATUKM Yepe3
1 MecA1l MCCeiOBaHNA, BbIABUBILNIA Pa3/N4nsA B COXPAaHEHUN
psAla CUMIITOMOB ¥ CHHJPOMOB MeX[y IPyHIamy GObHBIX,
HOJTy4aBIINX TPAANIMOHHYI0 MeTabOIMYeCKYI0 Tepanuio 1
HalyeHTaM!, JOIIO/IHUTENIbHO HOMTyYaBIIMMY UMYXEITHH.
ITony4yeHHble JaHHbIE OTPaXKEHBI B TAOT. 1.

ITocne 3aBepuieHnsA 2-X MECAYHOTO JIEUEHUA CYIIeCT-
BEHHO yMEHbBIIN/INCh CYO'beKTUBHBIE MapKepbl OPa)KeHN
HeYeHN y manueHToB o6enx rpyni. OXHAKO, CTaTUCTIYeCKU
TOCTOBEpHBbIE I3MEHEHM 3aperCTPUPOBAHbI YXKe depes
16 Hemenp mMOCIe Hadama KypCOBON Tepannu y 6OMbHBIX
OCHOBHOII rpyminsl. Kak BUIHO U3 IpeACTaB/IeHHbIX B Ta0JL.
2 JaHHBIX, y OOJIbHBIX ITO/TyYaBIINX MMYXEIITIH, 10 OKOHYa-
HUIO KYPCOBOTO Ie4e€HM KIVMHMYECKME CUMIITOMBI B 11€/10M
perpeccupoBajy 3HaYUTEIbHO OBICTpee, 10 CPABHEHMUIO C
HalIeHTaMy, He [I0/Iy4aBLIMMI STOT IIpernapar. Tak, y 60/b-
HbBIX 1-il TPYIIIBI TaKye CUMIITOMBI, Kak 00/Ie3HEHHOCTb B
paBOM Mofipebepbe, MeTeOpy3M, CTabOCTh 1 YTOM/ISIEMOCTb
yMeHbLIMINCh B 13, 18, 1 3,1 pasa coorBeTCTBEHHO. Y 60/Ib-
HBIX T'PYIIIIBI KOHTPOJIA TAK)Ke HaO/II0f1a/1ach OIOKUTeIbHAS
AMHAMMKa aHa/IM3MPYEMBIX [T0Ka3aTesieil, OfHaKO OHa OblIa
MeHee 3Ha4YVMMOI, YeM B OCHOBHOII rpyme (yMeHbIIeHye
VHTEHCUBHOCTU B 3, 2 u 2,4 pas3a). AHa/mu3 KIMHNYECKUX
TAHHBIX 4Yepe3 2 MecsAla UCCIeNoBaHMA B 11eI0M IT0Kasasl
Ta/bHEIIYIO TIONMOXXUTENbHYI0 NMHAMMUKY CUMIITOMOB y
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Ta6muua 1
[uHaMIKa KIMHNIECKNX CUMIITOMOB Y 00NbHBIX 00CIENOBAHHBIX Tpynn B IIpoliecce meYeHms (B 6ammax)
I rpynna (n = 30) Il rpynna (n = 25)
Knunuueckuin mapkep UcxopHble Yepes 1 Yepes 2 UcxopHble Yepes 1 Yepes 2
AaHHble mecsAy mecAua AaHHble mecsy, mecAua
BonesHeHHOCTb B NpaBom nogpebepbe 26+0,3 1,7+0,3 0,2+0,12* 2,7+0,2 1,9+1,1 09+0,2
TAXecTb B NpaBoM noapebepbe 23+04 1,8+0,2 0,7 +£0,12% 24+0,2 2,1+06 09+0,3
O6uwas cnaboctb 2,5+0,2 1,9+0,1 0,8 +0,15* 2,6 +0,1 2,0+0,7 1,1+04
MeTeopusm 1,8+0,1 1,0+0,1 - 1,8+0,2 14+03 09+0,2
ManbmapHada spuTema 1,4+0,2 0,5+0,1 - 1,3+0,1 0,7+0,2 0,3+0,1
[enatomeranus 25+0,3 1,6+0,2 0,6 +0,13* 24+0,2 1,7+0,9 1,2+0,5

HpI/IMC‘{aHI/IC: *- p< 0,05 - pasnmmana IMoKasaTesneil CTaTUCTUYeCK AOCTOBEPHBI MEXAY MCXOMHBIMU JAaHHBIMU 1 Y€PE3 2 MecsIa

JICYCHUA.

Ta6nuia 2

Ounamuka ypoBusa AJIT, ACT u o6uero 6mnupy6una y
00CIeqOBaHHBIX OOTBHBIX B XO/I€ TeYeH ST

. I rpynna Il rpynna
Jla6opaTopHblit MapKkep (n=30) (n=25)
ACT (E/n): icxopgHo 75,5+8,2 76,3+8,7
Yepes 1 mecay 41,2 + 4,8%** 624+7,38
Yepes 2 mecAua 30,1 £ 3,8%** 49,3 £5,1**
ANT (E/n): NcxopgHo 56,6 + 5,4 578+5,6
Yepes 1 mecay 46,8 + 4,9%* 453 +4,9
Yepes 2 mecAua 24,8 + 3,1%** 40,9 + 3,8**
Brnupy6uH, obwwmin (MKmonb/n):
McxopgHo 31,148 324+39
Yepes 1 mecay 18,2 + 5,2%* 276+3,8
Yepes 2 mecAua 14,8 £ 4,8*** 23,5+£4,1*

[Tpumeyanne. *- p < 0,05;**- p < 0,01 ***- p < 0,001 —pasmraa
TIOKa3aTeyeil CraTyiCTYYeCK OCTOBEPHDI MEXK/TY VICXOTHBIMI 1 Yepe3

1 11 2 MecsILia iedeHmsl.

601bHBIX 06eyX rpymiL. OTHAKO, TONBKO Y OOIbHbIX, IOy YaB-
IIVIX IMYXETITVH, ObI/Ia JOCTUTHYTa IIO/THASA PETPeccys TAKIX
CUMIITOMOB, KaK 0OJIe3HEHHOCTb B IIPAaBOM IOfipebepbe,

MEeTeOpU3M, TAKECTb B IIPAaBOM IIofipebepbe 1 CaboCTh, B
TO BpeMA KaK y HaI[IeHTOB KOHTPOJIbHOJ TPYIIIbI OHM IIPO-
TOTDKANIN COXPAHATBCA, XOT:A OBV MeHee BHIPayKeHHBIMU 110
CPaBHEHMIO C IIePBBIM MeCAIeM MCCIelOBaHMA.

Iunamuka yposas AJIT, ACT, obuero 6unupy6una
y 06creoBaHHBIX GOIBHBIX B XOfie JIeYeHNs IpefiCTaB/IeHa
B TabL. 2.

Kax crnegyer us Tabn. 2 y 60mbHBIX 06eMX TpymII, B
Ipolecce MPOBOAMMOII Tepalny, OTMedYaaach yMepeHHasd
[ONOXKUTeNbHaA guHaMuKa K cHyokennio AJIT, ACT u 6u-
7mmpy6uHa K KOHILy 1 MecAlja jedeHys, Ho oHa Oblma Oomee
BBIPQXXCHHOIT y GO/IbHBIX, IIONTy4aBLINX MIMYXEITHH.

JTvHaMurdeckuit 1a60paTOPHbI T MOHUTOPVHT aKTHB-
HOCTJ LIMTONUTUYECKOTO CUHAPOMA II0Ka3anl 6oiee 3HaUM-
Moe 1 focToBepHOe cHipkeHne akTuBHOCT ACT 1 AJIT Ha
(doHe Tepanmy IMYXeNITVHOM y>Ke 4epe3 1 MecsAll TedeHms.
B panHoOI rpymie, 1m0 3aBepIIEHNI0 KyPCOBOTO JI€UeHN,
HaOJTI0f1a/I0Ch YBEIMYeHNe YJC/Ia TAIMEHTOB C HOPMa/IbHBIM
ypoBHeM ACT u AJIT, dyero He OBIIO OTMEYEHO B TpyIIIe
KOHTPOJIA.

Ta6ma 3
JuHamMuka ynprpaconorpadmiecknx mapkepos HACI
I rpynna (n =30) Il rpynna (n = 25)
YneTpacoHorpaguyeckie mapkepbi UcxopHblie Yepes 1 Yepes 2 UcxopHblie Yepes 1 Yepes 2
AaHHble mecAy mecAlya AaHHble mMecay mMecAaua

Pasmepbl nene O K s 1033£7,9 826+92 | 654129 | 1014132 | 814%132 702+94
77,3+9,0 68,7 £7,1 58,1 +£4,1* 78,7 11,7 683+124 69,8 £ 16,2
Pasmepbl ”paBB‘;: Aonu, Mw: /3 137,5+7,1 117,2216,1 922+6,1% | 1291+164 | 1191+137 | 1163108
107,9+8,1 1052 +6,2 82,4 £7,4*% 100,6 £ 14,1 107,7+17,3 105177

DXOreHHOCTb MapeHXMMbl, 6ansbl 1,49+ 0,07 1,13+0,14 0,69 + 0,02* 1,56 £0,31 1,29 +0,53 0,98 £0,22

OOHOPOAHOCTb NapPeHXUMbI, 6ansbl 0,95+0,03 0,68 +£0,09 0,4 +0,06* 0,7+0,14 05+0,12 08+0,23
MmnepaHc, eq. 0,8 £0,05 0,5+0,1 0,3 +0,04* 0,76 £0,3 0,56 £0,22 0,64 +0,37

ITpumevanne.*- p < 0,05 — pasmran MoKasaTe/Iell CTATUCTIYECK JI0CTOBEPHbI MEKITY VICXOIHBIMI 1 Yepes 2 MecAla JIeYeHNs,; 11/3 — ITIepefiHe-
3aJIHMIT pasMep, B/H — BepXHe-HIDKHMIT pasMmep.
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Ta6nuia 4
,HI/IHaMI/IKa MoKas3areyei ANINUITHOIO o0MeHa B 3aBMICHMOCTH OT BUIa l'lpOBOI[I/IMOf;I Tepannn
I rpynna (n =30) Il rpynna (n = 25)
MNMokasaTtenu
Wcxopnvie Yepes 1 mecay | Yepes 2 mecauya Wcxopnvie Yepes 1 mecay | Yepes 2 mecauya
AaHHble AaHHble

06Kt xonecTepuH (Mmonb/n) 7,93+0,31 6,81 +0,35 6,41 +0,29* 741 +0,29 7,02+0,30 6,89 + 0,41
Tpurnuuepugbl (Mmosnb/n) 2,98 +£0,27 2,54+0,31 1,12+0,28* 2,88+0,26 2,70+0,27 2,57+0,28
XCINBMN (mmonb/n) 0,93+0,10 1,03+0,12 1,12+0,12 0,94+0,13 0,95+0,15 0,94+0,19
XCJIMHM (mmonb/n) 6,12+0,21 529+0,34 4,95 +0,14* 571+0,24 5,63+0,21 4,88+0,15
XCJINOH (Mmonb/n) 1,31+£0,09 1,28 +0,07 1,12 £ 0,08* 1,39+0,08 1,35+0,07 1,20 £ 0,09
WHpekc ateporeHHocTm (ycn. eq.) 6,24+0,16 519+0,17 4,38 +0,15* 6,31£0,21 4,93 +0,24 538+0,23

[Tpumedanme: *- p < 0,05 — pasnuyunaA noKasareseil CTaTUCTUIECKY JOCTOBEPHBI MEX/1y MICXOHBIMI JJAHHBIMM U ITOCTIE JIEYEHNUA.

B Ta651. 3 npyBeeHbI JaHHbIE YIbTpAacOHOTpaduuecKo-
TO UCCIel0OBaHNA, CBI/IeTeNbCTBYIOIINE O TI0/I0KUTE/TBHOM
M3MeHEHNM CTPYKTYPBI TedeHN Ha pOHe Teparmy, BK/I0Ya-
IolIelt UMYXeNTHH. Y OO/IbIIMHCTBA 60/IbHBIX, OMTYYaBIINX
UMYXEITHH, BbIAB/IEHO YMeHbIlIeH) e pa3MepOB IIPaBoii o
ne4yeHy, IpeuMyIeCTBEHHO IepefHe-3aIHNX pa3MepoB.
[TapameTpbl, OTpakaroliyie INIOTHOCTD IIe4eHY (9XOTeHHOCTb,
OTHOPOIHOCTb HMAPEHXUMBI U VIMIIE[AHC) YMEHBIIVIINCD B
2,1, 2,3 1 2,6 pa3a COOTBETCTBEHHO. B KOHTPONIbHOII IpyTIIIe
6O/IbHBIX YCTAHOBJICHBI MI3MEHEHNS YIbTPACOHOTpadIecKmx
mapkepoB CI, ofHaKO OHM OBbITV CTATUCTUIECKY HE3HAIVIMBI
(p>0,1).

[TapannenbHo M3MeHEHNAM KAMHMYECKO KapTUHBI,
OMOXMMMYECKIUX TOKa3aTesIell KPOBY, OLeHUBA/IN AVHAMUKY
IoKasaTesell MMNNUAOIPaMMBbl B IIpollecce KYPCOBOTO Jieue-
Hus (Tabn. 4).

VI3 npuBefeHHbIX B Tab/uile 4 AaHHBIX BUJHO, YTO Y
OO/bHBIX 1-11 TpyIIBl Ha (OHE JIeYeHNUs] IMYXEIITVHOM, J{0-
CTOBEPHO CHIDKAJICS CPEHIIT YPOBEHD 001IIeT0 X0/IeCTepiHa
Ha 13,1%; numonportenasl HU3Koi maoTHocTu (JITTHIT)
YMeHbIIMINCD Ha 37,2%, Tpurnuuepupsl — Ha 30,2%, MHEKC
areporeHHocT — Ha 20,0%. B xofie 1eyeHus1 BbIsAB/IEHA TEH-
TeHILIM K IOBBIIIEHNIO TUIIONPOTEN OB BHICOKOI ITIOTHOCTH
Ha 20,4% (c 0,93 + 0,10 mo 1,12 £ 0,12 mmons/a, p > 0,1). B
KOHTPOJIBHOII TPYIIIie TaKKe Obl/Ia OTMeYeHa OIOXKITENb-
Has JMHAMUKA B II0KA3aTe/ X AUIMEHOrO 0OMeHa, OIHAKO,
pasnuuysi 6bUTM CTATUCTUYECKN HEIOCTOBEPHBIMI. AHAMN3

u3MeHeHMs YpoBH: TT, Kak OfiHOI 3 OCHOBHBIX ITATOT€HETH -
yeckux xapakrepuctuk HACT, B Xofie 1eueHns 03BOMNII yc-
TaHOBUTD JJOCTOBEPHOE CHVDKEHME K KOHITY 2-TO MecsAla B 1-oit
TPYIIIle, BO BTOPOII TPYyIIIle OTMeUeHa TaKXXe IOJIOKUTeIbHAA
IVHAMMKa aHaIM3MpPyeMOro IoKasaTesis, OfHAKO, pas/indms
OBbIIV CTATUCTUYECKY HEOCTOBEPHBIMU (Ta0I. 4).

JuHaMMKa cofep>XKaHNA IUTOKMHOB B CHIBOPOTKE
KPOBU Y NAlL[ME€HTOB C HEAaJIKOTOJIbHbIM CTeaTOrenaTuTOM U
X M3MeHeHMe B IIpoliecce pas/IMYHbIX CXeM Tepanui, Ipe-
cTapJleHa B Tabl. 5.

VI3 pencTaBNeHHBIX B Tab/I. 6 JAHHBIX BUJHO, YTO 10
Havaja JIe4eOHBIX MEPOIPUATIIL Y MALMEHTOB 1-11 1 2-11
TPyIIbl OTMEYEHO IOBbILIEHNE YPOBHs BCeX NPOBOCIIA-
JINTENbHBIX IUTOKMHOB. [l BCeX M3y4aeMbIX LIUTOKMHOB
obHapy»eHa IpsiMasi 3aBUCHMOCTb MEX/Y IOBBIIIEHIEM
UX YPOBHA M BBIPa)K€HHOCTbIO aKTMBHOCTU MapKepoB
yuronutndeckoro cuugpoma (MJI-1-4 = 0,531; UJI-8-u =
0,578; DHO-a-4 = 0,568). CriefiyeT OTMETHUTb, YTO CHIDKEHIE
YPOBH;I IPOBOCIIAIATEIBHBIX IUTOKMHOB HAO/II0AIOCh IPK
000UX BapraHTaX Tepanuy, Ho JOCTOBEPHO Ooree 3HAYMMAsT
avHaMuka yposs MJI-1, VIJI-8 u ®HO« 6s11a gocTuruyTa
B TPYIIIle NallYIeHTOB, IIO/Iy4YaBUINX UMYXeNTIH.

AHanms pe3y/IbTaToB OL|eHK) TOPMOHA/IBHOTO CTaTycay
00CTIeOBaHHBIX 60/IBHBIX OCHOBHOI M KOHTPOJIBHOI IPYIII
IIOKa3bIBaeT, YTO [JOTIO/THUTEIbHOE BK/IIOUeHME UIMYXelTHA
B KOMIIJIEKCHYIO TE€PANNIO CONPOBOXKIA/NIOCh JOCTOBEPHBIM
CHIDKEHUEM YPOBHA KOPTM30J1a, KaK MapKepa BbICOKOTO

Ta6muma 5
JuHaMMKa cofiep>KaHNA HMTOKIHOB B CBIBOPOTKe KPOBH B IIponecce 16-1 HelleIbHOrO Kypca IeYeHM s
I rpynna (n =30) Il rpynna (n = 25)
Mokazatenu UcxopHble UcxopgHble
BaHHbIE Yepes 1 mecay Yepes 2 mecauya RaHHbIE Yepes 1 mecay Yepes 2 mecaya

NN -13, nr/ mn 248,7 £ 8,4 164,2 +6,2* 96,4 + 5,2%* 253679 189,7 £6,1* 136,8 £ 5,8**
WNn-8,nr/mn 91.6+53 71,8 +4,2% 57,4 +4,3*%* 92,7+4,8 83,4+5,1% 76,3 +5,6%*
OHO-A nr/ mn 484+2,2 31,6 £2,7* 20,7 £2,5%* 50,3+25 46,8 +2,7* 39,5+ 2,8%*

HpVIMe‘{aHI/IH: *- p< 0,05 - pasmmana TI0Ka3aTesneil CTaTUCTUYeCKI AOCTOBEPHBI MEXKIY MCXOAHBIMI JaHHBIMI U IIOC/IE JI€YECHNA.
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Tabmua 6

JuHaMuKa cofiepKaHuA TOPMOHOB B CBIBOPOTKE
KkpoBn y 6onbpubix HACT B 3aBUCHMOCTH
OT BU/Ia IPOBOJVMOIL Tepanmin

1-Arpynna 2-arpynna
Mokasartenn (n = 30) (n = 25)
KopTuson, Hr/mn
NCXonHO 512,5+12,5 | 522,5+19,7
yepes 1 mecay, 498,2+ 13,8 516,8 £ 19,2
yepes 2 mecaua 435,7+16,2* | 512,9+19,9
T3, HM/n
NCXonHO 2,01 £0,21 2,08+0,13
yepes 1 mecay, 2,18+0,13 2,1+0,14
yepes 2 mecaua 2,25+0,12 2,11+0,15
T4, HM/n
NCXOAQHO 84,5+5,1 826+74
yepes 1 mecay, 85,3+5,2 829+7,1
yepes 2 mecaua 86,1 +3,7 833+7,7
TTI, MME/Mmn
NCXOQHO 1,9+0,2 19+04
yepes 1 mecay, 1,9+0,3 1,9+0,3
yepes 2 mecaua 1,8+0,3 20+0,3
TecTOCTEPOH (eH), HMONb/n
NCXonHO 1,75+0,15 1,77+0,13
yepes 1 mecay, 1,71+0,23 1,78+0,14
yepes 2 mecaua 1,65 +0,21 1,79+0,11
JcTpagunon (KeH), HMonb/n
NCXonHO 1755+18,6 | 1784+ 14,7
yepes 1 mecay, 188,3+224 180,5+ 15,8
yepes 2 mecaua 213,4+ 25,1 187,2+ 15,1
TectocTepoH (MyX), HMONb/N
NCXOQHO 11,9+ 2,1 11,6+1,9
yepes 1 mecay, 12,7 +2,0 11,7+1,8
yepes 2 mecaua 136+14 11,8+ 2,1
dcTpaguon (Myx), HMonb/n
NCXOQHO 20,2+2,9 21,2+28
yepes 1 mecay, 19,7+2,5 214+2,6
yepes 2 mecaua 192+2,6 21,8+2,3

[Tpumevanme: *-p < 0,05 - pasamymsa moKasaTenen
CTATUCTMNYECKN JOCTOBEPHDBI MEXTY NCXOOHBIMI JAHHBIMU,
¥ IIOCTIE JIeYEeHMA.

YPOBHsI CTPECCOPHOI HANPS>)KEHHOCTN MAaljMeHTa, YTO
MIOJIO>KUTENbHBIM 00pa3oM CKa3amoch Ha KadyecTBe KMU3HU
IALVEHTOB. Y [AI[1IeHTOB KOHTPOJIbHOI TPYIIIIBI OTMEYaiach
JINIIb HEe3HAYMTebHAS TEHJEHIUSA K CHVDKEHUIO YPOBHS
KOPTU30J1a, HO Pas/INymsl TOKa3aTenelt ObUIM CTaTUCTIIECKU
HEJ[OCTOBEPHBIMIL.

Obpamraet Ha ce6st BHUMaHIe TEHEHIMS K MTOBbIIIIE-
HIIIO YPOBHSI TECTOCTEPOHA Y MY>KUIH B MCCTIEYEMOII IPYIIIIe
Ha )OHe CHYDKEHNS ICTPAINO/Ia, TOTiA KaK B TPYIIIe KOHTPO-
Jis 3BHAYMMBIX I3MEHEHUII He BbIsAB/IEHO. [laHHbIe N3MeHEeHUS
MOXKHO PacCLieHMBaTh KaK MOTOXUTEIbHbIE, YYUTHIBAS TO
06CTOATENBCTBO, YTO OTHOCUTEIbHAS TUIIEPICTPOreHEMUS
Yy MY>KYMH MOXKeT HaOJIOfaThCsl BCIEACTBIE HAPYIIEHMS
3(bdeKTMBHOTO MIUKPOCOMATBHOTO OKUCTIEHNSI TECTOCTEPOHA
U €T0 MOBBIIIEHHO ApOMATH3ALNH [0 ICTPafnoa Ha hoHe
CHIDKEHMSI MeTAb0/INIECKOIl AKTUBHOCTH MIE€YEH.

He MeHee MHTepeCHBIM [IPeNOCTAB/IAETCS (PAKT N3MEHe-
HIIsI YPOBHSI TOPMOHOB II{MTOBUHOI XKe/le3bl 1 TUPEOTPOII-
Horo ropmoHa (TTT). Tak, B rpy1iiie 60/IbHbIX, IPYHMMABIINX
B JIOTIO/THEHE K OCHOBHOMY JIEYE€HNIO VIMYXEITHH, OTMeYa-
eTCsT OTYeT/IMBAsSI TEH/IEHINS K CHIDKeHMo ypoBHsi TTT, B T0

Tabnuua 7

Junamuka nokasareneit IIOJI-AO3 y 6onbubix HACI B
3aBIICHMOCTH OT BHJIa IPOBOJMMOI Tepanun

1-arpynna 2-Arpynna
Mokasarenn (n=30) (n=25)
MAA, Hmnb/n
NCXOAHO 7,72+0,23 7,75+0,26
yepes 1 mecAy 7,51 +£0,21 7,62 +0,24
yepes 2 mecaua 5,21 +0,19%** 6,58 +0,21
[OK, y.e/mn
MNCXO[HO 1,68 + 0,09 1,70+ 0,09
yepes 1 mecay 1,64 + 0,06 1,68 + 0,07
yepes 2 mecAla 1,27 + 0,08%** 1,49 + 0,09
OcHoBaHusa Wndda E”
NCXogHoO 19,32+0,33 19,29 + 0,41
yepes 1 mecay 18,24 + 0,31 18,31 +0,42
yepes 2 mecAua 15,01 £ 0,25%** 16,48 + 0,24
KaTtanasa, MKMonb/Mn/MUH
MNCXOAHO 12,01 +£0,50 11,99 +0,57
yepes 1 mecay 11,28 +0,46 11,34 +0,51
yepes 2 mecAla 14,81 £ 0,52%** 12,51 +0,43
Cof, y.e./mn
MCXOAHO 3,21+£0,17 3,23+£0,18
yepes 1 mecay 3,04+£0,18 3,09+£0,21
yepes 2 mecAua 4,12 £0,17%%* 3,76 £0,24

[Tpumedanne: *- p < 0,05;**-p < 0,01; - p < 0,001 - pasmmunsa
TIOKa3aTesiell CTaTUCTIYeCKN JOCTOBEPHBI MEXXY ICXOfHBIMU
JAHHBIMU U JAHHBIMU TIOCTIE JIEYE€HM.

BpeMs KaK YpoBeHb TpuiiofTuponnHa (T3) HesHaunTeIbHO
HOBBIIIAJICA IIPU HEM3MEHEHHOCTH IIOKa3aTesld TUPOKCHHA
(T4). Bo 2-oi1t rpymne yposuu T3 u T4 sHaunMTeNTbHBIX U3-
MeHEeHUII He IIpeTepIeBa, Torga Kak TTT He3HaunTe/NbHO
HOBBIIIAJICA.

YkasaHHbIE I3SMEHEHIsI, BEPOSITHO, 0OYCTIOBIICHBI OII-
TUMM3aIUe nepupepruiecKoro MeTaboasMa THPEOVTHBIX
TOPMOHOB B IlepuepudecKnx TKaHsIX.

Bx1royeHme SHTOMOIOTMYECKOTO IIperapaTa UMYXeITIH
B KOMIUIEKCHYI0 Tepamuio 60/bHbIX HACI monoxxnTebHbIM
00pa3oM BIUSAIO Ha TOKAa3aTeIN IePeKUCHOTO OKUCTEHMs
JIMINATOB ¥ aHTMOKCUAIAHTHOI 3alUThI, B TO BpeMsA KaK y
60/IbHBIX KOHTPOJIBHOI TPYIIIIBI CYI[eCTBEHHBIX U3MEHEHWIT B
aHA/IM3MPYeMBIX OKa3aTe/sIX He IIPOU30LUIo (TabL. 7).

Taxum 06pa3oM, BaXKHO OTMETUTD, UYTO B IIATOTeHE3e
nopaxennit nedenu npu HACI, Befyas posib IpMHAIIEKUT
HapYLIEHNIO TUIUIHOTO 0OMeHa, YTO MO3BOJIACT, C OIHON
CTOPOHBI, PeKOMEH0BaTh YHUBepCa/IbHble TOAXOAbI K Tepa-
MY CT€ATOreNaTUTOB, a C PYTOil, OCTAB/IAET Bpady IPOCTOP
B BBIOOpE CPEJICTB JIEKaPCTBEHHO Tepanni ¥ MpopIIaKTh-
YeCKMX MepOIpUATHUI IPU JAHHOI IATONTOTUMN.

BbiBOAbI

1. JlomonmHuTeTbHOE BK/IIOYEHVIE SHTOMOIOTMYECKOTO
HpenapaTa I/IMYXCHTI/IH B KOMHHeKCHyIO TepaHI/IIO 6OHI)HI)IX
C HEaJIKOTOJIbHBIM CTEATOreHaTUTOM CIIOCOOCTBYeT Oosee
OBICTPOMY KYIMPOBAHNIO OOIEBOTO, aCTEHO-BETE€TATUBHOTO
CI/IHI[pOMOB, )KeHTYXI/I n yMeHbIlIeHI/IIO rerraToMerajinm.

2. KOMHHeKCHaﬂ TepaHI/IH C CITO/Ib30OBaHVIEM S9HTOMO-
JIOTMYeCKOT0 IperrapaTa IMyXeNTIH K OKOHYaHIIO KyPCOBOTO
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IeMonmosTnyeckass aKkTMBHOCTD KpOBHI B YCIOBUAX I[I/IﬂﬁCTOI‘CHHOﬁ
NMHTOKCUKANNn 'y OO/IbHBIX VMHCYINHO3aBUCIIMBIM CaXapHbIM Il,'I/IaGCTOM

P. M. Mamepracanos, M. M. ®@eiisynnaes

Kadenpa BHyTpenHnx 6oesneit AsepbaiipkaHckoro MeuimHcKoro YHuBepcurera, baky

R. M. Mamedgasanov, M. M. Feyzullaev
Haemopoietic Activity of Blood in Diabetogenic Intoxication in Patients with Insulin Dependent Sugar Diabetes

For this research, 30 patients with insulin dependent sugar diabetes (IDSD) were studied. The surveyed patients comprised 19 men and 11
women from the ages of 17 to 55 years who have had IDSD for periods ranging from 1 month to 12 years. The purpose of this work was to study
the haemopoietic activity of blood in diabetogenic intoxication in patients with IDSD. The control group was made up of 20 healthy subjects.
As a result of tests, researchers identified a carbohydrate-exchange deficiency causing a decompensation of the haemopoietic activity of blood
in patients with IDSD, which is one of the signs of a disturbance of haemopoiesis. The levels of haemopoietic activity of blood were increased
to that of the control group following the application of a nonconventional method of combination therapy with Insulin Insuman Rapid, an
Enterodesum, low-molecular Reopolyglucinum and Vitamin E.

Key words: haemopoietic blood activity, diabetogenic intoxication.

Pedepar

O6DbeKTOM McCIefoBanus ABUWINCH 30 6OIbHBIX MHCYIMHO3aBUCHMBIM caxapHbIM finaberom (V13 CII). VI3 o6cnenoBaHHbIX OOMbHBIX: 19
MY>K4MH, 11 )KeHIIH, B Bo3pacTe oT 17 1o 55 s1eT. [laBHOCTD 3a60/meBaHms OT 1 Mecs1a 1o 12 jeT. Ie/bio HacTOs1IIel pabOTHI IBUMTOCD M3ydeHIe
COCTOSIHVISI TeMOIIO9TNYECKOI aKTVBHOCTI KPOBM B YCTIOBMAX [A1abeTOreHHOI MHTOKCcuKauuu y 6ombubix VI3 CII. KoHTponbHYyO rpymnmy
cocrassm 20 310pOBbIX /N1 (TOHOPOB). BceM 60/IbHBIM B iTHAMIKE ITPOBOAVIIN OOLIMIT OCMOTP 1 06C/IejoBanyA. B pe3ybrare IpoBefjeHHbIX
aHAJIM30B, B IEPUOJ, AeKOMIIEHCALINY YITIeBOZHOTO 0OMeHa, YCTaHOB/IEH Ae(pUIUT FeMOO3TIHYECKOIl aKTUBHOCTH KpoBH y 6ombHbIx V3 ClI,
YTO sABJIAETCA OJHUM 13 IPU3HAKOB HapyIlIeHMA reMoI033a. [1py npumMenenny HeTpaUIIOHHOTO METO/Ia Tepany B KOMIITIEKCe C MTHCYTMHOM
MHCYMaH PaNnfioM, SHTEPO/I€30M, HU3KOMOTIEKY/IAPHBIM PEOIIO/IMIIIOKMHOM 1 BUTaMUHOM E, ypOBeHb réeMOII03TY€eCKON aKTMBHOCTY KPOBM
YBEIMYU/ICA 10 YPOBHSA KOHTPOIBHOI IPYTIIIBL.

KnroueBblie c1OBa: TeMOITOTUYECKASA AKTUBHOCTD KpoBI, I[I/Ia6eTOI‘eHHaH MHTOKCUKALMA.

BBeneulne perymAanuAa 3pUTpoIod3a B yOIOBMAX TMHEPITIMKEMIN U TH-
TEHCUBHO VHCYIMHOTEpaInmy 60/IbHBIX CaXapHbIM I[I/[a6€TOM
OCTaeTCA Ma/IOM3y4€HHDBIM BOIIPOCOM. CocrosiHue XpoHMn4ec-
KON T UIIEPITIMKEMIN YPpE3MEPHO YCIIMBACT HAKOIIJIEHNE IV1a-

ITo gauueiM BO3 caxapHbiii fuabeT B HacTOsAIIee BpeMsI
3aHMMAET OJHO U3 BENYLIMX MeCT B paHHEN MHBAIMUAN3ALN
U XapaKTepu3yeTcsl BBICOKOM CMepPTHOCTBI0. Kak m3BecTHO,
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6eTOreHHOI MHTOKCUKAIIMH Y GOBbHBIX MHCY/TMHO3aBYICUMBIM
caxapHbiM imabetoM. [1o maHHBIM psifia aBTOPOB (2, 3, 4, 5, 10)
yBemueHre AMabeTOreHHON MHTOKCUKALIVN B 3HAYNTEIbHOM
CTeIeHN CoCOOCTBYeT AedopMariiy, paspyIieHIIo 1 rubenn
SPUTPOLIUTOB, TI0ITOMY IIPORO/DKUTETLHOCTD XXU3HI 9PUTPO-
IL[IITOB YMeHblaeTcst 6osiee, 1eM Ha 13%. B pesynbrare nporic-
XORUT 00pasoBaHye HEJOOKVICTIEHHBIX IIPOAYKTOB paciafia 1
M30BITOYHOE HAKOIUIEHNE TIEPEKMCeNl INITU/IOB, 00/IaJafoIINX
MeMOPaHO-TOKCUYECKIIMIY CBOVICTBAMIL

[ToBbIllIeEHNE TIEPEKMCHOTO OKUCAEHUS MUINOB
(ITOJI) npuBOAUT K HApyLUIeHUIO (PU3UKO-XUMUIECKO
CTPYKTYPbI KJIETOYHBIX MEMOPAH 9PUTPOLMUTOB [0 UX HOJ-
HOro paspbiBa u remonusa (7, 8, 9,). B 3akmoueHne storo
mpoIiecca pasBUBAIOTCS pM3HaKM runokcun. Kak mpasuio,
TUIIOKCHUS B CBOIO OY€Pe/b BHI3BIBAET YCUIEHME AKTUBHOCTHU
9PUTPONIOITUHA AJIST CTUMY/IALIUMY 9PUTPOII033a Y OOTBHBIX
MHCY/INHO3ABUCUMBIM caxapHbIM guaberom (V13 CJI). B
YC/IOBYSIX TSDKEJIOTO TeYEeHsT IeKOMIIEHCAIINH YITIeBOJHOTO
obMeHa XM3HENEATeNbHOCTh KIETOK KPOBM XPOHUYECKN
nopBepraercs: HapyuleHno. O6bIYHO, B HOPMaIbHBIX yC-
JIOBMSIX, YPOBEHb IIPORYKIINYU SPUTPOLUTOB PErYIUPYETCsT
PUTPONOITUHOM. B yCITOBMAX TOKCMYHOCTH I/Ia3Mbl KPOBI
(TCII) Kax reMOITO3TUYECKON aKTUBHOCTH, TaK U aKTUB-
HOCTM TepekmcHoro okucnenus nunupos (I'TIA), (IIOJT)
KPOBU YCUIMBAET pasBUTIE aHEMIIECKOro cuHapoma. I1o-
SIBJTEHVIE AaHEMUYECKOTO CHHIPOMA IIPUBOMUT K TIOBBIIIEHO
aKTMBHOCTH aJpPeHAIOBOI CUCTEMBI, I B Pe3y/IbTaTe Yero
KOMIIEHCAIVSI YIIEBOJHOTO 0OMeHa HapYIIAeTCs, YBEeIUIN-
BaeTCs COfiepyKaHMe caxapa B KPOBU, TOKCUIHOCTD T/IA3MBI
KPOBU. BBIMBIBAIOTCsI MUHEpaIbHbIE PECYPChl OPraHU3Ma,
HApYIIAIOTCs BUTAMIUHHbIE Oa/IaHCBI, CTPaJaeT roMeocTas
JKene3a B KPOBM. Y JIEKOMIIEHCHPOBAHHBIX OONMBHBIX Ca-
xapHbIM anabetoM (CJI) XpOHMYIeCKM HapyLIaeTCs CUCTeMa
PUTPOHA, MEXAHM3MBI 3pUTPOMO33a [3, 5, 10] u cTpamaer
3P PEeKTUBHOCTb UHCYIVMHOTEPAINN.

AKTya/IbHOCTDb 9TOTO HEJOCTATOYHO M3YYEHHOIO BOII-
poca IpyBenu HaC K M3YYEHNIO COCTOSTHMAS T€MOIIOTNIECKOIT
AKTMBHOCTY KPOBY B YCTIOBVSIX AMa0e TOT€HHOI IHTOKCHUKAIINY
y GOTIBHBIX MHCYIMHO3aBUCHMbIM CaXapHbIM Aa0eTOM.

Ma'repwan n metoabl

O6DpeKTOM MccnenoBanusa ABnANNCh 30 60IbHBIX
MHCY/IMHO3aBUCUMbIM CaXapHbIM amaberom. VI3 obcreno-
BaHHBIX OOMBHBIX - 19 My>X4unH n 11 >KeHIUH, B BO3pacTe
ot 17 o 55 net. [laBHOCTD 3a607I€BaHsI BAPbMPOBAIACh OT
1 mecana go 12 net. KonTponbryto rpynmy coctasmsm 20
JeJI0BEK (JJOHOPOB), He IMEIOIIX XPOHIYECKIX 3a00/IeBaHMIT
U HAaC/IeCTBEHHOI IPEepaCcIONIOKEHHOCTH K CaXapHOMY
nmabery. Bcem 6OMBHBIM B fUHAMUKE IPOBOVMIN OOIINMIT
ocMOTp 1 06cTeoBanNs. AHa/IM3bI Caxapa B KPOBY IIPOBO-
AVUIU ITIIOKO300KCHIA3HbIM MeTOoRoM. IIpofyKThI mepekuc-
Horo okucnenus munupos (ITIOJI) onpenensmyu no mMeTony
Tchiara Minozi (11). TeMomoaTn4eckyo akTMBHOCTb KPOBI
(TTIA) m ToxcuYeckye CBOJCTBA IUTA3MBI MI3Y4ajIil METOLOM
reMOKY/IBTYPHL (6). MeTox 3akno4aeTcs B CIeAYIOMeM:
JIeJIKOLTapHas IJIEHKA JOHOPA KY/IbTUBUPYETCA METOLOM
BUCSTYEN KAy B IU1a3Me GOIbHOTO CaXapHBIM [1a0eToOM.

B koHTpoOE, BMECTO TIa3Mbl HOMBHOTO, OepeTcss PacTBOP
Punrepa u dyepes 12 4acoB Ky/IbTUBUPOBAHUA USMEPAIOTCA
30HBI MUTpaLNM 6-8 IITIEHOK eliKonyToB. CpefHNIi mokasa-
TeJlb MUTPAIUY 6-8 KOHTPO/IbHBIX KY/IBTYP IPUHUMAIOTCH 32
100%, a BbIpa>keHHO€E OTHOLIEHVE BE/IMYMHbI 30HbI MUTPALJ
OIIBITHBIX KY/IBTYP K KOHTPOJIbHBIM (B IIPOLIEHTAX ) YCIOBHO
IPUHMMAETCs IM(POBBIM BbIPAXKEHVEM I'eMOMIOITIYECKOI
AKTMBHOCTY CbIBOPOTKM. EC/M 30Ha MUTpaly B OIBITHBIX
KY/IbTYpax MeHbIIle, 4eM B KOHTPOIBHOI, TO 11 POBOIL HO-
KasaTeJIb II0JIyYaeT OTPUIATENbHbIN 3HAK (-), a ec/u OOrblIIe,
YeM B KOHTPOJIbHBIX, TO TOMOXUTENbHBIN 3HaK (+). s
TOKCUYIECKOT0 (paKTopa, yIPOCTUB METOJ, MbI CIIO/b30Ba-
7V TOIBKO CpefiHNe AaHHbIe aOCOMIOTHON BeIMYMHbI 30HBI
murpanun naeitkounto (A3SMJI B MM) OT JI€MIKOLIUTAPHOI
mwieHku. Crenenb TCII kpoBu ompepenAnu No BennMdMHe
30HBI MUTPALIN JICHIKOLTOB: yBeM4eHe abCOMOTHO 30HBI
murpanyn neiikonntoB (A3MJI) paciieHuBaIN Kak yMeHb-
menue TCII kposu. A ymenbienue ASMJI - npuHMManu Kak
ysenmnuenue TCII xposu. Mopdosmorndecknit COCTaB mepu-
(hepudeckoit KpoBM U3y4asM OOLIETIPUHATHIM MeTofoM. [Tpu
7iedeHn OOIbHBIX MPUMEHSICS TIperapaT NHCYMaH panugy
IO CIefyIoLIell cXeMe: MOJKOKHbIE MHBEKIMN, yTPOM — 20
er., B 0bext — 25 ef1., BeuepoMm — 15 ef1., HoOubio — 8 €.

O6paboTKa IONTydeHHbIX JAHHBIX IPOBOJMIACH METO-
JIOM BapMallIOHHOM CTaTUCTUKN. [JOCTOBEPHOCTD pa3Inymnil
olpefiensAnach no kpurepuio CTbIoieHTa.

Pe3ynbTaTtbl 1 Nx 06cyKaeHne

VccnenoBanusiMu 6b1710 YCTaHOBIIEHO, 9TO Y 30 6071b-
HbIX IHCY/IHO3aBMUCUMBIM caXapHbIM anaberom (V13 CIT), io
JIedeHN s TIPY BLICOKOM rumepryvikeMui (23,3 + 1,6 MMo7b/m)
cofiep)XKaHMe TeMOIIO3TUYECKOl aKTMBHOCTY COCTABIIANO
102 + 2,0 ycn.en. IIpu cpaBHEHUM C KOHTPOJIEM OTMEYAeTCs
3HaunTenbHoe cHyDKeHue [TIA xposu (128,5 + 2,2 yo.en.).
Hamn nsydeHbl aHa/mM3bI IPOJYKTOB CBOOOHOTO PafiuKaIb-
Horo okycnenys mumnos (ITOJI), u B cpenHeM UX ypOBEeHb
cocrasysin 0,53 + 0,001 ycr.en. [To nevenns TCII kpoBu Op1n
6oree BoICOKMMIU. [laHHBIE aOCOTIOTHON 30HBI MUTPALN
neitkonuToB mokasanu — (A3MJI - 1,7 £ 0,001). Mo>xHO
KOHCTaTVPOBaTb, YTO IMEHHO BBICOKAs IMIEPITIMKEMI U
n3651T0K TCII KpOBM BBI3BIBA/IN CHIDKEHIE COTEPXKAHIEe
I'TIA xkpoBu y 60mpabix V13 CJI, 4TO CrreyeT OTHECTH K IpyTiIe
BBICOKOTO pucKa Amaberndeckoro ocnoxuenus. C gpyroi
CTOPOHBI CTIeflyeT MOAYePKHY Th, YTO 1107, BoaeiicTereM TCII
KPOBM IIPOMCXOAMIO PYHKIIMOHAIBHOE HAaPYIIeHVIe MATPa-
LIVIOHHOII CITOCOOHOCTH JIeNKOLUTOB. [Ipn fexommencannm
YIIEBOXHOTO 0OMeHa, XM3HECIIOCOOHOCTH JIENKOIMTOB
YMeHbINa/Iach, ¥ TeM CaMbIM 3all[UTHBIE CVJIBI OpPTaHM3Ma y
60JIbHBIX JMAOETIKOB OCIaOIANNCD.

Bsanmoperictsue TCII KpoBU ¥ MHCYINHOTEPAIINH,
a 3a9acTyI0 KaXX/[0e 3 STUX ABJIEHUI B OT/INbHOCTI, TIPO-
ABJIA/IN ceOsI B Pa3/MYHBIX HAIIPaB/IeHNAX. Tak, HeKOTOpbIe
asropsl (11, 13) oTmeva, YTO MHCYINH, 0ONTafast KaK He-
€CTeCTBEHHOV TeMOII0TNYECKO aKTUBHOCTBIO, OJaB/IsAET
(GYHKIMIO eCTeCTBEHHOI IeMOIIO3TNYECKON aKTVBHOCTH
KpOBU. B aTux cny4asnx, npy 601blnx f03aX MHCYINHO-
Tepanmu IOAaB/AeTCs eCTeCTBEHHBIN TeMOIIOSTIH, U TeM
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CaMBIM BBI3bIBA€T HapylIeHNUe 3pUTpPoIoasa. [Ipyroe, He-
MajoOBa)KHOe, 3HaUeHNe MMeeT IMOBbIIIeHe aKTUBHOCTHI
nepekucHoro okucnenus munupos (ITOJI), koTopoe MoxeT
CII0COOCTBOBATD PaSBUTHIO aHEMMUH. Y KOHTPOJIBHOI IPYIIIIBI
u3 20 3M0poBBIX 1] (TOHOPOB) 06pa3oBaHMe IPUTPOIOI-
TMHOB IIPOTEKANIO B IIpefenax HopMbl (128,5 + 2,2 ycr.en.).
[To faHHBIM HEKOTOPBIX aBTOPOB (1, 12) apUTpoOmOaTHH
VHYLMPOBA S3PUTPOULHBIE KJIETKU. YPOBEHb MPOAYKIUN
9PUTPOLUTOB PETYINPOBANICI IPUTPONOITUHOM. TakuM
06pasoM, pe3ynbTaThl MIOJYYEHHBIX aHANIN30B [IOKA3a/IN,
4yto 1pu Bbicokoi runepraukemun u TCII kpou us-3a
HofaBeHys 1 AeuiuTa spuTPOnoaTNHa, y 60mpubx CJI
HapYyILIAeTCs peryrsnus spuTporoasa. CorracHoO HaHHBIM
V. V. Turens3ona (4), nepuiinT spuTPOIOITHHA MHIUOUPYET
npordeparnyio, Ho He IPeMTCTBYeT TEPMUHATBHON And-
(epeHIPOBKe KIeTOK 9PUTPOUFHOTO psifia. PesynbTaTs! mo-
JTy4eHHBIX HAMV QHA/TM30B COOTBETCTBYIOT JAHHBIM [IPYTUX
aBTOPOB (2, 3, 4, 5). OnHAaKO, B HACTOsIII[ee BpeMsI 3BECTHAs
TpajUIIOHHAsI MHCY/INHOTEPAINs He BCErAa faeT Kena-
eMble jiedeOHbIe pe3yabraThl. Llenbio HacTosell PabOTHI
ABJIACTCA OBBIIIEHNE CaXapOCHIDKaIoMIel 3 eKTUBHOCTH
KOMIUIEKCHOI MHCYMaH panuf TePAni ¢ Ae3MHTOKCUKAIIN-
OHHBIM IIpenapaToM SHTEPOe30M, I HUSKOMOJIEKY/LIPHBIM
peononnImoKHOM, ButaMuHoM E. DHTeposes — mpemapar
HI3KOMOJIEKY/IIPHOTO ITONMBUHNINIMPPONIUANHA C TaKOI
>Ke MOJIEKY/LIPHOI Maccoit, Kak y remofesa (1260 + 2700),
o6mafaonii e3sMHTOKCUKAIVIOHHBIMY CBOICTBaMH, HO
IpefHa3HAYeHHBII /IS IIpyieMa BHYTPb B BIfIe BOJHOTO pac-
TBOpa. DHTEPOJie3 CBA3bIBAET TOKCUHBI I BBIBOJUT UX Yepes
KuueyHuK. JledeOHbIT apdekT pasBuBaercsa yepes 15-30
MUHYT IIOC/Ie IIpueMa Ipenapara. IIprHuMaeTcs sHTeposies
BHYTPb B 1o3e 5 Tp. 1-3 pas3a B CYTKM [JO UCYE3HOBEHUA UH-
Tokcukauuu (2-7 gHeit). [lepep yrorpe6ieHuem pacTBOPSIIOT
5 rp. mopoika B 100 M/ KUTISTY€HOT! BOAbI (MOXKHO TOOABUTH
caxap wt GPYKTOBBII COK). PeOIONIUITIIOKIH AB/IAETCS Tpe-
[IapaToM HU3KOMOJIEKY/LIPHOTO fieKcTpaHa. OH yMeHbIIaeT
arperannio (pOpMEHHBIX 97IeMEHTOB KPOBH, CIIOCOOCTBYeT
HepeMel[eHNI0 KUAKOCTY 13 TKaHell B KPOBSIHOE PYCIIO.
YMeHbIIAeT BsI3KOCTh, CHOCOOCTBYET BOCCTAHOB/IEHMIO KPO-
BOTOKA B MEJIKMX COCY/aX, OKa3bIBAeT Ae3MHTOKCUKAI[IOHHOE
nevicteue. Beopurca BayTpusenno 400 mi B Teyenue 30-60
MuHYT. Clenyoumii IpMMeHAMbI Ipenapar — BuTaMyH E,
KOTOPBIII ABJISIETCST CU/IBHBIM aHTUOKCUJAHTOM, 3al[UIaeT
pas/uyYHble BEleCTBA OT OKUCTNUTENbHBIX OBPEXKAEHNIT 1
y4acTBYeT B CMHTe3e 6enkoB. Mbl ucnonb3osam 1 M1 5%
pacTBOpa, BHYTPUMBILIEYHO, Y€Pe3 [ICHb.

9¢ddexTNBHOCTD edeHMsT OONBHBIX OILEHUBAIYU 110
pe3y/nbTaTaM CHYDKEHMS [/IMKEMUNM Y MHTOKCUKALUY, COIIPO-
BO>KZIAIOI[MECS] HACTYIUIEHeM KOMIICHCALIUY YIIEBOJHOTO
ob6MeHa. B KOHTPO/IBHOIL TpyIIe GONBHBIX, IPU JIeUYeHe
KOTOPBIX IIPUMEHSI/ICS TO/IBKO TIPeNapar MHCY/INHA, ObUIN 110-
JIy4eHbl CTIelyIolle JAHHbIE: caXxap B KpOBM CHU3MIICA ¢ 23,8
+ 1,6 mmonb/n go 11,7 = 0,1 mmonb/n, ASMJI yBemmuncs ¢
1,7 £0,001 mm g0 2,8 + 0,001 mm, I'TIA yBemumncs ¢ 102 £ 2,1
enl. o 106 + 2,2 en. Hanbomee BaxHbIM TTOKasareieM a¢dek-
TMBHOCTY HETPAJMIIMOHHOTO KOMIUIEKCHOTO JIEUeHIS SIB/ITIOCH
CHIDKEHME caxapa B KpOBU, KOTOPOE IIPUBEIN O YPOBHA 5,7

+ 1,2 MMorb/71 OT ypoBHs 23,8 + 1,6 mmorns/ (P < 0,01) mocre
IIpMMeHeHMs MHCYMaH pamnyy, Tepanuiu. beino ycraHosneHo,
YTO KOMIIEHCALIVS YITIEBOJHOTO OOMEeHa IIPUBOANT K CHVDKEHIIO
yposH:A I1OJI — k ypoBHIo rpymbl 350poBbix (0,21 0,001 ycr.
eri.) (P <0,05). C ymeHbliIeHVeM AMabe TOTeHHOI MHTOKCUKALIAI
ormeveHo yBermmdenne A3MJI no 4,3 + 0,001 MM. OT ypoBHA
1,7 £ 0,001 ASMJI B mM. Ilocre npuMeHeHMs KOMIUIEKCHOI
VMHCYIMHOTEPANNU yCUMIOCh yBenudenue I'TIA kposu 1o 118
+ 1,5 yor.ep. o ypoBHs 102 + 2,2 yen.en. (P < 0,02).

BbiBogbl

1.'Y 60/1bHBIX MHCY/IMHO3aBUCYIMBIM CaXapHBIM inabe-
TOM B IIEPVOJ, EKOMITEHCALVN YITIEBOFHOTO 0OMeHa 0OHapy-
JKeH BeUINT reMOIOITIIeCKOIT AKTUBHOCTI KPOBIL.

2. IIpuMeHeHNe HETPAANLIVIOHHOTO METOMA TePAIINyL B
KOMIUIEKCE C MHCYMAH PaIfOM IIPUBOSUT K KOMITEHCALIN
YI/IEBOFHOTO OOMeHa VI HOpMa/IM3aluyl COTeP>KaHsl TeMO-
HO9TIIECKOI aKTUBHOCTH KPOBU Y GOMIBHBIX MHCYIMHO3a-
BYICVIMBIM CaXapHbIM AMa0eTOM.
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Rolul statinelor in trombozele venoase profunde
A. Grosu

Laboratorul Cardiomiopatii $i Miocardite, Institutul de Cardiologie

Articol inaintat pentru publicare de catre reprezentanta companiei farmaceutice ,,Grindex”

Role of Statins in Deep Venous Thrombosis

The purpose of this article is to explain the mechanisms of development of deep venous thrombosis and the role of statin pleiotropic benefits
in such a disease. Vasoprotector effects of statins are done by all the pleiotropic properties, being provided by their antithrombotic and anti-
inflammatory activity. Treatment with statins is associated with lower incidence of venous thromboembolism in the general population but also
helps reduce the frequency of recurrences, being prescribed after an optimal 6 to12 month anticoagulation. Study of these properties creates new
opportunities for the use of statins in the prevention of post-thrombotic syndrome and recurrent venous thromboembolism.

Key words: statins, hydroxymethylglutaryl-CoA-reductase inhibitors, thrombosis, thrombophlebitis.

Ponb cTaTMHOB Npu TpoM603ax rMy6oKnx BeH

Ilenbio 9TOM cTaTby O6BIIO OODBACHEHNE MEXaHM3MOB PasBUTUA TPoMOO3a ITTyOOKUX BEH M POV IJIEOTPOIHBIX IIPEUMYILECTB
CTaTMHOB B 9TOJI NATONMOINN. BazompoTekTopHblil 9 deKT cTaTMHOB obecrednBaeTcs IIEHOTPOIHBIMU CBOMICTBAMI, IIPEVMYIIEeCTBEHHO
AHTUTPOMOOTIIECKOI U IPOTUBOBOCIIA/TUTEIbHON aKTYBHOCTBIO. JIedeHNe CTaTMHaMI COITPOBOXK/IAETCA CHYDKEHJEM YaCTOTBI CTy4aeB BEHO3HON
TpOM60aMOOINY Cpefiy HACEIEHNA B LIeJIOM, a TAK)Ke CIIOCOOCTBYET CHYDKEHMIO YaCTOTHI PELI/IMBOB, IIPY Ha3HAYeHNM II0C/Ie ONTYMA/IbHOI 6-
12 MeCsIYHOI aHTUKOATY/IAHTHO TepaInit. VI3ydeHie STUX CBOJICTB CO3HaeT HOBbIe BO3MOXKHOCTH MCIIO/Ib30BAHIS CTATNHOB B IPOdIUIAKTIKe

HOCTTpOM60TI/I‘{eCKOI‘O CUHIPOMAa M IOBTOPHBIX BEHO3HBIX TpOM603M60/'II/H7[.

KimroueBble CIOBa: CTaTVHDL, TUAPOKCUMeTUIITY Tapui-KoA-pegyKTas3pl MHIMOUTOPDI, TPOMO03, TpoMOO(IeOuT.

Introducere

Incidentaanuala a evenimentelor tromboembolice venoase
este aproximativ de 0,1%. Mentiondm, cd rata acestora creste de
la 0,01% la adultii tineri, la circa 1% la persoanele cu vérsta de
peste 60 de ani. Mai mult de jumatate dintre aceste evenimente
implica tromboza venoasa profundi in bazinul venei cave infer-
ioare. In 25% dintre cazurile netratate, trombii se extind in venele
proximale, astfel, cd in tromboza venoasd proximald riscul de
trombembolie pulmonard (simptomaticd sau asimptomatica),
creste la 50%, iar exitul letal este mult mai probabil, daca em-
boliile apar din trombii proximali. Pentru a minimiza riscul de
embolism pulmonar fatal, diagnosticul precis §i terapia prompta
a trombozei venoase profunde sunt cruciale.

Patogeneza trombozei venoase implici trei factori, care
sunt descrisi si cunoscuti ca si elemente ale triadei lui Virchow:
leziunea de perete vascular, staza venoasa si hipercoagulabili-
tatea. Deteriorarea peretelui vascular impiedicd realizarea de
catre endoteliu a functiei de inhibare a coaguldrii si de initiere
a fibrinolizei locale. Staza venoasd, cauzata de imobilizarea
bolnavului sau de obstructia venei, blocheaza clearance-ul
si diluarea factorilor de coagulare activati. In cele din urma,
trombofilia congenitald sau dobandita, promoveaza hipercoa-
gularea. Geneza tromboembolismului venos este multifactori-
ala si, adesea, rezultd dintr-o combinatie de factori de risc. Fac-
torii clasici de risc pentru tromboza venoasa secundard includ
cancerul, interventiile chirurgicale, imobilizarea prelungit,
fracturile, paralizia, sarcina, nasterea si utilizarea de estrogeni
sau de modulatori selectivi ai receptorilor de estrogeni. Totusi,
la = 30% dintre pacienti, cauza aparitiei tromboembolismului
venos raméne inexplicabild, aceste cazuri fiind clasificate ca
si tromboza spontand sau idiopatica.

Asocierea intre ateroscleroza
si tromboza venoasa

Existenta unei asocieri dintre procesul de ateroscleroza
si tromboza venoasd idiopaticd a fost demonstratd, pentru
prima datd, de catre grupul de lucru Prandoni P. (Italia, 2003).
Intr-un studiu clinic de tip caz-control, aproape la o jumitate
dintre pacientii cu trombozé venoasd acutd idiopatici, s-au
determinat semne de ateroscleroza asimptomatica (cel putin o
placa aterosclerotica carotidiana, estimatd prin ecografia arte-
relor carotide) [1]. Nu se cunoaste, insa, esenta acestei asocieri:
este oare tromboza venoasa, indusé de ateroscleroza sau cele
doua conditii se dezvoltd in paralel, in prezenta unor factori
de risc comuni? Au fost determinati factorii, care coreleaza
strans cu dezvoltarea ambelor stéri patologice: varsta, obezi-
tatea, diabetul zaharat, sindromul metabolic [2].

Pe de o parte, statutul protrombotic in aterosclerozi
poate favoriza evenimentele trombotice venoase. In ateroscle-
rozd se apreciazd activarea agregdrii plachetare, activarea
coaguldrii sanguine si intensificarea fibrinogenezei, care
pot cauza complicatii trombotice atit la nivel arterial, cit si
in sistemul venos. Pe de altd parte, ambele conditii clinice
pot fi declansate simultan prin diversi stimulenti biologici,
responsabili pentru activarea coagularii si inflamatiei in
sistemul vascular. Astfel, excesul de fibrinogen, de antigen al
factorului von Willebrand, de activator tisular de plasmino-
gen, D-dimeri, factor de coagulare VII, proteina C reactiva
(PCR), factor de necrozi tumorala-a (TNF-a) si interleukine,
care circuld in singe, determina un statut procoagulant si
proinflamator atat in sistemul venos, cét si in cel arterial [3].
Nu poate fi exclusa probabilitatea ca ambele ipoteze expuse sa
fie veridice, reprezentind, astfel, doud scenarii patofiziologice
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de dezvoltare a trombozei venoase. Numeroase dovezi auten-
tice, provenite din studii clinice mari, vin sd confirme aceste
ipoteze. In Cardiovascular Health Study (2006) s-a constatat,
cd ateroscleroza asimptomatica este un factor de risc pentru
tromboembolismul venos [4], iar in Atherosclerosis Risk in
Communities Study (ARIC, 2006) s-a stabilit, ca tratamentul
antiplachetar (si/sau alt tratament antitrombotic) joacd un rol
important in prevenirea dereglérilor tromboembolice venoase
la pacientii cu ateroscleroza clinic manifestata [5]. Intr-un alt
studiu, in care a fost analizata rata recidivelor trombozelor
venoase profunde, a severitatii sechelelor post-trombotice
si a mortalitatii de peste 10 ani de la primul episod de trom-
boembolism venos, la pacientii inclusi anterior in studiul
Duration of Anticoagulation (DURAC, 1997), dupd 10 ani
s-a determinat o ratd a mortalitatii semnificativ mai inaltd
(= 28%) prin infarct miocardic acut sau ictus cerebral fatal la
pacientii cu tromboembolii venoase spontane, comparativ cu
pacientii cu tromboembolii venoase secundare §i comparativ
cu populatia generald [6]. Alte studii randomizate (P. Becat-
tini, 2005; P. Prandoni, 2006; N. Bova, 2006), demonstreaza
la pacientii cu tromboza venoasd idiopaticd o incidenta mai
inaltd de ateroscleroza simptomatica (cardiopatie ischemica,
infarct miocardic acut, accident vascular cerebral, ateroscle-
roza a arterelor periferice, insuficientd cardiacd ischemics,
moarte subitd) si de mortalitate prin accidente cardiovasculare
arteriale, decat la cei cu tromboembolii venoase secundare
sau in populatia generala.

Rolul statinelor in profilaxia primara
si secundara a tromboembolismului venos

Obiectivele tratamentului in tromboza venoasd pro-
fundd, conform ghidurilor internationale, constau in preve-
nirea progresarii procesului trombotic si a recurentelor. Se
initiaza tratamentul cu heparind nefractionata sau cu greu-
tate moleculara joasa, urmatd de un anticoagulant indirect.
Anticoagulantele directe se vor suspenda peste 7-10 zile, iar
anticoagulantele indirecte se vor administra, (in lipsa contra-
indicatiilor) cel putin 6 luni.

Riscul de hemoragii este criteriul de baza in limitarea
duratei tratamentului cu anticoagulante orale. La majoritatea
pacientilor, beneficiile tratamentului de duratd cu scop de
profilaxie a recurentelor de tromboembolism venos, pot fi
compromise prin cresterea riscului de singerare, in special
dupa 12 luni de administrare continud. Acest fapt a impus cer-
cetarea strategiilor alternative in profilaxia secundari a trom-
boembolismului venos, care, recent, au suscitat discutii despre
inhibitorii HMG-CoA reductazei [7]. Inhibitorii HMG-CoA
reductazei reprezintd unul dintre cele mai frecvent folosite
grupuri de remedii medicamentoase. Atentia sporita, care li
se acorda, este determinatd nu doar de eficacitatea inalta, pe
care o dovedesc ca agenti hipolipemianti. Mai multe efecte
benefice, exercitate prin mecanisme nelegate de modificérile
metabolismului lipidic si reunite prin notiunea de efecte pleio-
trope, au fost confirmate in anii precedenti prin numeroase
studii experimentale in vitro, in vivo si clinice. Efectul vasopro-
tector al statinelor este realizat prin ansamblul de proprietti
pleiotrope, fiind asigurat in prim plan de citre activitatea

antitrombotica si antiinflamatorie. Aceste proprietati pot crea
noi perspective pentru profilaxia sindromului posttrombotic
si a recurentelor de tromboembolism venos.

Descoperirea conexiunilor dintre ateroscleroza si
tromboza venoasd, au stat la baza initierii studiilor clinice si
experimentale, care estimeaza rolul statinelor in diminuarea
riscului pentru tromboembolismul venos. Studiul clinic
radomizat, placebo-controlat, multicentric Justification for
the Use of Statins in Primary Prevention: An Intervention
Trial Evaluating Rosuvastatin (JUPITER, 2009) a inclus 17
800 de pacienti, practic sanatosi, care administrau zilnic 20
mg de rosuvastatind sau placebo, si a avut ca scop principal
examinarea eficacitatii statinei in reducerea ratei evenimen-
telor cardiovasculare majore. Evaluarea aparitiei episoadelor
primare de embolism pulmonar sau de tromboembolism
venos, a fost unul dintre obiectivele secundare ale trialului
[8]. Dupd o duratd medie de supraveghere de 1,9 ani, (maxi-
mum 5 ani) s-a observat, cd administrarea de rosuvastatina
determind micsorarea riscului pentru tromboembolism venos
simptomatic in populatia, practic sinatoasa, cu 43% compa-
rativ cu placebo, indiferent daca episodul a fost idiopatic sau
a fost provocat de cauze cunoscute (traumatism, interventii
chirurgicale, spitalizari prelungite etc.).

In literatura de specialitate existi referinte la un sir de
studii clinice, care exploreazd ipoteza de strategie alternativa
in profilaxia tromboembolismului venos si care furnizeaza
dovezi stiintifice despre influenta statinelor asupra riscului
de dezvoltare a acestuia.

Datele obtinute din studiul clinic randomizat, prospec-
tiv, observational, multicentric Heart and Estrogen/Progestin
Replacement Study (2000), care a inclus 2 763 femei in post-
menopauzd, au demonstrat o diminuare semnificativé cu circa
50% a riscului pentru tromboembolism venos la pacientele,
care administrau statine [9].

Statinele au determinat o scddere cu 22% a riscului re-
lativ de dezvoltare a trombozei venoase profunde la pacientii
cu vérsta de peste 65 ani, intr-un studiu retrospectiv obser-
vational, care a inclus in total 125000 de pacienti fard istoric
de aterosclerozd, tromboza venoasa sau cancer [10].

Autorii catorva studii clinice de tip caz-control,
mentioneazd reducerea riscului pentru tromboza venoasa cu
aproximativ 26% - 58% in conditiile unei terapii cu statine [11,
12, 13, 14]. In studiul mare populational de tip caz-control
(MEGA study, 2006), in care au fost inrolati 10 500 de per-
soane, inclusiv 4500 de pacienti cu episod primar de tromboza
venoasd a membrelor inferioare sau embolism pulmonar,
utilizarea de statine, indiferent de substanta activa sau de
durata tratamentului, a fost asociata cu reducerea elocventd a
riscului de tromboza venoasa profundé primara si recurenta,
in medie cu 55%, demonstrand un efect mai exprimat in cazul
combindrii cu tratamentul de fond [13].

Estimarea riscului trombotic venos (prin duplex vascu-
lar) la 2427 femei de 30-89 ani, aflate in postmenopauza, inclu-
siv 465 - cu un prim episod de tromboza venoasi, a evidentiat
reducerea semnificativa a riscului respectiv la pacientele care
administrau statina [12]. Totodata, s-a observat, ca riscul a
fost influentat de simvastatina, indiferent de doza folosita, dar
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nu a fost modificat de utilizarea pravastatinei, fapt datorat,
probabil, unor diferente de actiune la nivelul mecanismelor
intrinsece de activare a coaguldrii, blocate de simvastatina
lipofila si neinfluentate de pravastatina hidrofild [15].

Un alt studiu de acest gen (Sorensen, 2009) a inclus 5824
de pacienti cu tromboembolism venos si un grup de control
din 58000 de persoane fira tromboze venoase in anamneza.
Rezultatele obtinute au reliefat doud concluzii importante:
pacientii cu istoric de evenimente cardiovasculare sunt expusi
unui risc pentru tromboembolism venos cert superior, in
special, timp de 3 luni dupa un infarct miocardic acut sau
stroke; administrarea curentd de statine este asociata cu
micsorarea riscului relativ pentru tromboembolism venos
cu circa 26% [14].

Rezultatele studiului retrospectiv, care a inclus 593
pacienti cu infarct miocardic sau accident vascular cerebral
ischemic (Khemasuwan, 2009), au aratat, ca statinele pot fi
efective in prevenirea tromboembolismului venos la pacientii
cu ateroscleroza, riscul trombozelor venoase profunde fiind
de 3 ori mai inalt la pacientii, care nu au administrat statina
[16]. Efectul respectiv s-a dovedit a fi dependent de doz4, fiind
semnificativ mai exprimat la doze mari (risc cu 50% mai mic
decit la dozele standard de statina de 20 mg).

Statinele au manifestat o actiune similara si la o alta ca-
tegorie de pacienti (Khemasuwan, 2008). Utilizarea de statine
la pacientii cu tumori solide (cancer de colon, de prostata, de
pancreas, mamar, ovarian, renal, cerebral) a fost insotita de o
probabilitate semnificativ redusd de aparitie a tromboembo-
lismului venos (8% vs 21% in grupul fard statind), incluzind
tromboza venoasa profunda si embolismul pulmonar. Dupi
analiza regresionald rezultatul a fost identic, indiferent de
alti factori, precum sunt statutul de fumator, prezenta de
metastaze, administrarea de chimioterapie, imobilizarea,
administrarea de aspirind [17].

In contextul respectiv, au existat tentative de a compa-
ra efectul statinelor cu cel al fibratilor intr-un studiu clinic
randomizat, pe 1354 pacienti spitalizati pentru tromboza
venoasd idiopaticd (Lacut, 2008). Utilizarea de statine a fost
insotita de reducerea semnificativa a riscului de recurentd
de tromboembolism venos, pe cdind administrarea de fibrat
a fost asociatd cu un risc veridic majorat (0,53 vs 1,88) [11].
In MEGA study; alte grupuri de hipolipemiante (non-statine)
au determinat o crestere cu 22% a riscului pentru episoade
primare sau repetate de tromboze venoase comparativ cu
persoanele, care nu au administrat medicatie hipolipemianta
[13]. In stidiul observational tip caz-control, mentionat mai
sus (Doggen, 2004), pacientele inrolate administrau statine,
fibrati, sechestranti de acizi biliari sau niacing, insa diminuarea
riscului pentru trombozele venoase a fost semnalat doar in
grupul cu administrare de statine [12].

Pot fi gasite relatari unice despre lipsa conexiunii dintre
administrarea de statine si probabilitatea aparitiei trombozei
venoase, precum arata rezultatele a doud studii observationale,
realizate in Marea Britanie [18]. Evidente privind agravarea
evolutiei sau cresterea riscului de tromboembolism venos pe
fundalul tratamentului cu statine, nu au fost mentionate in
literatura stiintificd de specialitate.

In realizarea actiunii benefice a inhibitorilor HMG-Coa
reductazei, in cadrul patologiei trombotice venoase, sunt
implicate efectele antiplachetar, anticoagulant, profibrinolitic,
antiinflamator, anticitokinic, antioxidant si hipolipemiant,
care asigurd, in totalitate, o functionare adecvata a endoteliu-
lui vascular si contribuie, in final, la mentinerea echilibrului
favorabil dintre mecanismele protrombotice si fibrinolitice.

Manifestarile efectului antitrombotic al statinelor
constau in inhibarea agregarii plachetare, reducerea produce-
rii de trombina, blocarea activarii protrombinei, a factorului V
si X111, inhibarea factorului tisular cu rol important in initierea
cascadei extrinsece de coagulare, diminuarea nivelului seric
al D-dimerilor (marker al statutului protrombotic si factor
de risc independent pentru recurente de tromboembolii ve-
noase), stimularea activitatii fibrinolitice prin intensificarea
activatorului tisular de plasminogen (tPA) si prin diminuarea
activitatii inhibitorului activatorului de plasminogen-1 (PAI-
1) [15].

Recunoscind inflamatia drept unul dintre mecanismele
de leziune ale peretelui vascular si, prin urmare, ca factor im-
portant in destabilizarea proceselor de coagulare-fibrinoliza,
nu poate fi neglijat rolul efectului pleiotrop antiinflamator al
statinelor, in prevenirea tombozelor venoase primare repetate
si dezvoltarea sindromului posttrombotic. Statinele reduc
nivelul markerilor de inflamatie: a proteinei C reactive (in
studiile CARE, PRINCE, AFCAPS/TexCAPS), a factorului de
necroza tumorald-a, a interleukinei-1p si -2, a fibrinogenului,
a ligandului membranar CD40L.

Existd o asociere a riscului inalt pentru tromboembolism
venos cu cresterea valorilor plasmatice de trigliceride (peste
1,05 mmol/l) si cu micsorarea HDL-colesterolului (sub 1,79
mmol/1) [19]. In acest context, statinele isi vor realiza benefi-
ciul prin cunoscutul efect asupra spectrului lipidic seric.

Concluzii

Tromboemboliile venoase determind o morbiditate si
o mortalitate inaltd. Remediul optim in profilaxia si trata-
mentul tromboembolismului venos ar fi unul, care ar im-
bina eficacitatea, riscul minimal de sangerare si simplitatea
administrérii. Statinele par sd corespunda ultimelor doua
criterii, insa eficacitatea lor nu este inca cert demonstrati.
Ele nu pot fi sugerate ca si remedii antitrombotice alternative
anticoagulantelor orale in tratamentul fazei acute sau suba-
cute a trombozei venoase, dar studiile clinice realizate arati,
ca utilizarea statinelor este rationald in contextul profilaxiei
tromboembolismului venos, inclusiv a profilaxiei secundare
pe termen lung [1]. Tratamentul cu statine este insotit de
scaderea incidentei tromboembolismului venos in populatia
generald, dar si de reducerea incidentei recurentelor, fiind
administrat dupd cura optimald de tratament anticoagulant
de 6-12 luni. Totusi, sunt necesare mai multe studii in scopul
demonstrarii eficacitatii statinelor la acest capitol si a credrii
unei oportunitati de largire a indicatiilor acestui grup de
preparate pentru anumite categorii de populatie.
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Efectele protectoare ale remediului autohton neamon-hepa in hepatita

indusa cu tetraclorura de carbon

B. Parii, M. Todiras, S. Parii, L. Rusnac, P. Golovin, V. Valica

Centrul Stiintific in Domeniul Medicamentului, USMF , Nicolae Testemitanu”

The Protective Effects of Local Drug Neamon-Hepa on Carbon Tetrachloride-Induced Liver Injury

The aim of this study was to assess the hepatoprotective activity of a new drug Neamon-Hepa in carbon tetrachloride (CCl,) induced chronic
liver damage for 3 weeks. The Neamon-Hepa treatment produced a normalizing effect on body weight and liver/body-weight ratio, significantly
lowering alanine and aspartate aminotransferase, alkaline phosphatase, total bilirubin, lactatdehidrogenase activity and serum cholesterol level.
These findings suggest that Neamon-Hepa exhibits potent hepatoprotective effects in mice treated with CCI,.

Key words: liver diseases, chronic hepatitis, Neamon-Hepa, hepatoprotective remedies, CCI,.

lenaTosawuTHoOe AencTBre npenaparta Neamon-Hepa npurenatTntTe NHAYLNPOBaHHbIM YeTbIPexXX/1IoOpuCTHbIM yriepogom

Llenpio MaHHOTO MCCIEOBAHNA ABJANIOCH M3YdeHUe TelaTo3alMTHOTO AeiiCTBUA HOBOro mpemnapara Neamon-Hepa mpu remarture
VMHJ YUV POBAHHBIM Y€ThIPEXXTOPUCTHBIM YITIEPOIOM (CC14) B TedeHUN 3-X Hepenb. JleueHne npenapatom Neamon-Hepa npuseno k
HOpManm3anuuy Macchbl Tela M HOpMan3anum MHAEKCa MacCbl nequb/Teno, OIIpENEIN/IO 3HAYNTEIbHOE IIOHVDKEHNE a/IaHMH U acliapTrar
amuHoTpaHcdepas, ankamHdpocdaTaspl, 061ero 6uMMpy6rHa, aKTUBHOCTY NTAKTATHAEIMAPOTreHasbl M YPOBHs X0/IECTepoOa B IIasMe. DTU
TIOKa3aTe/ YKa3hIBAIOT Ha BBIPAXKEHHOE TeNaTO3aIUTHOE JieficTeue mpemnapara Neamon-Hepa wa mbrmett mocre Bosperictsust CCl,.

Kmrouesbie cmoBa: nieueny 60/1e3Hu, TenaTuT Xponudecknii, Neamon-Hepa, mpotektopubie cpenictsa, CC,.
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Introducere

Desi incidenta hepatitelor virale in RM a scazut con-
siderabil, in bund parte datorita implementirii Programelor
Nationale [1], totusi, in ultimii ani, se atestd o crestere suc-
cesiva a letalitatii, cauzate de ciroza hepaticd, care depiseste
aproximativ de trei ori indicii similari din tarile Europei si
ex-sovietice. Prin urmare, implementarea in practica medicald
a inovatiilor contemporane pentru tratamentul si profilaxia
cirozei hepatice, este de o actualitate deosebita.

In prezent, in terapia si reabilitarea complex a pacien-
tilor cu cirozd hepaticd sunt utilizate preparate imunotrope
cu rol de stimulare a fortelor de protectie a organismului si
normalizare a statusului imun modificat al bolnavilor, care
totodata promoveazd si efecte antioxidante, antimicrobiene,
antistresorii, etc. Printre acestea, sunt de mentionat preparatele
policomponente cu continut de aminoacizi gi extracte vegetale,
suplimente nutritive cu continut de microelemente.

Preparatul autohton Neamon-Hepa a fost conceput ca
un remediu cu actiune polifunctionald in domeniul abordat, in
perspectiva reducerii concentratiei de amoniac in creier, fapt
ce ar contribui la diminuarea complicatiilor in ciroza hepatici.
Componentele de bazéd sunt arginina, spironolactona si BioR-
ul, care prezintd o formuld de perspectiva datorita potentérii
efectului hepatoprotector.

Indiferent de factorul etiologic, care afecteaza ficatul,
citoliza hepatocitelor este considerata ca fiind sindromul
patomorfologic de bazd. Tratarea animalelor cu tetraclorurd
de carbon (CCl4), este unul din cele mai frecvent folosite
modele de producere a hepatitei toxice. Traversind mem-
brana hepatocitara si fiind supusd metabolizarii enzimatice,
CCl4 genereazi radicali liberi, care ataci structurile lipidice
ale membranelor celulare, inducand peroxidare lipidicd, iar
produsii microzomali, generati pe cdile polienzimatice ale
citocromului p450, induc disfunctii mitocondriale si apoptoza.
Totodata radicalii liberi se leagd covalent cu macromoleculele
formatoare ale acizilor nucleici, afecteazd metilarea ARN-lui
ribozomal cu repercusiuni in sinteza proteica [2,3].

Scopul cercetarii constd in investigarea eficacitétii pre-
paratului Neamon-Hepa la animale de laborator cu hepatité
toxica, indusa de tetraclorura de carbon.

Obiectivele cercetarii

1. Determinarea influentei preparatului Neamon-Hepa
asupra evolutiei masei corporale si a ficatului in cadrul into-
xicatiei acute cu CCl4.

2. Evaluarea actiunii preparatului Neamon-Hepa
asupra starii functionale a ficatului la animalele cu i fara
intoxicatie cu CCl4.

Materiale si metode

Animale de laborator: experimentele au fost efectuate
pe 56 soareci de laborator (linia C57/Bl6), masculi cu varsta
de 12 saptaméni si greutatea corporald de 27-30 gr, la initierea
studiului. Ciclurile lumind/intuneric de 12 ore, temperatura
250°C si umiditatea relativa a aerului 60% au fost mentinute cu
ajutorul instalatiei ,,Scantainer” (Scanbur LTD, Danemarca),
in care au fost plasate custile cu animale pe tot parcursul ex-

perimentului. Regimul alimentar standard pentru soareci de
laborator (ssniff M-Z), echilibrat in proteine, glucide, lipide,
minerale si vitamine a fost administrat sub forma de granule
si apa ad libitium.

Administrarea Neamon-Hepa: pentru tratarea ani-
malelor de laborator s-au folosit capsulele Neamon-Hepa
(lot experimental), produse la intreprinderea farmaceuticd
»Eurofarmaco” SA. Continutul unei capsule (834 mg) a fost
diluat initial in 4,2 ml etanol (pentru a asigura solubilitatea
spironolactonei), apoi adaugat la apa potabila (2500 ml pentru
Neamon-Hepa 100 mg/kg). Doza de Neamon-Hepa adminis-
tratd a fost calculata reiesind din volumul mediu de apa bauta
zilnic, care a fost aproximativ de 0,3 ml/gr masé corporald.
Animalele au fost tratate cu Neamon-Hepa in dozele 10, 50
si 100 mg/kg pe tot parcursul experimentului cu inlocuirea
zilnicd a lichidului baut.

Modelarea hepatitei toxice si colectarea probelor: anima-
lele au fost tratate permanent cu CCl4 (Sigma) 1 ml/kg, diluat
in volum egal cu ulei de susan (Sigma), administrat subcutanat
de 2 ori pe saptimana, timp de 3 siptimani. In ziua a 5-a de
la ultima tratare cu CCl4, animalele au fost sacrificate. Masa
corporald a fost monitorizata sdptimanal. Dupé decapitare au
fost rapid prelevate sangele si ficatul in intregime, care a fost
cantdrit, divizat in mai multe fragmente, i stocate conform
cerintelor protocolare ale parametrilor urmariti.

Din ser s-au dozat: activitatea AIAT, AsAT, FA si biliru-
bina totala, evaluate cu ajutorul sistemului Beckman Synchron
LX (Beckman Coulter, Villepinte, France); LDH apreciatd prin
metoda Bergmeyer & Bernt.

Loturile experimentale:

I - lot martor (n = 6);

IT - tratat cu Neamon-Hepa 10 mg/kg (n = 6);

III - tratat cu Neamon-Hepa 50 mg/kg (n = 6);

IV - tratat cu Neamon-Hepa 100 mg/kg (n = 6);

V - intoxicat cu CCl4 1 ml/kg (n = 6);

VI - intoxicat cu CCl4 1 ml/kg + tratat cu Neamon-Hepa
10 mg/kg (n = 6);

VII - intoxicat cu CCl4 1 ml/kg + tratat cu Neamon-
Hepa 50 mg/kg (n = 6);

VIII - intoxicat cu CCl4 1 ml/kg + tratat cu Neamon-
Hepa 100 mg/kg (n = 6);

IX - tratat cu ulei de susan (lot de referintd pentru lo-
turile intoxicate) (n = 6).

Analiza statisticd a fost efectuata folosind programul
MS Excel si Student T-test, cu stabilirea semnificatiei dife-
rentelor dintre loturile comparate, P < 0,05 fiind considerat
semnificativ.

Rezultate obtinute
Efectele remediului Neamon-Hepa
la animalele intacte

Pe parcursul tratamentului cu remediul Neamon-Hepa
(loturile II-IV) n-au fost observate schimbari esentiale in
comportamentul animalelor si in dinamica greutétii corpo-
rale. Determinarea greutitii ficatului la sacrificare a stabilit,
ca raportul dintre masa ficatului si masa corporala nu difera
la animalele tratate cu Neamon-Hepa de cele netratate (lotul
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I) (tab.1). Investigarea nivelului seric al enzimelor citolizei
aratd o usoard diminuare nesemnificativa ale AIAT, AsAT,
precum si ale fosfatazei alcaline si bilirubinei totale la ani-
malele tratate cu Neamon-Hepa, indeosebi la cele, care au
consumat doza 100 mg/kg (tab.2). Totodata s-a constatat, ca
preparatul nu modifici concentratiile serice ale colesterolului
si lactatdehidrogenazei.

Tabelul 1
Influenta tratamentului cu Neamon-Hepa

in dinamica masei corporale si a ficatului
la animale cu si fara intoxicatie

A

,_g M?:iati::;p. I':'::i;;;g'_ masei G.reutatea Masa ficat /

3 (ér) re (gr) corp. ficat. (gr) masa corp.
(%)

| 29,3+0,38 29,7+04 101,1 1,33+£0,02 4,49 + 0,06

1] 289+04 29,4+0,39 101,6 1,31+£0,03 4,45 + 0,06
] 290+£035 | 29,6+0,26 102,0 1,34+£0,03 4,53 + 0,08
IV [ 292+029| 29,7+0,17 101,9 1,33+£0,02 4,49 +£0,10
V [ 291+£051(242+045# | 83,4# | 2,75+0,12# (11,40 £ 0,604#
VI | 29,4 +0,49 251104 85,6 2,09 £0,08% | 8,32 +0,40*
VIl | 292+034 | 27,0+02* | 92,6* |1,69+0,08* | 6,28 +0,33**
VIl | 29,1 +£0,34 | 28,3 £ 0,28** | 97,2** | 1,58 £ 0,06** | 5,60 £ 0,19**
IX | 292+0,4 29,6 £ 0,27 101,3 1,40+ 0,03 4,58+ 0,14

Legenda: # p < 0.001 comparativ cu lotul de referintd (IX);
*p <0.05si** p<0.001 comparativ cu lotul intoxicat cu
CCl4(V).

Manifestarile hepatitei toxice induse cu CCl,

Expunerea animalelor la intoxicatia cronica cu xenobi-
oticul hepatotrop CCl4 (lotul V) a decelat modificéri semni-
ficative ale tuturor parametrilor investigati. Astfel, a scazut
in dinamicd masa corporald, a crescut substantial greutatea
ficatului, ceea ce a augmentat de circa 2 ori raportul ficat/masa
corporald, comparativ cu lotul de referinta (IX) (tab.1). A
crescut dramatic activitatea enzimelor hepatocitolizei AIAT
si AsAT de circa 23 si 9 ori respectiv, FA - de circa 3 ori, iar
LDH si nivelul colesterolului seric s-au dublat. La fel, in serul
prelevat de la animalele expuse intoxicatiei cronice cu CCl4, s-
aatestat o augmentare de circa 3 ori a bilirubinei totale (tab.2).

Acest teren biologic, profund alterat, a servit drept model in
investigarea actiunii preparatului Neamon-Hepa.

Efectele Neamon-Hepa
in tratamentul hepatitei toxice

Tratamentul cu Neamon-Hepa a redus din declinul ma-
sei corporale, atestindu-se o cregtere semnificativa a greutatii
corporale, care a fost in corelatie directd cu doza aplicatd de
Neamon-Hepa. Totodata, s-a constatat o diminuare progresiva
a masei ficatului, ceea ce a servit ca in lotul, tratat cu Neamon-
Hepa 100 mg/kg (lotul VIII) comparativ cu lotul intoxicat, care
nu a consumat Neamon-Hepa (lotul V), sa se reduci aproxi-
mativ de 2 ori indicele ficat/masa corporald, apropiindu-se de
indicele atestat in lotul de referint (lotul IX) (tab.1). In serul
prelevat de la animalele, care au fost tratate cu doza maximala
de Neamon-Hepa, a scizut de 2 ori nivelul bilirubinei totale,
s-a redus de circa 2 ori activitatea enzimelor citolizei AIAT si
AsAT. Simultan Neamon-Hepa 100 mg/kg a diminuat cu 35%
activitatea fosfatazei alcaline, lactatdehidrogenazei - cu 45%
si nivelul colesterolului seric - cu circa 30% (tab. 2).

Discutii

La etapa actual, desi au fost atinse progrese deosebite
pe parcursul ultimelor decenii in eradicarea hepatitelor vira-
le, maladiile hepatice au o rdspandire tot mai larga datoritd
multitudinii de factori nocivi, la care este expus organismul,
iar ficatul joaca un rol esential in metabolizarea si epurarea
substantelor toxice, care patrund pe diferite cai. Republica
Moldova este in topul statelor europene si ex-sovietice la
capitolul letalitate, cauzatd de ciroza hepatica - calea finald
comund a multiplelor maladii, in evolutia cdrora intervine o
inflamatie activd a ficatului. Impactul deosebit al acestei boli
in populatie, gravitatea si evolutia insidioasd, imprevizibild,
cu o probabilitate majord de a se asocia cu coma hepatici,
impune o abordare individuali. Intru solutionarea proble-
mei in cauzd, drept oportuna poate fi considerata utilizarea
remediilor polifunctionale, obtinute din preparate cu eficienta
clinicé §i inofensivitate bine demonstrate, cu efecte polivalente.
Perspectiva valorificarii acestor preparate in domeniul abordat
este confirmata prin suportul unor cercetiri biomedicale,

Tabelul 2
Influenta preparatului Neamon-Hepa asupra starii functionale a ficatului la animalele cu si fara intoxicatie cu CCl4

Lotul Bilirubina AIAT AsAT FA LDH Colesterol
totala (umol/L) (U/L) (U/L) (U/L) (U/L) (mmol/L)
| 56+04 46,6 +2,4 107,7+6,4 2526+119 234,7+7,8 1,64+0,12
Il 54+04 459+2,2 1009+7,5 243,7+£12,3 231,752 1,57£0,14
Il 55+04 43,5+3,3 101,7£8,3 2405+ 11,7 230,0+4,2 1,59+0,12
\Y 54+0,5 41,3+29 99,3+9,78 226,7 £ 14,5 227,8+3,6 1,60+0,15

1 22,2 +0,9% 1348,3+43,2# 1139,7 £ 67,1# 1072,8 £59,3# 554,3 = 15,6# 5,32 +0,45#
Vi 20,7 +0,8 1042,5+£28,4** 954,1 + 69,1 914,4 + 29,1 422,3 +£20,8* 5,09+0,33
Vil 14,8 + 0,8** 771,5 £ 23,9** 689,4 + 52,7** 738,7 +36,5** 346,5 + 22,3** 4,58 + 0,39*

Vi 10,5+ 0,7** 539,7 +1 8,7** 483,3 £ 22,8** 691,2 +31,7** 313,8 £ 15,8** 3,72 £0,36**
IX 6,2+0,8 54,2+3,3 1185+84 289,6 +16,5 2410+ 11,6 1,95+0,15

Legenda: # p < 0.001 comparativ cu lotul de referinta (IX); * p < 0.05 §i ** p < 0.001 comparativ cu lotul intoxicat cu CCl4(V). AIAT

- Alanin aminotransferaza; AsAT — Aspartat aminotransferaza; FA - Fosfataza alcalina; LDH - Lactatdehidrogenaza.
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urmarind scopul si stabilirea efectelor fiziologice stimulatoare
si sanogene.

Studiul nostru a urmdrit investigarea actiunii preparatului
Neamon-Hepa, administrat pe o perioadd mai indelungata, atat pe
animale intacte, ct i in conditiile alterérii cronice a ficatului.

In experimentele noastre, administrarea preparatului
Neamon-Hepa timp de 25 zile, nu a cauzat careva afectiuni
cu repercusiuni vizibile in dinamica greutétii corporale si
in starea functionald a ficatului. Totodatd administrarea re-
mediului la animalele cu afectare cronica a ficatului, a redus
semnificativ declinul masei corporale, a diminuat substantial
hepatomegalia si a augmentat starea functionald a ficatului,
exprimata prin reducerea bilirubinei totale, AIAT, AsAT, FA,
LDH si colesterolului seric. Aceste beneficii pot fi atribuite tu-
turor elementelor preparatului autohton Neamon-Hepa, care
are la bazd aspartatul de arginind, spironolactona si BioR-ul.

L-arginina reduce nivelul amoniacului din organism
prin transformarea hepatica in uree, mai putin toxica si eli-
minata prin urind. Arginina, folositd in calitate de tratament
naturist, este un exceptional protector si regenerator hepatic
si participa cu rezultate exceptionale in boli de ficat: hepatita
virald, hepatita cronicd, hepatita alcoolica, steatoza hepatici,
ciroza hepatic, cancer hepatic. Infuzia de L-arginina aug-
menteazd diureza gi natriureza la pacientii cu cirozd hepatica,
acompaniatd cu ascitd [4] si are o contributie beneficd in
diminuarea hipertensiunii portale [5].

Una din explicatii poate fi, cd L-arginina este substrat
pentru toate izoformele nitricoxidsintetazelor (NOS), implica-
te in productia oxidului nitric (NO). S-a stabilit o redistribuire
a izoformelor NOS in ficatul afectat de cirozd, unde scade
expresia izoformei endoteliale (eNOS) si creste considerabil
nivelul celei inductibile (iNOS), pe cAnd izoforma neuronald
rdmane neschimbata, fapt care sugereazd o participare diferita
a lor in patogeneza maladiei [6]. Intr-un studiu recent, atat
administrarea L-argininei, cét si tratamentul cu inhibitorul
NOS, au contribuit la diminuarea fibrozei la animalele supuse
intoxicatiei cronice cu CCl4. Totusi, s-a constatat cd aplicarea
L-argininei a fost mai eficientd in aplanarea formarii de cola-
gen, reducerea expresiei iNOS, activitatii factorului nuclear
kappa-B (NF-kB) si a activatorului proteinei-1 (AP-1) [7].

O alta explicatie a reducerii nivelului amoniacului si
a celorlalti derivati toxici de azot din organism ar fi, cd L-
arginina, pe calea arginazelor, se transforma in L-ornitina si
uree, cu preluarea unei noi molecule de amoniac. Recent s-a
constatat, cd in fragmentele de ficat, prelevate de la pacientii
cu ciroza hepaticd, scade semnificativ expresia si activitatea
arginazei-I (izoforma hepatica, indispensabild ureogenezei),
care coreleazd direct cu stadiul clinic al maladiei. Pe de alta
parte, creste compensator expresia i activitatea arginazei-II
(izoforma extrahepaticd, implicatd in reglarea concentratiilor
intracelulare arginina/ornitina) [8]. Se presupune, ci reduce-
rea arginazei-I este responsabild de diminuarea concentratiei
plasmatice de arginina, iar inductia arginazei-II poate fi mai
mult importantd in reglarea sintezei NO si a altor mecanisme
implicate in patogeneza cirozei hepatice [9].

Cu toate beneficiile, pe care le promoveazd, indicarea
suplimentului cu arginind in tratamentul cirozei hepatice este

necesar de a fi coordonata cu investigarea minutioasd a para-
metrilor cardiovasculari pentru a evita perturbarea perfuziilor
tisulare, cauzate de rezistenta vasculard scazuta [10].

Este stabilitd contributia benefica a spironolactonei
in tratamentul ascitei din ciroza hepatica [11]. Indicarea
spironolactonei se face in concordantd cu dinamica masei
corporale [12]. In experimentele noastre nu s-au atestat
modificéri considerabile ale greutatii corporale la animalele
intacte, tratate cu Neamon-Hepa. Probabil, cantitatea mica
de spironolactond (24,0 mg din 834,0 mg masa totala a unei
capsule), ceea ce constituie 2,87%, nu a cauzat reducerea
greutatii corporale. Totodatd, o contributie in mentinerea
greutdtii corporale, probabil, a fost asigurata de proprietatile
metabolice ale argininei.

Intr-un studiu recent a fost investigata eficacitatea
remediului BioR in tratamentul encefalopatiei hepatice de
gradul IT in ciroza hepatica virald C. Administrarea BioR-ului
a contribuit la ameliorarea semnificativa a tabloului clinic:
disparitia tremorului, accelerarea gandirii, disparitia apatiei si
bulimiei, restabilirea ritmicitatii somnului. S-a atestat o imbu-
natdtire evidentd a nivelului aminoacizilor investigati, inclusiv
a componentilor ciclului ornitinic. BioR-ul a contribuit la
ameliorarea testelor biochimice si a traseului ECG [13].

Noul medicament autohton Neamon-Hepa este un
preparat policomponent, avand la baza aspartatul de arginina,
spironolactona si BioR-ul, care a fost elaborat in scopul preve-
nirii si/sau profilaxiei encefalopatiei hepatice, constituind una
din cauzele principale ale comei in afectiunile hepato-biliare.
Numarul de preparate, care au la baza sursele vegetale cu pro-
prietati polivalente si totodata si stimulatoare, este insa foarte
redus, interactiunile concurente dintre microelemente, nivelul
scizut de asimilare a lor in cazul suplimentelor cu continut
asemanator, sunt printre cauzele eficientei reduse ale utilizédrii
lor cu succes in ameliorarea diverselor situatii clinice.

Concluzii

1. In cadrul tratamentului cu Neamon-Hepa nu se
determind reducerea greutatii corporale §i cresterea masei
ficatului la animalele intoxicate cronic cu CCl4.

2. Utilizarea remediului policomponent Neamon-Hepa
contracareaza intensitatea citolizei, reduce componentul
inflamator, amelioreazd metabolismul lipidic si circulatia
intrahepatica a bilei in cadrul intoxicatiei cu CCI4.

Lucrarea prezentatd face parte din cadrul proiectului de
inovare si transfer tehnologic: ,,Elaborarea si productia cap-
sulelor cu continut de Neamon-Hepa si eficienta preparatului
in ciroza hepaticd”
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in Chisinau

R. Corobov', N. Opopol*

' Project MGI-2318-CH-02
*Department of Hygiene and Epidemiology
Nicolae Testemitsanu State Medical and Pharmaceutical University, Chisinau, Republic of Moldova

Abstract

The paper presents results from the statistical description of total daily mortality dependence on ambient air temperature in the Chisinau
municipality. Total daily deaths, taken from death certificates, characterize mortality in the period of April 1 to September 30 for the years 2000-
2008. Mean (Tmean), maximal (Tmax) and minimal (Tmin) temperatures were used as independent variables. The extremely hot “warm season”
of 2007 was excluded from the study. Pertinent statistical procedures were used to describe the statistical dependencies. The thermal optimum
(minimal mortality temperature, MMT) was defined as a 2°C temperature band. It was shown that minimal daily mortality was observed at
Tmean about 22°C. In the first half of the period, each 1°C increase of Tmean is accompanied by a 1.43%-decrease in daily mortality. Analogous
analysis for Tmax and Tmin identified corresponding MMTs as 27-28°C and 17-18°C, and decreases in deaths as 1.41% and 1.47%, respectively.
In August-September, air temperature decrease determines, depending on the temperature variable used, between 19.3% and 23.9% of total
mortality, and each 1°C decrease of Tmean, Tmax and Tmin causes respectively 0.64%, 0.61% and 0.80% increase of mortality.

Key words: mortality, time factors, air, temperature, global warming.

BsanmosaBucumocTb Mexay Temrnepatypoi Bo3gyxa u cmepTHocTbio B KuwnHése

B craTbe mpepicTaBIeHa CTaTUCTIYECKAsA 3aBIICUMOCTD ©XKeJHEBHOI 00111ei CMEPTHOCTY OT TeMIepaTypbl arMocdepHoro Bo3ayxa B Kumnese.
ExxenHeBHast 0011asi CMEPTHOCTD XapakTepusyer 1epuop ¢ 1 amperst o 30 ceHtsi6pst 2000-2008 rofoB. B kauecTBe He3aBIUCHMBIX TePEMEHHBIX
ucrnonb3oBaubl cpefHssa (Tmean), makcumanbhas (Tmax) u MuanManpHas (Tmin) Temmeparypbl. OKCTpeManIbHO TelUibiil nepuoy 2007 rofa
UCKITIOYeH 13 06paboTKy. B paboTe MCIIOMb30BaHbI COOTBETCTBYIOIIE IIE/IIM METO/IBI CTATUCTIYECKOI 06padoTku. OmpefiesieH TepManbHbIi
ONTUMYM, T.e. TEMIIepPaTypa, IIpY KOTOPOil OTMedaeTcss MUHMManbHass cMepTHOCTh (TMC). BbIABIEHO, YTO MMHMMAaJIbHAs eXeJHeBHasd
cMepTHOCTD (15,2 cMeprei) orMedaercs npu Tmean paBHoit 22°C. B mepBoii ONOBMHE TEIUIOTO MepHOAa KaXK/IbIil IPajyC yBeINYeHN
Tmean compoBoX/jaeTcsA CHIDKEHUEM eXeHeBHOI cMepTHOCTH Ha 1,43%. Amnanormynble pacdeTsl a1 Tmax u Tmin npentnduumposamm
coorsercTBytomye 3HadeHuss TMC pasuble 27-28°C n 17-18°C u cHmxeHMe Konmdectsa cMepTeit Ha 1,41% u 1,47% Ha KaXX7plil rpagyc
YBE/IMYEHNS TeMIIEpaTypbl. B aBrycre-ceHTAOpe CHIDKEHME TeMIlepaTypbl BO3[yXa OOYC/IOBIMBAET, B 3aBUCYMOCTI OT MCIO/Ib30BAaHHO
IlepeMeHHOI1, CHIDKeHIe ob1iell cMepTHOCTH OT 19,3 10 23,9%, a Kaxkablit Tpagyc cHipkeHns Tmean, Tmax u Tmin conposoxpgaetcs 0,64%,
0,61% u 0,80% IPUPOCTOM CyTOYHON CMEPTHOCTH, COOTBETCTBEHHO.

KiroueBbie cmoBa: CMEPTHOCTDH, BpPEMEHHDbIE (baKTOpI)I, BO31YX, TEMIIEpATYpa, rno6anbHOE TOTEIIEHNE,
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Introduction

It is well known that mortality incidence rates are
dependent on ambient temperature, and have long been
associated with the effects of both heat and cold. In the last
few decades, research by epidemiologists and climatologists
regarding this issue has grown rapidly, driven by anthropo-
genic global warming, especially after heat waves in Europe
in 2003 left a dramatic death toll in many western European
countries and were considered as ‘a shape of things to come’
(Beniston 2004).

The effect of high temperature on mortality is well stu-
died and documented. It is enough to only name some recent
works (Basu et al. 2008; Carson et al. 2006; Confalonieri et al.
2007; Hajat et al. 2006; Gosling et al. 2007, 2009; Jendritzky
and de Dear 2009; Laaidi et al. 2006; Matthies et al. 2008;
Menne et al. 2008; Schar et al. 2004). In these, and other re-
search analyses, a J- or U-shaped relationship was identified
between daily temperature and mortality, with several associ-
ated critical points or threshold temperature values reported.
Two main approaches have been widely applied to solve the
task: (1) the time-series epidemiological analysis of long-term
dependence of population-level mortality on temperature as
well as on other meteorological, environmental and social
confounding factors (e.g. Basu et al, 2005; 2008) and (2) the
heat-episode analysis (e.g. Kysely and Ktiz 2008). While
analysis of isolated heat waves provides a useful insight into
the short-term response of populations to these events, the
time-series analysis examines a temperature-mortality associ-
ation over a long time period, thus enabling the investigation
and quantification of not only a general temperature-related
mortality but also various additional risk factors.

Air temperature is usually expressed in terms of its
mean, maximum or minimum values, as well as the composite
indices such as apparent temperature (AT), which takes into
account humidity conditions (Steadman 1984). For specific
aims, the biometeorological indices, for example the Universal
Thermal Climate Index (UTCI), are being developed (Jen-
dritsky and de Dear 2009) and used as exposure variables for
modeling the effects on mortality and morbidity. It was also
noted by Gosling et al. (2009a) that very little attention is paid
to the explicit role of a diurnal temperature range (DTR).

This paper presents a part of the comprehensive analysis
of heatimpacts on human health carried out in the framework
of climatological and epidemiological justification of the
development of a Heat Health Warning System (HHWS) in
Moldova. The research, as a corresponding project, was tri-
ggered by: the general drying of Moldova’s climate, the record
drought and heat waves the country experienced in 2007, as
well as the nearly complete lack of national biometeorological
research in recent times. Without overstatement, the above
mentioned project is the first modern study of the Moldovan
population’s mortality dependences on air temperature. Being
the first in the series of subsequent publications, this paper is
targeted away from understanding the various mortality risk
factors and towards a description of relationships between
different air temperature variables and the total incidence of
mortality. In other words, the research involves explaining

mortality as a health outcome measure based upon air tempe-
rature (considered as a predictor) and potentially confounding
variables, e.g. season. In such types of analysis, a research time
unit is usually one day (Gosling et al, 2009a).

Materials and methods

Initial data

Proceeding from the goal of the research on the whole
— scientific support of heat health early warning — the air
temperature exposure was examined only during a warm
season, rather than considering a full year, or limiting data
to only periods of extremely high temperatures. The study
period included a six month period (April 1 to September
30) for the eight years between 2000 and 2008, with that of
2007 excluded.

Daily mortality data comprised total daily counts of
deaths from all causes in the resident populations of the
municipality of Chisinau. This information was retrieved
from the National Center of Management in Health database.
The data heavily represent both urban and rural populations.
As of January 1, 2009, from among 785.400 residents of the
municipality 716.920 (91.3%) resided in the city itself and
68.500 (8.7%) resided in suburban areas. On the whole, the
study encompasses about a quarter of Moldova’s population,
including about one half of the urban population.

Daily meteorological data were taken from the site of
the Word Data Center: http://cliware.meteo.ru/inter/data.
html. The daily values were calculated as the average of eight
3-h measurements.

The chosen period is assumed to be long enough for
statistical processing and does not include a significant long-
term trend in air temperature (Tab. 1). Moreover, because
the idea of the research was to find the shape of relationships
between air temperature and mortality for ‘typical’ years and
to escape a bias in the results caused by extremely hot years,
the warm period of 2007 (when extremely intensive heat waves
were recorded) was excluded from the analysis. This year is
considered separately, as a heat-episode analysis that deserves
a special publication.

Table 1

Mean air temperature and aggregated daily deaths in
April-September in Chisinau, 2000-2008

Years
2000 ( 2001 | 2002 | 2003 | 2004 | 2005 | 2006 | 2007 | 2008

Air
tempe- | 185 | 18.1 | 185 | 184 [ 173 | 182 | 180 | 19.9 | 18.2
rature
Morta-
lity 2802 | 2748 | 2966 | 2939 | 2880 3115|2978 ( 3108 | 3117
counts

To identify temperature-mortality relationships, both
dependent (death incidents) and independent (temperature
characteristics) daily variables were averaged across the entire
sample (period of 2000-2008, without the year 2007)". Such
averaging smoothed the possible long-term trends and year-

1 Hereafter, the sake of simplicity, in all descriptions of the 2000-2008 period
it is implied that year 2007 is omitted.
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to-year variability in data. Combining the observations also
reduces randomness by allowing the positive and negative
random effects to partially offset each other.

Because mortality has an inherent seasonal cycle that
can bias interpretation of the weather impacts, the mortality
data are usually “de-seasoned” by different methods (Carson
et al. 2006; Davis et al. 2004; Gosling et al., 2007; Najat et al.
2006; Pascal et al. 2006). In our study the Simple Moving
Average procedure was used to choose the optimal degree
of smoothing (length of the moving average) and thereby
avoiding an over-smoothing that can result in removing some
informative long-term and seasonal patterns from initial data.
Concurrently, to account for seasonality, a simple regression
analysis of daily mortality on the day of a year was used.

Since the main task of this work was to test methodical
approaches allowing the adequate description of real tempera-
ture-mortality relationships, the different forms of regression
analysis have served as a reliable research tool. However, such a
straightforward approach sometimes has a serious limitation: it
shows dependence of mortality on temperature irrespective of
which part of the regression curve this dependence is estimated.
Is a change in daily deaths the same when temperature increases
to its optimal value, or decreases after this point? The left and
right slopes of the U-like curve represent, symbolically speaking,
the ‘cold’ and ‘hot’ risks of temperature change; the possible diffe-
rences in these risks undoubtedly need to be accounted for. Thus,
given that temperature-mortality relationships are a U- or J-like

curve, the important moment in any epidemiological research is
to find the breakpoint where mortality stops decreasing during
its transition from the cold to optimum temperature values and
starts to increase later. This thermal optimum (Laadi et al. 2006)
corresponds to the average temperature with the lowest mor-
tality level. Some works, e.g. Vigotti et al. (2006), use the term
‘minimum mortality temperature’ (MMT) to describe this point.
As far back as the 1990s, the Europe-wide Eurosummer project
(Keatinge et al. 2000) had revealed the existence of a relatively
narrow temperature band in which mortality is lowest. This band
varies substantially within the European continent, as well as in
the U.S. and other countries (e.g. Donaldson et al. 2003).

Different methods are used to identify the thermal
optimum (Donaldson et al. 2003; Gosling et al. 2007; Laaidi
et al 2006). In our research, the “narrow-band approach”
has proved itself to be the best identifier of thermal opti-
mums and excess death thresholds in heat-event studies.
We grouped daily deaths into 2°C temperature class in-
tervals with 0.01°C increments. Such intervals smooth
the high variability in daily mortality sometimes evident
at higher temperatures (Gosling et al. 2007); the selected
increment also allowed us to completely preserve initial
information, attributing it to the center of an interval,
expressed in integer Celsius degrees. It was also decided
to directly examine the long-term temperature-mortality
dependences for MMT identification. As it will be shown
below, the results are encouraging.

Table 2
Descriptive statistic of monthly averages of total daily mortality in Chisinau, 2000-2008 years
Tmean, Death counts
Month o - .
C Sum Average Sd CV, % Min Max Range Skewness | Kurtosis
April 10.8 536 17.9+£0.28 1.69 9.4 14.5 20.5 6.0 -0.08 -1.11
May 16.8 517 16.7+£0.27 1.76 10.5 13.1 20.5 74 -0.09 -0.43
June 19.8 480 16.0+£0.28 1.64 10.2 12.8 18.8 6.0 -0.95 -0.60
July 226 462 14.9+0.27 1.15 7.7 11.6 16.5 4.9 -1.71 0.63
August 224 475 15.3£0.27 1.40 9.2 12.2 18.2 6.0 -0.66 -0.71
September 16.2 475 15.8+0.28 1.44 9.1 13.1 19.4 6.3 1.10 0.23
Period 16.1 2946 16.1+0.26 1.79 1.1 11.6 20.5 8.9 1.53 -0.35
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Fig. 1. Normal distribution fitting of daily mortality in Chisinau in warm periods, 2000-2008.
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Fig. 2. Mean and Box-and-Whisker Plots* of daily deaths in warm period in Chisinau.

* The Box-and-Whisker Plot divides data into four equal areas of frequency. The central boxes cover the middle 50% of the mortality,
the box’s sides are lower and upper 25% quartiles, the vertical line - the median, and the whiskers - the range. The means and outliers

are marked as a single point (+ and =, respectively).

All statistical computations were performed using the
StatGraphics Centurion Data Analysis and Statistical Software
(Statgraphics 2009).

Results and discussion

Descriptive statistics of mortality

Reference or basic averaged mortality in 2000-2008 is
shown in Table 2. Minimal mortality (15 deaths a day) was
registered in July (the warmest month in Chisinau), while ma-
ximum mortality (about 18 deaths a day) was found in April.
Thus, the range of monthly averages was only 3 deaths; while
the range of their year-to-year variation is twice more than
that — 6-7 deaths. Coefficient of correlation (CV), derived as
the percentage ratio of standard deviation (Sd) to the average
value, amounted to 9-10%. The standardized skewness and
kurtosis of monthly deaths are within the range of -2 to + 2,
thereby indicating the normal distribution of monthly death
averages. A reliable normal distribution fitting is observed for
daily deaths during warm periods on the whole (Fig. 1).

To identify the statistically grounded differences among
monthly averaged deaths, or the presence of seasonality in
daily mortality, the One-Way Analysis of Variance (ANOVA)
statistical tool was applied. Fig. 2 demonstrates two outputs
of ANOVA.

Means plot shows monthly death averages and Fisher’s
Least Significance Differences (LSD) intervals (Statgraphics
2009). The overlapping of intervals signifies that two means
are the same with 95.0% confidence. In our case, the death
means in April are statistically different from all other months,
in May - from all months except June, in June - from July.
All other combinations of monthly deaths show no significant
differences between them. Both plots clearly demonstrate a
seasonal course in mortality.

Daily mortality smoothing and approximation

Fig. 3a demonstrates the scatterplot of daily mortality
averaged for the whole period. One can see that seasonality

in data is evident and well approximated by the 2™ order po-
lynomial. Coefficient of determination (R?) shows that 30.7%
of daily mortality depends directly on the day of a year. This
dependence is described by the equation:

Md = 26.47 - 0.108*Day + 0.00026*Day* R* = 30.72; p
=0.000, (1)

where Md - daily total deaths, Day - day of the beginning
of year (Julian day).

Thus, we can state that in the warm period, starting from
April 1, with each consecutive day the mortality is increasing
up to a moment when the quadratic term of Eq.1 will exceed
the first term. Let us presuppose that in this moment the ther-
mal optimum is observed. The polynomial curve can also be
considered as a hypothetical seasonal course of daily mortality
with unlimited lengthening of the period of observations or
the period of smoothing.

Table 4

Dependence of daily mortality statistics (deaths number)
on the degree of smoothing

Length of simple mowing
Statistics average, days Polynomial
0 3 7 31

Count, day 183 181 177 153 183
Average 16.1 16.1 16.1 15.9 16.1
Sd 1.79 1.35 1.16 0.76 0.99
Minimum 11.6 13.2 14.3 149 15.2
Maximum 20.5 19.5 19.2 17.8 18.8
Range 8.9 6.3 49 29 3.6
Sum 2946 2900 2830 2418 2946

Really, this assumption is well demonstrated in Fig.
3b, where daily mortality is smoothed using simple moving
averages of different lengths. With increasing the moving
period from zero to 31 days, the corresponding plots approach
the polynomial approximation. Simultaneously, we observed
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Plot of Fitted Model
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Fig. 3. Scatter plot of warm periods’ daily mortality in Chisinau (2000-2008), approximated
by 2™ order polynomial (left) and simple moving averages of different lengths (right).

gradual decreases in variances, expressed as standard deviati-
on (Sd), and ranges of smoothed averages (Tab. 4). However,
while information in this table is a good illustration of the
reliability and power of the smoothing procedure, it can
hardly be used for selection of the best period of averaging.
For example, the 31-day moving average results undoubtedly
in over-smoothing and moreover - in loss of information at
borders of the deaths record. A comprehensive addressing
of this discourse is possible only in the framework of a direct
temperature-mortality relationship investigation.

Dependence of daily mortality
on mean temperature

Based on the above-shown dependency of death counts
on each day of the year, we can presuppose that this evidence
is caused, along with other weather factors, by the seasonal
course of air temperature. Really, in warm periods the dyna-
mic of mean air temperature is also very well approximated
by the 2™ order parabolic curve (Fig. 4) that can be described
by an equation:

Tmean = 32.06 + 0.55*Day-0.0014* Day* R* = 92.04, p
=0.000 (2)

where Tmean - daily mean temperature; Day - Julian
Day.

The inverse arches of the temperature curve against the
concave one for daily mortality (Fig. 3) presuppose negative
correlations between air temperature and mortality. Table
4 presents the results of a simple regression analysis of daily
mortality vs. daily temperature where both linear and polyno-
mial models were used and calculated with different lengths
of simple moving averaging of the initial data. All variants
of associating the daily mortality with air temperature result
in statistically significant models (p < 0.001) showing the
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Fig. 4. Plot of the dependence of mean air temperature on
Julian day in Chisinau.

increase of correlation and decrease of errors with extension
of the smoothing period up to 31 days.

However, using the linear regressions to correlate the
two curves (the upper part of Table 5) is not correct, and these
models were applied with only one goal: to estimate roughly
the response of mortality on a change in temperature. Really,
all linear regressions, regardless of the level of smoothing,
show very close values of the regression coefficient — about
- 0.20 to - 0.21. This means that with average daily deaths
of 16.1 during Chisinau’s warm season, a 1°C change in mean
daily temperature causes 1.2-1.3%-change in all-causes mor-
tality. These figures are in the range of European estimations
— between 0.7% and 3.6% (WHO, 2009).

The polynomial models (e.g. Fig. 5) demonstrate so-
mewhat better, although with practically the same behavior,
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on mean air temperature for different lengths of smoothing

Summary of regression analyses of warm period daily mortality

Table 5

Parameters of regressions
Period of X .
smoothing, Regression coefficients Standard error, Mean abs error,
days Constant r r p SE MA
Tmean Tmean/2
Linear regression of reference mortality on mean T
0 19.79 -0.203 - -0.497 24.66 0.000 1.56 1.27
3 19.83 -0.205 - -0.651 42.33 0.000 1.03 0.82
7 19.92 -0.210 - -0.749 56.14 0.000 0.77 0.61
31 20.02 -0.215 - -0.929 86.28 0.000 0.28 0.20
Polynomial regressions (2nd order) of reference mortality on mean T
0 22.71 -0.581 0.011 -0.514 26.43 0.000 1.54 1.26
3 22.76 -0.580 0.011 -0.671 45.08 0.000 1.01 0.81
7 22.82 -0.575 0.011 -0.769 59.12 0.000 0.75 0.61
31 21.63 -0.401 0.005 -0.932 86.81 0.000 0.28 0.21

dependencies of daily mortality on temperature. Both for
linear and polynomial models, the 7-day moving average (if
we reject 31-day smoothing,) as seen as more preferable. This
length is preferable not only due to higher correlation, but
also because it represents the entire weekly cycle of mortality,
including the working and week-end days. Some authors (e.g.
Kysely and Kim, 2009; Kysely and K11z, 2008) use a special cor-
rection coefficient to allow for this factor, calculated separately
for Sunday, Monday and other working days and defined as a
ratio of mean mortality (on a given day/days) to overall mean
mortality. “Day of the week” was added to the model as an
indicating variable by Basu et al. (2008). But we don’t think
that such details are necessary in the assessment of general
dependencies of total mortality on air temperature.

Fig. 5 also demonstrates the unacceptability to estimate
a temperature-mortality dependency as uniform for the whole
warm period because such approach blurs over the already

Plot of Fitted Model

mentioned differences of the mortality response to a tempe-
rature increase at two slopes of the dependency curve.

As the first approximation, a thermal optimum could
be found as the mean temperature (or another temperature
variable) in the day when minimal mortality was observed.
In Chisinau, if we follow the polynomial approximation (Fig.
3a), the mean daily mortality (15.2 deaths) is observed in the
last week of July. In those days, the analogously approximated
mean temperature reaches about 22°C. These values were
examined through the narrow-band approach. Observed
death counts in 2°C temperature intervals were smoothed by
cubic splines (Fig. 6) that show the MMT equal to ~ 21.8°C,
with a minimal daily death count equal to 15.2. These figures
are practically the same as those derived from the polynomial
approximation.

Considering the MMT as a certain cut-point, we mo-
deled the 7-day smoothed mortality (Md ) decrease in the
tirst half of a warming period. The good estimations gave
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Fig. 5. 2d-order polynomial regression of daily mortality
on mean temperature (both variables are smoothed
by 7-days mooving averages).
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Fig. 7. The third order spline of daily mortality grouped by 2°C class intervals
of maximal and minimal daily temperatures.

the simple linear model, described as the following equation
(notation conventions as in Table 4):

Md, = 20.51 - 0.236*Tmean; R*= 83.2%; p = 0.000; SE
=0.69, MA = 0.54 (3)

Here, both daily mortality and mean air temperatures
are smoothed by 7-day moving averages.

Thus, the regression coefficient on the left slope of
mortality-temperature dependency is somewhat more than
that for the curve on the whole (- 0.236 vs. - 0.203). More
importantly, this value is more reliable, and we can state
with high confidence (p < 0.000) that April-July warming
in Chisinau, for example by 4°C, results in a decrease of total
mortality by about one death per day.

As regards to the right, or increasing slope of mortality-
temperature curve, the corresponding equation is:

Md, = 14.12 + 0.100*Tmean; R*= 19.3%; p = 0.001; SE
=0.67, MA = 0.56 (4)

Although relationships between daily mortality (Md,)
and mean temperature on this part of the curve is weaker, the
high statistical significance of the model allows us to state that

a temperature conditioned increase in mortality in August-
September is slower than the April-July decrease, amounting
to one death per ten days.

Maximal and minimal temperatures
as predictors of mortality

Due to high correlation among daily mean, maximal
and minimal temperatures, it is not necessary to repeat-
in-full the analysis afore described with regards to Tmax
and Tmin; the narrow-band approach, which presents the
most reliable and representative results, could be sufficient
here.

Splines of daily mortality grouped by 2°C class intervals
of maximal and minimal temperatures and the overloaded
2-d orders polynomials are shown in Fig. 7. One can see that
if we use Tmax and Tmean as MMT identifiers, the thermal
optimums are about 28°C and 18°C respectively. These values,
identified as temperatures corresponding to the day where
mortality in Chisinau is minimal, are 27.6°C and 17.4°C.
Thus, once again the practical adequacy of two approaches

Table 6
Simple linear regression models of 7-day moving averages of daily mortality on decreasing
and increasing parts of their dependencies on analogously smoothed daily air temperatures
Parameters of regressions
Part of the regression R X M b
line Constant egre_s.smn r r?, % p Standard error €an abs
coefficient error
Daily mean temperature
Decreasing 20.52 -0.236 -0.832 69,2 0.000 0.69 0.54
Increasing 14.12 0.100 0.439 19,3 0.001 0.67 0.56
Daily maximal temperature
Decreasing 21.69 -0.231 -0.833 69,3 0.000 0.69 0.54
Increasing 13.67 0.095 0.442 19,5 0.001 0.67 0.56
Daily minimal temperature
Decreasing 19.46 -0.241 -0.828 68,6 0.000 0.70 0.56
Increasing 14.36 0.125 0.489 23,9 0.000 0.65 0.55
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- the long-term mortality approximation and narrow-band
grouping — was confirmed.

The main parameters of regression models of daily
mortality vs. increasing temperatures are shown in Table
6. Obviously, all three variables are good predictors of a
temperature-conditioned change in daily mortality in the
two periods. Although simple linear regressions are not
always the best models, they are used here for an easier
physical interpretation, or quantification of mortality-
temperature dependencies. Regression coefficients of these
models are per se the sensitivity of mortality to ambient
temperature exposure. Proceeding from the averaged daily
deaths in Chisinau in April-July (about 16.4 deaths) and
from the values of regression coefficients, it can be stated
that each 1°C increase of mean, maximal and minimal
daily temperatures results in a 1.43, 1.41 and 1.47 percen-
tage decrease in daily mortality, respectively. Likewise, in
August-September (with a mean daily mortality of about
15.6 deaths), each 1°C decrease of these temperatures re-
sults in a 0.64, 0.61 and 0.80 percentage increase in daily
mortality, respectively.

However, we should note here that if on the “left” part
of the curve the air temperature explains about 69% of va-
riability in the decrease of daily deaths, then on the “right”
part it is responsible for between 19.3% and 23.9%. The use
of alternative curvilinear models can increase these values
by 5-10%. Such low percentages can be partly explained by
insufficient duration of the research period in this part of the
warm season — only two months were examined. Undoubte-
dly, the study of a yearly cycle of daily mortality can present
more representative estimations.

Conclusion

Statistical analyses of temperature-mortality dependen-
cies in the warm period (April-September) allowed formula-
ting the following principal conclusions:

1. The increase of ambient temperature from spring to
summer months is followed by a certain decrease in human
mortality, with its minimal values observed in July (14.9 £0.27
deaths a day). The transition from daily mortality decreases
to the following daily increases is observed in late July-early
August.

2. The course of daily mortality in a warm period
smoothed by simple moving averages, as the length of the
smoothing period increases, approaches convergence with
the second order polynomial that can be used to identify the
dates of minimal mortality.

3. Dependence of daily mortality on ambient tem-
perature must be estimated independently for descending
and ascending parts of the mortality—temperature curve. A
narrow-band approach, based on the distribution of daily
mortality in 2°C temperature intervals with 0.01°C increments,
is a good identifier of the optimal temperature.

4. Due to high multicolinearity, the prognostic power
of mean, maximal and minimal temperatures are practically
adequate.

References

—

. Basu R, Feng W-Y, Ostro BD. Characterizing Temperature and Mortality

in Nine California Counties. Epidemiology. 2008;19(1):138-145.

2. Basu R, Dominici F, Samet JM. Temperature and mortality among the
elderly in the United States: a comparison of epidemiologic methods.
Epidemiology. 2005;16:58-66.

3. Beniston M. The 2003 heat wave in Europe: a shape of things to come?
An analysis based on Swiss climatological data and model simulations.
Geophysical Research Letters. 2004; 31:102202.

4. Carson C, Hajat S, Armstrong B, et al. Declining Vulnerability to Tempera-
ture-related Mortality in London over the 20th Century. Am J Epidemiol.
2006;164:77-84.

5. Confalonieri, U, Menne B, Akhtar R, etal. Human health. Climate Change
2007: Impacts, Adaptation and Vulnerability. Contribution of Working
Group II to the Fourth Assessment Report of the Intergovernmental Panel
on Climate Change. Cambridge: Cambridge University Press. UK, 2007:
391-431.

6. Corobov R. Regional Climate and Environmental Change: Moldova Case
Study. In: PY. Groisman, SV Ivanov. Regional aspects of climate-terres-
trial-hydrologic interactions in non-boreal Eastern Europe. NATO Science
Series. 2008:79-86.

7. Davis RE, Knappenberger PC, Michaels PJ, et al. Seasonality of climate-
human mortality relationships in US cities and impacts of climate change.
Clim Res. 2004; 26:61-76

8. Donaldson GC, Keatinge WR, Ndyha S. Changes in summer temperature
and heat-related mortality since 1971 in North Carolina, South Finland,
and Southeast England. Environmental Research. 2003;91:1-7.

9. Hajat S, Armstrong B, Baccini M, et al. Impact of High Temperatures on
Mortality: Is There an Added Heat Wave Effect? Epidemiology. 2006;17:
632-638.

10. Gosling SN, Lowe JA, McGregor GR, et al. Associations between elevated
atmospheric temperature and human mortality: a critical review of the
literature. Climatic Change. 2009;92:299-341.

11. Gosling SN, McGregor GR, Lowe JA. Climate change and heat-related
mortality in six cities. Part 2: climate model evaluation and projected
impacts from changes in the mean and variability of temperature with
climate change. Int ] Biometeorol. 2009;53:31-51.

12. Gosling SN, McGregor GR, Paldy A. Climate change and heat-related
mortality in six cities. Part 1: model construction and validation. Int J
Biometeorol. 2007;51:525-540.

13. Jendritzky G, de Dear R. Adaptation to thermal environment. In: Ebi
KL, Burton J, McGregor GR. Biometeorology for Adaptation to Climate
Variability and Change. Springer. 2009:9-32.

14. Keatinge WR, Donaldson GC, Cordioli E, et al. Heat related mortality
in warm and cold regions of Europe: observational study. BMJ. 2000;
321:670-673.

15. Kysely J, Kim J. Mortality during heat waves in South Korea 1991 to 2005:
How exceptional was the 1994 heat wave? Clim Res. 2009;38:105-116.
16. Kysely ], Ktiz B. Decreased impacts of the 2003 heat waves on mortal-
ity in the Czech Republic: an improved response? Int J Biometeorol.

2008;52:733-745.

17. Laaidi M, Laaidi K, Besancenot J-P. Temperature-related mortality in
France, a comparison between regions with different climates from the
perspective of global warming. Int ] Biometeorol. 2006;51:145-153.

18. Matthies F, Bickler G, Marin NC, et al. Heat-health action plans: Guidance.
WHO Regional Office for Europe, Copenhagen, Denmark. 2008;63.

19. Menne B, Apfel F, Kovats S, et al. Protecting health in Europe from
climate change. World Health Organization Regional Office for Europe.
2008;51.

20. Michelozzi P, d¢’ Donato E Bisanti L, et al. The impact of the sum-
mer 2003 heat waves on mortality in four Italian cities. Eur Surveill.
2005;10:161-165.

21. Pascal M, Laaidi K, Ledrans M, et al. France’s heat health watch warning
system. Int ] Biometeorol. 2006;50:144-153.

22. Schir C, Vidale PL, Luathi D, et al. The role of increasing temperature
variability in European summer heatwaves. NATURE. 2004;427(22):332-
336.

23. Statgraphics Centurion XVI User Manual StatPoint Technologies, Inc.
2009;297. Available at: http://www.statgraphics.com

24. Steadman RG. A universal scale of apparent temperature. ] Climate App

Meteor. 1984;23:1674-1687.

[ @ ]




ARTICOLE DE PROBLEMA, SINTEZA SI PRELEGERI

25. Vigotti MA, Muggeo VMR, Cusimano R The effect of birthplace on
heat tolerance and mortality in Milan, Italy, 1980-1989. Int ] Biometeorol.
2006;50:335-341.

26. WHO Improving public health responses to extreme weather/heat-waves
—-EuroHEAT Technical summary. WHO Regional Office for Europe,
Copenhagen, Denmark. 2009;60.

Nicolai Opopol, M.D., Ph.D., Professor

Chairman of the Department of Hygiene and Epidemiology
Nicolae Testemitsanu State Medical and Pharmaceutical University
67a, Gh. Asachi str., Chisinau

Republic of Moldova

Tel.: 37322 574580

E-mail: rcorobov@sanepid.md
Acknowledgements. The research described in this publication was

made possible in part by Award No. MOB-2928-CS-08 of the U.S. Ci-
vilian Research & Development Foundation for the Independent States
of the Former Soviet Union (CRDF). Any opinions, findings and/or
conclusions or recommendations expressed in this material are those
of the authors and do not necessary reflect those of the CRDF.

Manuscript received December 12, 2009; revised February 5, 2010

Tratamentul ortopedo-medical in afectiuni
displazice lombosacrate la copii

N. Savga

Centrul National Stiintifico-Practic de Chirurgie Pediatricd ,Natalia Gheorghiu”
Catedra Chirurgie Pediatricd, Laboratorul Infectii Chirurgicale la Copii, USMF ,, Nicolae Testemitanu”

The Methods of Conservative Treatment in Children with Dysontogenetic Process at the Lumbosacral Region of the Spine

A modern understanding of degenerate-dystrophic changes in the backbone, as a dysontogenetic process phase, views them as a disease
of the whole body. Consequently, for treatment and preventive maintenance of a clinical manifestation of pathological processes in the spine,
a complex approach is required. The mechanism of vertebrogeneus and neuroreflex infringements should be considered as one pathological
process. The possibility of such therapy, in our opinion, presents the combined prescription of manual therapy, antihomotoxical facilities and
“Detenzor” therapies. Use complex antihomotoxical preparations as a basis of medication provides unique organ-tissue component treatment.
On a medical basis, the treatment “Detenzor” provides effective physiological influences on a spine, improves its kinematics and corrects its
functional position.

Key words: dysplastic affections, lumbosacral region, children, conservative treatment, recurrence.

KoucepBaTMBHoe NleyeHune AETeﬁ c gucnnacTtnyecknm npouyeccom noACHNYHO-KpecTUuoBOro otaesia N0O3BOHOYHMKa

CoBpeMeHHBIII B3IIAL Ha IeTeHepaTNBHO-AUCTpOoduyecKiie I3MeHeH)A B TO3BOHOYHIIKE, Kak (pasa JYCIIIACTIYECKOTO IIPOLecca, O3BOIAET
paccMaTpyBaTh UX Kak 3abojieBaHye Bcero oprannsma. CreIoBaTe/IbHO, K IeYeHNIO U IPOGUIAKTIKE PeLNAMBOB KINHNIECKVX IPOSIBICHNI
IIATOIOTMYECKIX IIPOLIECCOB B II03BOHOYHMKE TPeOYeTCsT KOMIUIEKCHBII ITOLXO, IIPU KOTOPOM Y4UTBIBAJICA ObI MEXaHU3M BepTeOPOTreHHBIX 1
HelipopedIeKTOPHBIX HAPYILIEHMIL, @ TAKXKe COCTOSTHUE OpPraHM3Ma B 1ie/IoM. JIedeH1e 9TO IIaTOIOI M, TI0 HallleMy MHEHMIO, IIPeIyCMaTpPIBaeT
coueTaHNe Ha3HAYEHUA MaHyaJbHO Tepanmy, aHTUTOMOTOKCUYECKUX CpefcTB U «detensor»-repamuu. Jcronb3oBaHme KOMIUIEKCHBIX
aHTUTOMOTOKCUYECKIX ITPeNIapaTOB B KA9eCTBE OCHOBBI MeAMKAMEHTO3HOI KOPPEKIMI 06eCIeurBaeT eMHBIIL, OPraHHO-TKAHEeBOIT KOMIIOHEHT
JIeYEeHS, Pea3yeMblil Ha yPOBHE KOCTHO-MBIIIEYHBIX VI XPAILIEBbIX CTPYKTYP MO3BOHOUHMKA. [loKa3aHO, 4TO Tepanus Ha JiedeOHOM Mare
«detensor» addexTBHA /11 MATKOTO (PU3MONIOTMYECKOTO TPAKIMIOHHOTO BO3JEICTBYA Ha II0O3BOHOYHUK, PA3TPY3KM €ro KMHEeMaTH4ecKoil
CHCTEMBI U IPUAAHNUA MY ONITMMANIbHOTO (PyHKIMOHATBHOTO IOIOXKEHN .

KnroueBsble cmoBa: AUCIITACTUYECCKUE 33.6OIICBaHI/IH, IIOACHNYHO-KpECTIOBasA O6}IaCTb, [eTN, KOHCEPBATNBHOE JIEYEHNE, PENVINB.

Actualitatea temei Posibilitatea aplicdrii unei astfel de terapii, la parerea noastra,
permite combinarea indicarii terapiei manuale, a preparatelor
antihomotoxice si terapia cu Detensor. Utilizarea preparatelor
antihomotoxice complexe, in calitate de modulatori medica-

mentosi de bazi, asigurd obtinerea unei componente organo

Abordarea contemporand a schimbirilor degenerativ-
distrofice, distinse drept o etapd a procesului displazic al
coloanei vertebrale, permite a le considera drept o maladie a
intregului organism. Respectiv, pentru tratamentul si preveni-

rea recidivelor manifestarilor clinice ale proceselor patologice
ale coloanei vertebrale, este necesard abordarea complexa, care
valua in consideratie mecanismul dereglarilor vertebrogene si
neuroreflectorii, precum si starea organismului in ansamblu.

- tisulare terapeutice unice, realizate la nivelul structurilor
osoase, musculare si cartilaginoase ale coloanei vertebrale.
Eficacitatea terapeutica a saltelei Detensor este determinata
de actiunea sa lejer tractionald asupra coloanei vertebrale,
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a descércarii ei cinematice si obtinerea unei pozitii optim
functionale. Pana in prezent, cercetdri consacrate studierii
efectelor aplicdrii combinate a terapiei manuale, Detensor
terapiei §i preparatelor antihomotoxice, n-am gasit in litera-
tura de specialitate. Dar, exista cercetdri, in care s-a studiat
separat atat eficacitatea preparatelor antihomotoxice, cat si a
saltelei Detensor, aceste cercetari subliniind valoarea lor in
diverse programe de reabilitare [6,13,14].

Terapia antihomotoxica. Preparatele AHT au fost
selectate in tratamentul proceselor displazice ale coloanei
vertebrale datoritd actiunii lor terapeutice asupra intregului
spectru de dereglari (degenerative, trofice) caracteristice
procesului displazic. Aceste preparate nu provoaca reactii
alergice, efecte adverse, nu au contraindicatii §i limite de varsta
pentru administrare, permit obtinerea unui efect clinic rapid,
sunt compatibile cu medicamentele traditionale
nismelor microcirculatorii, cauzate de procesele degenerative,
declangate pe fundal displazic al coloanei vertebrale (regiunea
lombosacratd), am utilizat preparate antihomotoxice (firma
Heel: Zeel (injectii), Discus compositum (injectii), Traumel S
(injectii). Preparatele s-au administrat paravertebral, in zonele
maxim dolore. La copiii cu sindrom algic acut s-a utilizat
urmatoarea schema:

1. Traumel S - 2,2 ml, zilnic, nr. 10.

2. Zeel -2,2ml, nr. 5.

3. Discus compositum — 2,2 ml, o data in zi, peste o zi
(alternat cu Zeel), nr. 5.

In cazul unui sindrom algic moderat (cronic), am utilizat
alte scheme:

Varianta I: Zeel - 2,2 ml., o datd in zi, peste o zi, nr. 5;
Traumel S - 2,2 ml, o datd in zi, zilnic, nr. 10.

Varianta IT: Discus compositum — 2,2 ml, o datd in zi, peste
o0 zi, nr. 5; Traumel S - 2,2 ml, o datd in zi, zilnic, nr.10.

Varianta III: Zeel - 2,2 ml, o datd in zi, peste o zi, nr. 5;
Discus compositum — 2,2 ml, o datd in zi, peste o zi (alternant
cu Zeel) , nr. 5.

In conditii de ambulator se indicd preparatul Zeel in
tablete, céte o pastila de 3 ori pe zi, timp de o luna.

Preparatele mentionate au fost selectate datorita efec-
telor dovedite in utilizarea lor: antinflamator, antidematos,
analgezic, hondroprotector si hondrostimulant.

Detensor terapia. Detensor-ul este un sistem cinema-
tic original, care permite distractia in segmentele coloanei
vertebrale, sub influenta propriei greutati a corpului pa-
cientului (fig.1). Este demonstrat ca efectul Detensorului
este determinat de reducerea presiunii intervertebrale cu
18-25%. Aceasta permite rehidratarea discului prin ame-
liorarea functiei sale de ,hidropomp3”, ceea ce amelioreazi
procesele metabolice ale structurilor segmentului vertebral,
micsoreaza rigiditatea curburilor coloanei vertebrale [K
Kienlein, I. Straus, I. Moiseev]. Eficienta aplicarii metodei
date se manifesta prin diminuarea sau disparitia sindromu-
lui algic, ameliorarea sau recuperarea functiilor fiziologice
ale coloanei vertebrale.

Metoda detensorie constd in utilizarea unei tehnici
speciale de culcare si coborare a pacientului pe/de pe salteaua

Detensor. Durata unei sedinte - 45 min, sunt recomandabile
doud sedinte pe zi. Seria de tratament - 10 zile.

Fig. 1. Detensor-terapia.

Terapia manuali. In pofida opiniei cunoscute de toti,
considerdm ca prezenta displaziilor (anomaliilor) nu poate
constitui o contraindicatie pentru terapia manuald. Mierau
D. et al. au comparat eficienta terapiei manuale la pacientii cu
si fard displazii, si nu au gasit diferente esentiale in eficacitatea
metodei sau unele complicatii mai specifice [1, 3, 8, 11].

Terapia manuald s-a efectuat conform urmétoarelor
indicatii:

» in cazul unor complicatii fixationale dupa stereoti-
pul de miscare, precum si in unele sindroame miotonice si
neurodistrofice extravertebrale;

» in cazul unor procese disfixationale se scot doar
blocurile articulare;

» in cazul prezentei factorului de compresie (se folosesc
diferite metode decompresive).

Tehnica terapiei manuale pentru coloana vertebrala este
constituita din trei grupuri de manipuldri de bazi:

In relaxarea musculari (etapa de relaxare), se folosesc
tehnici usoare, menajante. Pentru segmentul lombar al coloa-
nei vertebrale, la copiii cu procese displastice, noi am folosit
urmatoarele metode de terapie manuala:

1. Mobilizarea in pozitie neutrd, decubit lateral (dupa
L.V. Ciucurov) (fig.2).

|
|
| |

Fig. 2. Mobilizarea in pozitie neutra, decubit lateral.

2. Mobilizarea cu deplasarea dorsald S, L., L,, decubit
lateral (dupa I.V. Ciucurov) (fig.3).
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Fig.3. Mobilizarea cu deplasarea dorsala
S,L,L, decubit lateral

3. Compresia ischemicd. Medicul exercita o presiune
asupra punctului ,trigger” cu pernutele degetelor pand cand
pacientul simte o durere pronuntata timp de 40/60 secunde,
cu scurtarea izometricd si cu urmarea unei relaxari postizome-
trice. Repetand de céteva ori, pe fonul relaxarii musculare si
durerii, de asemenea, se méreste treptat forta de compresie.

4. Release-efect. Metoda constd in intinderea pielii, a
formatiunilor subcutanate, inclusiv structura musculo-fasciala
deasupra zonei trigger, in pérti, pana la atingerea barierei in
decurs de 1-2 minute.

Tehnica relaxarii postizometrice a muschilor. Esenta
metodei constd in relaxarea musculard, obtinuta dupa extin-
derea pasiva ca urmare a lucrului efectuat de ea in regim izo-
metric, timp de 7-12 secunde. Incircarea staticd si extinderea
pasivd a mugchilor se repetd de 3-5 ori, pana la instalarea unui
efect analgezic si a unei relaxdri a muschiului corespunzitor.
Are loc o intindere musculard maximala.

Metodele de actiune unimomentane asupra articulatiilor
cu efect de parghie - manipulatii asupra coloanei vertebrale.

La prima etapd s-au folosit exercitii orientate spre re-
laxarea musculara a acelor muschi, situati circular in jurul
segmentului blocat, in combinatie cu relaxarea postizometrica
musculard, ceea ce duce la diminuarea sindromului dolor. In
regiunea lombosacrata s-au executat exercitii usoare, simetri-
ce, de incélzire a mugchilor paravertebrali, masandu-i, extin-
zand muschii regiunii lombare cu amandoud mainile, dispuse
in formd de evantai. Aceste manevre se asociazi cuincordarea
muschiului iliac: bolnavul culcat pe spate flecteaza piciorul si
se straduie sa tind strans genunchiul lipit la piept, iar medicul
care indeplineste manopera ii opune rezistentd. Apoi medicul
incet intinde musgchiul, realizand extensia piciorului.

La etapa a doua a terapiei manuale, se executa exercitii,
care mobilizeaza coloana vertebrald. In cursul manevrelor
asupra coloanei vertebrale, fiecare exercitiu se efectueaza de ci-
teva ori, durata procedurii poate ajunge pana la 45 minute.

Semnele clinice ale lichidarii blocajului functional
— disparitia limitdrii migcarilor, senzatii de cildurd, disparitia
senzatiei dureroase in locul palparii proceselor transversale.

La etapa de acutizare a bolii, pentru inldturarea simp-
tomelor de durere s-a indicat: ,Detensor” terapia, tehnicile
menajante de terapie manuald. O stabilizare pasiva s-a obtinut

prin urmarea regimului ortopedic, in decurs de 2-3 zile si cu
utilizarea unor fixatoare — orteza semidura.

Dupid jugularea sindromului algic, in stadiul de regresie,
s-au aplicat manevre ale terapiei manuale, mijloace pentru
crearea unei miofixari musculare locale, active, pacientul a
practicat exercitii de autotraining postizometric, iar pe partea
lombari i s-a aplicat parafina.

Metoda de gimnastica izometricd este similara cu me-
toda mai sus mentionatd, diferentiindu-se doar prin faptul,
ca nu se foloseste faza de intindere a mugchiului.

Compexul de exercitii fizice terapeutice, conform
metodei PIR (expusd de K. Levit) se indica diferentiat: in
blocuri functionale, in regiunea lombara cu lordozé atenu-
atd, in blocuri functionale in regiunea lombara cu scolioza
antalgicd, in patologii discogene ale segmentului lombar cu
sindrom bulbar. In instabilitatea segmentului lombar al co-
loanei vertebrale, s-a utilizat tehnica PIR, elaborata in cadrul
Institutului de Patologie a Coloanei Vertebrale ,, M. I. Sitenko”
din Harkov, cu modificdrile noastre.

Aplicarea mijloacelor pentru imobilizare in terapia
manuali este contraindicata persoanelor cu sindrom dureros
foarte pronuntat, cAnd nu sunt posibile numai unele schimbéri
in segmentul lombar, precum si la prezenta unor deformatii
structurale (scoliozd displazica de orice grad, cifoza fixatd,
spondilolistezd etc). O imobilizare exageratd, in acest caz,
poate duce la 0 decompensare a procesului patologic de baza si
la progresarea deformatiei. Metoda de relaxare postizometrica
nu are containdicatii.
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Particularititile infectiilor respiratorii acute,
asociate cu infectiile herpetice, la copiii de varsta frageda

T. Turcanu

Spitalul Clinic Pentru Copii nr. 1, Chisindu

Peculiarities of Acute Respiratory Infection Associated with Herpes Infections in Young Children

The group included 54 children investigated for patients with fatal severe acute respiratory infections who were hospitalized in the respiratory-
diseases section of Childrens Hospital N 1 during the years 2008-2009. Patients were divided into three groups according to age: I - patients
aged 6 months to 12 months (18.8%), II - 12 to 24 months (62.9%), III - 24-36 months (18.3 %). Children were subjected to clinical-laboratory
complex exploration. Diagnosis of herpes infection was confirmed by the methods PRC and humoral immunity. Conclusions: 1. The presence of
herpes infection in both parents presents a serious risk for infection in children. 2. Acute respiratory infections in children associated with herpes
infections are characterized by severe progression of the disease and are manifested by acute pneumonia, complicated with cardiomyopathy and
toxic encephalopathy and pancreatitis. 3. Mixed Herpes (HSV + CMV) was found in most patients: 1/3 of children had developed acute infections
and 2/3 had persistent herpes infections. 4. Acute infections and the intracellular herpes affect 2/3 of cellular immunity cases (decreasing CD
8, CD 4, CD 20) and the humoral immunity cases (decreasing IgA and IgG).

Key words: respiratory tract infections, herpesvirus infections, immunologic diseases.

Oco6eHHOCTY OCTPbIX PecnupPaTopHbIX 3a60neBaHNil B CO4ETaHNN € repnuHdekymeri

Ipymmy mccefoBaHHbIX feTelt cocTaBumu 54 pebeHka ¢ TsokenbiM TedeHneM OPV, kotopsie 6bimn rocnnramsuposansl B TIIKB Ne 1 B
2008-2009 rr. ITo BospacTy meTu ObM pacipefe/ieHsl Ha 3 rpymisl: I - geTn B Bospacte 6-12 mecsues (18,8%); IT - 12-24 mecanes (62.9%); 11T
- 24-36 mecsinies (18,3%). Ilannentam 6510 IPOBeAeHO KOMIUIEKCHOE KIMHIKO-NHCTPYMEHTaIbHOe 06¢enoBanme. Jliarno3 repnmaexiuit
6b11 moaTBepKzeH Metofamu [P n VIDGA. TymopanbHBII MUMMYHUTET OIIpeie/ieH MeTOXOM Mancini, K/IeTOUHbI MIMMYHUTET - C TIOMOIIbIO
SPUTPOLUTOB 6apaHa. Y BCeX IALMEHTOB YCTAHOBIEH IIOJIOXKMTE/IbHBII STIMJIeMIOTIOTIYeCKIIT CeMeTHbIi aHaMHes 10 repIHQeKIAM. AHaIm3
Pe3y/IbTaToOB MCCIEJOBAHNA IIPOBE/IeH C HOMOLIBI0 METOJI0B MEIMIIMHCKOI CTaTUCTUKM. BpiBopbr: 1. Hammune repnerudecknx mHbeKkuui y
ponuTerIet IpefCTaB/IseT BHICOKIIT PUCK /I MHOUIMPOBAHNUA AeTeil. Y Beex AeTeil ¢ TsoKenmbIM TedeHneM OPVI, ponuTenu KOTOPbIX IIepeHecIn
CMYV nnu HSV undexiyn, noprsepxjeHsl repnntdexiym - merogom TP y 82% 6ombubix, IDA -y 12%. 2. OPV, npoTekaouiye Ha ¢poHe
reprieTHYECKIUX IPUMO-MH(EKINIT W HepCUCTUPYIONX GOPM, XapaKTepI30BaIICh TSDHKEIBIM TedeHneM G0Ie3HI: OCTIOXKHEeHHbIe (OPMBI
mHeBMOHUIt ¢ [TH 1 cTemnenu, KapAnoMuonarieil 1 sHiedanonaTueit nHOEKIMOHHO-TOKCMIECKOTO TeHe3a, PeaKTUBHBIM IaHKPeaTUTOM. 3.
CwmemmanHas ¢opma reprerndeckoii nadexym (HSV+CMYV) ycraHOB/IEHA Y IpeBaIMpyIoliero 60/MbIIMHCTBA 00CTeOBaHHbIX feTeir: 1/3
U3 HUX peann3oBany Ipumo-nHbekimo u 2/3 — nepcuctupyomyio dopmy. 4. Coueranne OPV ¢ HSV+CMV undexumsammu crnoco6cToBao
BO3HIKHOBEHMIO BTOPMYHOTO MMMyHOfepuunTa B 2/3 cnydaes (moHyvkenue yposasa CD-8, CD-4, CD-20, ceiBOpoTOUHBIX bpaxuuit IgA u
IgG).

KimoueBble c10Ba: pecnypaTopHble NHQEKIHN, TeplecBUPYCHbIe MH(EKINNU, MIMMYHOIOTMYECKIE PACCTPOIICTBA.

Actualitatea Epstein-Barr (EBV) - 4, citomegalovirusul (CMV)-5,
Conform studiilor epidemiologice mondiale, afectiunile virusurile herpetice umane (Human herpes virus-HHV)
aparatului respirator la copiii de vérsta frageda reprezintd 76- (3,6,7).
86% din structura patologiei. Anual, fiecare a treia persoana Este necesar de mentionat, cd studierea infectiilor her-
de pe glob prezinta un episod de infectie acuta respiratorie petice la copii, nu atrdgea atentia specialigtilor mult timp, dar
(4). posibilititile contemporane de diagnostic (PCR si metoda
Dar nici acesti indici mari nu reflecta morbiditatea imuno-enzimaticd) a schimbat calitativ situatia.
adevdrata cu infectii respiratorii acute. Conform studiilor Conform studiilor, efectuate de un grup de experti al
randomizate, efectuate de savantii din Moscova in domeniul OMS, infectia cu VHS-1 se inregistreazd la 70% din populatia
pediatriei, in Rusia ponderea infectiilor acute respiratorii este adultd a arilor europene, pand la 95% - in America Centrald,
de 90% din numarul total de afectiuni la sugari si prescolari. Africa si Asia. Datele statistice mondiale confirma, ca 33%
Dintre acestia 15-75% prezinta episoade frecvente - pana la dintre copiii de pand la 5 ani, atesta anticorpi fata de HVS-
8 episoade pe an. Infectiile respiratorii recurente se asociaza 1, ceea ce constituie un indice indirect al deficitului imun.
deseori cu activarea florei conditionat patogene, cu infectiile Incidenta cu infectia CMV la adulti este de 45-98%, la copii
persistente intracelulare, inclusiv si celei herpetice, care in - intre 50%-64% (4).
final pot duce la imunodeficiente secundare. Conform estimarilor OMS, infectiile intracelulare sunt
Familia Herpesviridae cuprinde peste 100 de viru- cele mai raspandite infectii de pe planetd, mortalitatea cauzata
suri, dintre care doar 8 sunt strict patogene pentru om: de infectia herpetica se situeazd pe locul doi (15,8%) in grupul

HSV-1, HSV-2, virusul varicelozosterian (VVZ)-3, virusul infectiilor virale, dupa gripa (35,8%). Infectia HSV, tip1 si tip
2 sunt ubicuitare (4).
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Infectia cu HVS tip 1, de obicei, se produce in copilarie
si evolueazd preponderent (in 90% cazuri) asimptomatic, sau
subclinic (9%). Doar la 1% dintre copii se inregistreazd gingi-
vostomatitd herpeticd, herpes labial, encefalita herpetica (3).

Afectiunile cu HSV-2 apar in adolescenti, incidenta lor
creste odatd cu activitatea sexuald.

In ultimii 25 ani incidenta herpesului neonatal a crescut
de 10-20 ori, constituind in SUA 28,2 cazuri la 100000 de nou
-nascuti, in Europa fiind de 1:70000 de nasteri.

Transmiterea poate fi realizatd prin pasaj transplacen-
tar (85%), la trecerea prin filiera genitald (8-10%) sau de la
persoanele, cu care au venit in contact (inclusiv personalul
medical), care atestd herpes (5).

Unele studii afirma, cé infectiile herpetice, in 80% cazuri,
provoaca infectiile intrauterine (9).

HSV este un virus cu dimensiunile de 120-150 nm,
compus din genom, nucleocapsida icosaedricd, tegument,
anvelopa. Nucleocapsida contine o moleculd de ADN dublu-
catenar, precum si 80 de gene, fiecare dintre ele codificand o
proteind virala, care are capacitatea de a inhiba imunitatea
T-celulard si functia citotoxicd a limfocitelor. Tropismul
acestor virusuri spre B-limfocite, favorizeaza persitenta lor
pe tot parcursul vietii.

Datorita procentului mare de indivizi cu infectii asimp-
tomatice, fenomenului de latentd virala, persistenta, aceste
virusuri favorizeaza aparitia disfunctiilor imunologice la copii,
prin afectarea celulelor imunocompetente, inclusiv si T-lim-
focitelor, fapt care contrbuie la aparitia imunodeficientelor
secundare si formelor generalizate ale infectiilor (3, 6).

Astfel virusul herpetic persista in forma integrala cu
ADN-ul celular in ganglionii trigeminali sau in ganglionii
senzitivi paravertebrali, toata viata. Persistenta herpesviru-
surilor in ganglionii sistemului nervos deregleaza activitatea,
atat a sistemului vegetativ, cat si a sistemului nervos central.
Este necesar de mentionat, ca intre encefalitele de etiologie
virala, meningoencefalita cauzatd de HSV, ocupé primul loc
in Europa si cauzeazd mortalitatea inaltd (80%) (4).

Despre rolul important al herpesvirusurilor in initierea
modificérilor aterosclerotice in peretele vascular, confirma
dezvoltarea schimbdrilor aterosclerotice pronuntate la 80%
dintre bolnavi, la care s-a efectuat transplantul organelor, pe
fundalul infectiei cronice cu CMV.

Examinarea pacientilor in perioada de pregatire pentru
tratamentul chirurgical si evaluarea modificarilor aterosclero-
tice ale vaselor cordului, a dus la constatarea, cd la 70% dintre
ei, s-a depistat titrul inalt de anticorpi la HVS si CMV.

Este necesar de subliniat, ca s-a majorat incidenta aso-
cierii infectiilor herpetice cu alti germeni intracelulari, asa ca
chlamidiaza si micoplasmoza, fapt care contribuie la agravarea
evolutiei IRA la copii.

Sursele de combatere a infectiilor herpetice includ
preparate antivirale, care nu micsoreazd riscul recidivelor.
Aplicarea vaccinelor specifice contra virusurilor herpetice
contribuie la majorarea imunitatii umorale si celulare, ceea
ce previne infectiile herpetice la pacienti (3, 4, 5).

Asadar, incidenta ubicuitara a infectiilor herpetice, ten-
dinta de asociere cu alti germeni intracelulari si persistenta

poliorganicd, afectarea sistemului imun la copii, ne obliga sd
excludem infectiile cu HSV si CMV la bolnavii, cu evolutia
severd a IRA, in special la pacientii cu anamneza epidemio-
logicd pozitivd, avand ca scop corectarea managementului
terapeutic pentru prevenirea complicatiilor grave.

Expunere generala

La copiii de varstd micd, cu afectiuni respiratorii,
evolutia severd a acestora, se pare ca este asociata cu starile
tranzitorii de imunodeficientd, cat si cu infectiile herpetice
persistente. Severitatea bolii s-a constatat prin prezenta la
sugari a urmdtoarelor semne: febra inalta persistentd, vome
repetate, inapetentd, somnolentd, convulsii, polipnee, retractie
sternala, tiraj al cutiei toracice.

Infectiile herpetice respiratorii apar, in general, la pa-
cientii cu rdspuns imun anormal, mai ales la pacientii, care
asociaza malnutritie i anemie carentiald. Acesti pacienti ridicd
probleme deosebite de tratament in evolutie.

Scopul

Studierea particularitatilor clinice, de anamneza, epi-
demilogice ale statutului imunologic la pacientii cu infectii
respiratorii cu evolutie grava si in asociere cu infectiile her-
petice persistente la copiii de varsta mica.

Obiective

1. Determinarea ADN-ului herpetic in sdnge si urina
la pacientii cu anamneza epidemilogica pozitiva.

2. Determinarea Ac-anti - CMV, IgG, IgM si Ac-anti
- HVS tip 1,2, IgG, IgM in serul sanguin.

3. Studiul statusului imunologic celular si umoral.

4. Evaluarea datelor clinico-paraclinice la pacientii cu
infectii respiratorii acute, forme grave.

Materiale si metode de cercetare

Investigatiile au vizat 54 de bolnavi cu infectii respirato-
rii acute, cu evolutie grava, pe parcursul anilor 2008-2009.

Au fost interpretate statistic date de anamneza si epi-
demiologice despre evolutia bolii, antecedente personale
fiziologice si patologice.

Conform vérstei pacientii au fost grupati astfel:
e 18,8% - bolnavii in varstd de 6 - 12 luni;
® 62.9% - 12 - 24 luni;
® 18,5% - 24 - 36 luni.

Interpretarea datelor de anamneza a permis evidentierea
urmatoarelor aspecte:
e 62% dintre copiii investigati au avut scorul Apgar la
nastere 6/7.
e 38% - nota 7/8.

Greutatea la nastere: intre 2500 gr si 3000 gr au avut 17%
dintre copiii investigati, 30% au avut greutatea intre 3000 gr si
3500 gr, doar 8% au avut greutatea mai mare de 3500 gr.

Datele de anamneza au permis evidentierea urmétoa-
relor aspecte:
e 92% dintre mame au prezentat infectii herpetice cutanate
recidivante;
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e 18% au prezentat infectii CMV;
e 16% cazuri, din totalul copiilor, au fost diagnosticati cu
infectii herpetice.

Investigatiile utilizate initial au inclus: hemograma,
uroculturd, coprocultura, radiografie pulmonara.

Ulterior la copiii cu infectii respiratorii, formd severd,
s-au utilizat investigatiile virusologice (utilizarea reactiei de
amplificare genicd (PCR) in materialele biologice: urina si
sange).

Evaluarea raspunsului imun specific s-a realizat prin:

- analiza imunoenzimaticd pentru evidentierea anti - HCV
IgM, IgG ,anti - CMVI gM,I gG;

- testarea imunitatii celulare (limfocitele T) si umorale
(limfocitele B, IgA, IgM,IgG).

Evidentierea ADN - ului viral reprezintd metoda de
electiune pentru diagnosticul infectiei herpetice. Aceastd me-
toda tinde sa devina de primd importantd pentru diagnosticul
excretorilor asimptomatici de HSV. Diagnosticarea excreto-
rilor asimptomatici este deosebit de importantd la gravide, in
scopul profilaxiei infectiei neonatale.

Tabelul 1
Determinarea ADN-ului in siange si urina
Tip ADN Nr. de ‘Deplstatu % Depl.rrta't in %
copii | inplasma urina

ADN-CMV 54 14 259 40 70
ADN-HSV, 7.4

Tip,2 54 6 11 4
AND-HSV, 54 9 16,6 0

tip. 6

Rezultatele expuse in tabeld demonstreazd, ca mai
frecvent s-a depistat ADN-ul CMYV, atét in plasma, cét si in
urina (tab.1).

ADN - ul HSV tip 1, 2, 6 s-a depistat doar la 19 copii.

Determinarea anticorpilor specifici (titru mai mare de 3
ori decit normal), este util pentru aprecierea starii de infectie
herpetica latentd, persistenta.

Tabelul 2

Concentratia anticorpilor specifici in ser

Tipul imunoglobulinei T::i?r % Media (M) nf::a(‘:)
IgM-anti CMV 6 11 0,78 0,155
lgG-anti CMV 48 88,8 54,76 29,018

IgM-anti HSV tip. 1,2. 0 0
IgG-anti HSV tip. 1,2. 48 88,8 57,38 4,597

Rezultatele demonstreaza, cd la toti copiii examinati,
s-a depistat titru inalt de anticorpi specifici la infectia CMV
(tab. 2).

La 88,8% dintre copii s-a depistat titrul mare de anticorpi
la HSV, tip. 1, 2.

Determinarea imunoglobulinelor IgA, IgM, IgGin ser s-a efec-
tuat conform metodei de imunodifuziune in gel dupa Mancini.

IgA este cea de-a doua imunoglobulind ca frecventd in
singele uman si imunoglobulina predominantd in secretiile

mucoase. IgA secretorie poate neutraliza virusurile, previne
legarea bacteriilor de celulele epiteliale ale mucoasei.

Tabelul 3
Indicii imunitétii umorale in ser
Denumirea Numar % Media | Eroare
bolnavi (M) med(m)

IgA - valori normale 13 24
IgA - valori scazute 41 75,9 60,61 5,971
1gG - valori normale 39 72,2
19G - valori scazute 15 27,7 771,26 61,291

Deficit de IgA s-a semnalat la 75,9% dintre toti copiii
investigati, 27,7% au avut insuficienta de IgG. (tab. 3).

Réspunsul imun specific este un proces complex, care
angajeaza mai multe tipuri de celule. Limfocitele rdmén,
insa, “actorii principali’, proliferarea, diferentierea acestora
asigura specificitatea rdspunsului imun si controlul activita-
tii celorlalte celule imune (macrofagi), determinand in final
indepartarea agresorului.

Odatd ce microorganismul este indepdrtat, mecanismele
de amplificare ale raspunsului imun dispar si prin feedback
negativ.

Rezultatele studiului imunologic au depistat supresiunea
imunitatii T-celulare, la 34,5% s-a determinat limfocitope-
nia.

Tabelul 4
Indicii imunitatii celulare in ser
Denumirea N:‘;T:;::e % Media (M) Eroa(l;:)med

CD8<N 45 83,8 532,85 51,833
CD8 >N 0 0 0 0

CD8=N 6 " 755,50 122,50
CD4=N 38 70,3 1290,22 69,571
CD4<N 12 22 702,60 52,64
CD4>N 4 74 2191,67 150,72
CD20=N 36 70,3 933,43 45,150
CD20>N 6 1 1604,25 93,49
CD20<N 10 18,5 536,60 24,22
CD3=N 37 68,5 1918,67 164,42
CD3>N 1 3,7 3280 0

CD3<N 0 0 0 0

La 83,8% de pacienti s-a constatat diminuarea CD8,
care reprezintd limfocitele T citotoxice, responsabile de
neutralizarea celulelor infectate cu virusuri sau cu unele
bacterii intracelulare. Micsorarea CD4 (22%), care repe-
zintd populatia de T helperi, demonstreazd diminuarea
activitdtii: macrofagilor, B limfocitelor (secretie de IgG).
Limfocitele citotoxice : CD4 si CD8 recunosc antigenii
prelucrati sub formd fragmentard peptidicd, pe suprafata
macrofagilor. C20, la marea majoritate a copiilor, prezentau
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valori normale si au contribuit la producerea anticorpilor
specifici si a celor nespecifici (tab. 4).

Rezultatele obtinute demonstreaza, ca 83,8% dintre
copiii examinati au atestat deficienta de limfocite citotoxice,
gratie infectiilor virale intracelulare §i au contribuit la aparitia
bolilor respiratorii cu evolutie grava (tab. 4).

Discutii
Infectia cu herpevirusuri este o importanta problema
de sanatate publica din urmatoarele motive:
« frecventa crescutd a infectiilor congenitale;
o caracterul de infectie virald persistenta;
« frecventa crescutd a stdrilor imunopatologice.

Riscul de infectie fetald este cu atit mai mare, cu cit
infectia gravidei apare mai precoce. Infectia se poate realiza
in timpul vietii intrauterine, dar mai ales perinatal si postnatal,
precum si in copildrie.

In 90% dinte cazuri, nou-nascutii infectati nu prezinta
simptome la nastere, dar 10-15% dintre acestia nu sunt imuni
la manifestérile viitoare ale infectiei (13).

Diferite studii (5) sustin, ca pe langa virusul Epstein
- Barr i virusurile herpetice umane 6 si 7, CMV este unul
dintre agentii patogeni majori, responsabili de hepatita la co-
pii. Diagnosticul pozitiv necesita, pe langd datele clinice (icter
prelungit, convulsii, sindrom toxic) §i examene de laborator
serologice, virusologice, determinarea statutului imunologic
umoral si celular.

Concluzii

1. Infectiile respiratorii acute la copii, asociate cu infec-
tiile herpetice persistente, sau cu evolutie latentd, se caracte-
rizeazd prin evolutie gravd, severd.

2. Infectiile herpetice persistente intracelulare afecteaza
imunitatea celulara, dar in combinatie cu alte infectii virale
sau bacteriene, pot afecta frecvent si sever si imunitatea
umorald.

3. Majoritatea copiilor investigati au prezentat infectii
mixte: infectie herpetica +CMV.

4. Doua treimi dintre copii au prezentat infectie herpe-
ticd persistentd (IgG crescutd de mai mult de 3 ori).

5. La majoritatea copiilor s-au constatat tulburiri ale
imunitétii celulare si umorale.

Recomandari

1. Utilizarea algoritmului de diagnostic al infectiilor
herpetice, ar da posibilitatea de monitorizare a acestor copii
de cétre medicul de familie i infectionist, cu interventii po-
sibile terapeutice.

2. Testarea statusului imun la copiii cu infectie her-
peticd, este recomandata pentru a determina dereglérile de
imunitate celulard umorald, asociatd cu o eventuald interventie
terapeutica.
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Abordari terapeutice de formula noua
in tratamentul complex al stomatitei herpetice

D. Uncuta

Catedra Chirurgie Oro-Maxilo-Faciald si catedra Stomatologie pediatrica si Pedodontie, USMF “Nicolae Testemitanu”

New Therapeutical Approaches in Complex Medication of Herpetic Stomatitis

This study tested complex medical solutions in the treatment of herpetic stomatitis in 85 patients with a new systemic therapy in addition
to valaciclovir (Valtrex), the classic antivirus remedy, and BioR, a natural, biological preparation. The patients treated in the usual program
applied the stomatological treatment of BioR. The gel was administered as a topical treatment in the systemic regimen combined with Valtrex.
The significant effects were evident in the rapid, efficient and continuing remission of the disease. This new formula can be used as a therapy
and as a prophylactic as well.

Key words: herpetic stomatitis, herpes simplex, herpesvirus hominis, Valtrex

HoBbin TepaﬂeBTM‘IECKMﬁI noaxoa K KOMMJIEKCHOMY Jie4eHMIo repneTnyeckoro cromatnuTa

B cTaTbe aHANMMBUPYIOTCS METOAbI KOMIUIEKCHOTO JIEIeHNsI TePIIeTIIeCKOT0 CTOMATUTA C MCIIONb30BAHIEM HOBOII KOMOUHMPOBAHHOIT
bopMyIbl ¢ cyMMapHBIM 3G d)eKTOM KIacCH4nueckoro IpOTHBOBIPYCHOrO Iperapara BamalyukaoBup (BanTpekc) u HOBOro, HaTypaJbHOTO
IIPOMCXOXK/IEHNH, TPOTUBOBUPYCHOTO leKapcTBa buoP y 85 manyentos. CoyeTaHMe 9TUX IIPEIIapaTOB I0KA3aHO, KaK IPY OCTPOM, TaK 1 IIpU
PeLnANBIPYIOLIeM FepIeTNIeCKOM CTOMATHTE. [IaHHbII METOZ ITOKa3asI CBOI0 9 (eKTIBHOCTH B JOCTIDKEHNN CTOMKIUX pemuccuit. KomOuHamms

BbIIIE€YKa3aHHBIX IIpEITapaTOB pEKOMEHJOBAHA KaK B J'IC‘I66HI)IX, TaK U B HpO(i)I/IHaKTI/I‘ICCKI/IX oenax.

KimroueBble cmoBa: CTOMaTUT TepIrIeTMYeCKIil, TepIiec IPOCTOl, repIecBUpyc JenoBedecknii, BanrTpexc.

Actualitatea temei

Agravarea situatiei ecologice si tensiunile psihoemotio-
nale, cu care se confrunta conditia fizica a omului contempo-
ran, au diminuat rezistenta organismului acestuia la infectiile
oportuniste, inclusiv la virusul herpes simplex (VHS). La
randu-i, si infectia herpetica dezvoltatd compromite rezistenta
naturald a omului la alte infectii, in special la cele induse de
flora saprofitd levuriforma [6, 7,14, 18 ].

Herpesul simplex este o maladie infectioasd, care se
manifestd prin eruptii veziculoase unice sau aglomerate,
care tind sa recidiveze. Agentul provocator este un virus
dermatoneurotrop dotat cu DNA - virusul herpetic simplu.
Rezervoarele virusului, care contin germenul in stare de la-
tentd, sunt ganglionii regionali senzitivi (in special, cei retrasi
in ganglionii spinali i craniocerebrali faciali). Virusul latent
se poate reactiva ca forma infectioasd, provocand infectia
recurentd - herpesul recidivant [2, 3, 9, 15, 16].

La prezumtivele mecanisme, care reactiveaza VHS-ul se
atribuie provocatiile prin factori fizici si afectivi, modulatiile cli-
materice de sezon, deteriorarea rezistentei imune. In ipostaza de
factori declansatori se pot manifesta infectiile virale acute, gripa,
dereglérile digestive, neuroendocrine, stresul emotional, radiatiile
cu ultraviolete, diferite traumatisme [4, 5, 8, 21, 23].

Tactica curativd, abordata de medic in situatia bolnavu-
lui cu stomatitd herpetica acuta, inclusiv i a celei in recidiva,
trebuie sd se determine in functie de severitatea maladiei
si de etapa de desfisurare a acesteia. In caz de maladie cu
severitate medie si in formele severe evolutive la batrani si la
copii, tratamentul general se va indica, preferential, de comun
acord cu pediatrul si cu medicul de familie.

Dupa ce s-au elaborat remediile antivirale [17, 22, 23],
chimioterapia s-a impus pe o pozitie prioritara in raport cu

infectiile herpetice acute, cu atingeri ale sistemului nervos
central si ale altor sisteme, cat si in cazul infectiei herpetice
la nou-nascut. Extrem de utile sunt substantele antivirale in
tratamentul formelor recurente de herpes simplex pe tegu-
mente §i pe mucoase.

Atitudinile fatd de terapia maladiilor virale acute de pe
mucoasa orald pot fi diferite in functie de tara, zond geografica
si chiar de institutie medicala [25].

Rationalitatea, mai exact, preferinta pentru unul sau
pentru alt remediu se deduce in functie de o serie de caractere
clinice, sociale si economice ale pacientului abordat. Medi-
cul va lua in calcul varsta pacientului, prezenta maladiilor
asociate, situatia epidemiologica si, desigur, statutul social al
familiei bolnavului.

Durata terapiei antivirale de sistem se decide in functie
de dinamicul tabloului clinic. Mai multi autori [24, 27] re-
comandd remedii antivirale in primele 2-3 zile, majoritatea
insistd ca acestea sd se administreze in decurs de 5-10 zile.

Armentariul de preparate antivirale de fortd, care se
produc in prezent, este destul de variat, dar cel mai frecvent
in practica clinica se face apel la analogii guanozinici: aciclo-
vit, ganciclovir, valaciclovir, famciclovit, penciclovir [1, 4, 8,
11, 20, 26].

Majoritatea cercetarilor, care s-au realizat pana in pre-
zent, constatd ca asistarea medicamentoasa eficienta contra
primoinfectérii cu herpes - virusuri este un deziderat foarte
dificil de realizat, de aceea se mizeaza pe calitatea tratamen-
tului antiherpetic, care, fiind bine condus si complex, poate
asigura o protectie mai mult sau mai putin durabild contra
reactualizarii infectiei herpetice [21, 24].

Ultima apreciere vizeaza in modul cel mai direct stoma-
titele herpetice. Astfel, toate herpes-virusurile umane sunt
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dotate cu proprietati biologice absolut unice: persistenta, adica
calitatea de a se replica continuu in structurile, pe care le-au
preferat pentru atac si, prin care in organism va persista si pe-
ricolul permanent de reinitiere a procesului infectios; latenta
- facultate prin care virusul herpetic va riméne cantonat in
forme morfologic §i imunologic modificate in celulele ner-
voase ale ganglionilor senzitivi regionali (in raport cu locul
de insertie al herpes - virusului), pAna cand, sub influenta di-
feritor factori intracelulari sau externi, se produce reactivarea
virusului si revenirea infectiei virale, si, in sfarsit, tropismul
tisular al virusului, care preferd anumite structuri nervoase.

Deci, miza de suport a profilaxiei pentru stomatitele
herpetice, cea mai frecventd forma de primoinfectie cu vi-
rusul herpes simplex, este instituirea unui tratament antiviral
eficient, pentru care se aplica preparate antiherpetice de inaltd
specificitate - nucleozide aciclice, care sunt niste analogi sin-
tetici ai componentelor DNA uman si ai virusului herpetic.
Primul, si pAnd la moment, cel mai eficient preparat antiviral
este Aciclovirul (Zovirax).

Au fost elaborate si testate si alte preparate antivirale, dar
pentru un atac complex si cu mai multa siguranta a remisiu-
nilor indelungate, se aplica preparate antiherpetice in com-
binatie cu agentii imunotropi. $i pentru acest fel de abordare
s-au pronuntat multi specialisti, mai ales, ci suplimentarea
terapiei cu remedii, ce intervin echilibrant in sistemul imun
al organismului, este un gest de justificare etiopatogenicd,
reactivarea infectiei virale demonstrind lipsa de vigilenta
imuna a organismului gazda [7, 10, 15].

Dacd primele trange curative sunt bine cunoscute de
catre medicii din teren si se aplica la modul indicat, in ceea ce
se refera la tratamentul adjuvant si la consolidarea terenului
organic, exista incd numeroase necunoscute.

In ciutarea de remedii, care si fie inofensive si eventual
protective in raport cu tesuturile afectate, am decis sa testim
sub acest aspect calitatile curative ale unui recunoscut remediu
natural - BioR. Acesta este un preparat autohton de elaborare
recenta si aplicat cu succes in tot mai multe domenii medici-
niste in formula, care combind efectele cu un antiviral clasic
- Valtrex (valaciclovir).

Scopul studiului

Extinderea arsenalului de remedii destinate pentru tra-
tamentul maladiilor mucoaselor bucale de etiologie virald, in
particular a herpesului perioronazal si a celui bucal. Testarea
BioR-ului in calitate de remediu antiviral, datorat efectului de
stimulare a producerii de interferoni, observand, in special,
oportunitatea lui curativd in completarea formulei antivirale
cu preparate de efect recunoscut.

Materialul si metodele de cercetare

Studiul a testat un preparat biologic autohton - BioR (in
fiole) si BioR Gel, in stomatitele herpetice, indicat in comple-
tarea terapiei antivirale sistemice. Cercetdrile au vizat doud
loturi de bolnavi: 47 de pacienti (cu varste cuprinse intre 15-27
ani §i 35 de ani), catalogati ca suferinzi de stomatite herpetice
recidivante, si 38 de cazuri declarate ca primoinfectii cu vi-
rusul herpes simplex si pentru tratamentul carora s-a folosit

BioR, administrat in aplicatii locale si sistemice, concomitent
cu terapia antivirala locala si sistemica, in volumul si cu du-
rata indicata de severitatea fenomenelor curente, de evolutia
maladiei, de numarul, de pusee de reactivare.

Protocol curativ: de 4-8 ori in zi se cliteste cavitatea
bucald cu o solutie de clorhexidina gluconat 0,06% timp de
30-60 sec, apoi pe sectoarele afectate ale mucoasei se aplica gel
Lidoclor, se prelucreazi cavitatea bucala cu o solutie ozonizata
de NaCl 0,9%, care contine 4-5 mg/l de ozon, timp de 3-5 min,
iar peste 3-5 min se aplica gelul BioR 0,1%. Totodata, zilnic, se
administreaza de doua ori pe zi per os, 500 mg de Valtrex timp
de 5-7 zile si de 1-2 ori in zi, in functie de severitatea afectului
herpetic, intramuscular se injecteaza 1 ml BioR, 0,5%.

Pacientii incadrati in primul lot se afla sub observarea
serviciului stomatologic pe parcursul diferitor intervale de
timp (1-3 ani) si fac tratamente, inclusiv reluate pentru pusee
de reactivare a infectiei herpetice.

Pacientii din lotul IT (38 - in majoritatea lor adolescenti,
tineri, adulti ) s-au prezentat pentru prima data la serviciul sto-
matologic cu eruptii herpetice localizate periorobucal sau pe
mucoasa intrabucalg, afectele avand o vechime de la 1-4 pana
la 6-7 zile (17 pacienti aveau elemente herpetice localizate
labial, 11 - cu eruptii cantonate labial si extinse pe tegumentul
facial, 10 - cu cruste herpetice nazale si perioronazale).

Tuturor acestor bolnavi li s-au aplicat toate ingrijirile,
impuse de intensitatea fenomenelor specifice invocate (adica
de senzatiile subiective), manopere medicale topice de asepti-
zare, calmare a durerii §i terapia de sistem necesara.

Asadar BioR-ul s-a administrat in formula combinatd cu
Valtrex (brevet de inventie MD 3724 G2 2008.10.31), remediu
antiviral de forta, pentru a consolida actiunea antiherpetica a
complexului terapic prescris, dar si pentru a durabiliza efectul
curativ. Obtinut prin tehnologii originale de sinteza orien-
tatd, extragere succesiva din biomasa de Spirulina platensis
(Nordst) Geitl, BioR-ul a fost recunoscut si validat oficial ca
remediu citoprotector si stabilizant al membranelor celulare
si lizozomale si a fost remarcat de mai multi specialisti pen-
tru efectul sdu de stimulare a productiei de interferoni. Am
mizat §i noi, similar altor specialitdti mediciniste [12,19], pe
distinsele sale calitati, care se definesc de componenta lui
unicd, care include o gama larga de aminoacizi, oligopeptide,
vitamine liposolubile si hidrosolubile §i microelemente de
valoare esentiald, pentru buna derulare a proceselor vitale
ale organismului. Prin efectul membranostabilizant, pe care
il detine, BioR-ul poate realiza si efecte de agent antiviral,
deoarece s-a observat, ca blocheaza transcinderea virusului
in celuld si astfel se sisteaza multiplicarea virala.

Rezultate

Efectele curative, iar, ulterior §i preventive, ale BioR-ului
gel se datoreazd in primul rdnd, compozitiei sale relevante:
extrase cu efecte benefice recunoscute de milenii din ciano-
bacteriile Spirulina platensis. Autorii remediului BioR Gel
(brevet de inventie MD 2671 G2, 2005.01.31) au suplimentat
dimetilsulfoxidul, cu proprietati favorabile transbordului
membranocelular, apoi si gelifiant cu excipienti si apd. In-
teractiunea componentelor mentionate a atribuit produsului
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final un efect sinergic, ce asigurd intensificarea considerabild
a efectului antiviral §i, in special, antiherpetic, in lipsa oricdror
efecte adverse. Este vorba deci de o compozitie ajustatd optim:
dimexidul favorizeaza penetrarea profunda in tesutul zonei
lezionale a substantelor biologic active, care se contin in ex-
tractul de biomasa Spirulina platensis siblocheaza patrunderea
virusului in interiorul celulei. Substantele bioactive, patrunse
in celuld, favorizeazd accelerarea proceselor regenerative,
amelioreazd imunitatea celulara, iar, prin efect sinergic, si
intensificarea activitatii antivirale ale componentelor de in-
gredientd, inclusiv a preparatului antiviral clasic Valtrex.

Valtrex-ul (sinonim - Valaciclovir) este un analog nucle-
ozidic al purinei (Guanind), aplicat ca remediu antiviral care,
potrivit firmelor producatoare, este rapid si aproape complet
transformat in Aciclovir. Acesta din urma este un inhibitor
specific al virusului herpetic, cu activitate in vitro, impotriva
virusului herpes simplex (VHS), tipul 1 si tipul 2, dar si al vi-
rusului de varicela Zoster (VZV), citomegaloviruslui (CMV),
virusului Epstein-Barr (EBV) si al virusului herpes uman 6
(HHV-6). Aciclovir-ul inhibd sinteza ADN-ului virusului
herpetic, imediat ce a fost fosforilat la forma activa trifosfo-
ricd. Prima etapa, cea a fosforildrii, implicd antrenarea unei
enzime specifice virusului. In cazul virusurilor HSV, VZV
si EBV, aceasta enzima este timidinkinaza virala (TK), care
este singura prezenta in celulele infectate cu virus. Aciclovir
trifosfatul inhibd competitiv polimeraza ADN-ului viral si,
astfel, intrerupe lantul proceselor de sinteza a ADN-ului viral,
prin care se blocheaza replicarea virald.

Proprietdti farmacocinetice: la administrarea orald Va-
laciclovir-ul (Valtrex) se absoarbe rapid, fiind transformat
in Aciclovir. Dupa prima doza de 1000 mg de Valaciclovir,
concentratia maximd plasmatica este de 25 mM (5,7 pg/ml), la
un interval de 1,75 ore dupd administrare. Biodisponibilitatea
Aciclovir-ului din Valaciclovir este de 54% si nu este afectata
de alimentatie. Timpul de injumétatire plasmatic al Aciclo-
virului, dupa doze unice sau multiple de Valaciclovir, este de
3 ore. Mai putin de 1% din doza de Valaciclovir administrata
este eliminatd urinar.

Remediul BioR-gel a fost aprobat in Clinica Stomatolo-
gica a USMF ,Nicolae Testemitanu”, Catedra Stomatologie
Pediatrica, Spitalul Clinic Republican pentru copii ,,E. Cotaga”
(11, 12].

Probele monitoringului de laborator atestd, cd aproape
toti pacientii care au beneficiat de complexul terapeutic,
elaborat de noi: BioR-gel si solutia fiolatd se administreaza
usor, nu produce iritdri, senzatii dureroase. Efectele clinice
observate asupra celor 85 de pacienti, inclusi in tratament, se
manifestd prin ameliorarea certd si rapidd a statutului local:
disparitia de edem, hiperemie, prurit, stingere si disparitie a
elementelor veziculoase, erozive si a crustelor. Este remarcabil
si detaliul, ca procesul de epitelizare a focarelor eruptive si
ameliorarea starii generale a pacientilor survine in termene
mai accelerate, decat se raporteazd obisnuit in stomatitele
herpetice de severitate medie si cele severe evolutive. Astfel,
se reduce mult din timpul de tratament, dar momentul cel mai
de valoare este efectul obtinut si care este durabil. La multi
pacienti din acestia boala (79 cazuri) nu mai recidiveaza.

Prezentare de caz, nr. 1

Pacienta V., in vérstd de 21 de ani, s-a prezentat cu erozi-
uni extinse localizate la nivelul mucoasei bucale, limb4, buze;
jend la masticatie; dureri de cap; salivatie abundenta (fig. 1).
Manifestdrile clinice au aparut brusc, iar starea generald s-a
agravat dupd o suprardcire, initial fiind prezenta o subfebri-
litate de 37,6°. Initial pe mucoasa jugald au apdrut vezicule,
care s-au spart a doua zi, formand elemente dureroase.

Obiectiv: mucoasa orald este hiperemiata, se atesta pre-
zenta elementelor herpetice multiple (eroziuni, afte), localizate
in sectorul buzelor, al limbii, al palatului dur si extrem de
dureroase la atingere. Se simte un miros fetid din cavitatea
bucald, iar ganglionii limfatici regionali sunt mariti in volum,
durerosi la palpare.

Antecedentele heredocolaterale nu sunt semnificative.
Investigatiile hematologice si biochimice uzuale s-au situat in
limite normale. Datele clinice, anamnestice si de laborator
existente nu au fost suficiente pentru stabilirea unui diagnostic
de certitudine.

Fig. 1. Stomatita herpetica acutd, elemente herpetice
angajate pe limba si pe buze.

Fig. 2. Stomatita herpetica acuta, dupa tratament.

Pentru precizarea diagnosticului la toti pacientii s-au
efectuat:
- Investigatii generale de laborator;
- Examene Virusologice;
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- Utilizarea reactiei de amplificare genicd (PCR);

- Examenul citomorfologic;

- Examenul bacteriologic al florei microbiene a mucoasei
bucale si al sensibilitétii la preparatele chimioterapice.

Fig. 3. Stomatita herpetica. Infiltratii masive cu
polimorfonucleare alterate. Celule multinucleate gigante-
celulele Unna. x100.

Diagnosticul. Stomatita herpeticd acutd, forma medie.

Acest diagnostic a fost elaborat in urma examenelor
citologic si virusologic (prezenta ADN viral de VHS, tip 1 in
continutul secretiei orale), imunologice (IFN gamma 76,15
pg/ml), citologice (prezenta celulelor patognomice gigante
multinucleate Unna, fig. 3).

S-a efectuat tratamentul conform metodei propuse.
Elementele herpetice s-au epitelizat la a patra zi (fig. 2). Nu
s-au observat recidive. La o lund dupa tratament datele de
laborator au fost: virusologice (ADN viral al VHS, tipil 1, nu
s-a depistat), imunologice (IFN gamma 192 pg/ml), citologice
(celule epiteliale, fira modificari patologice). Starea generald
s-a apreciat in continuare buna. Bolnavei i s-a recomandat sd
se prezinte pentru controale reluate la 2, 6 si 12 luni.

Prezentare de caz, nr. 2

Pacientul I, in vérstad de 32 ani a solicitat consultatie
medicala pentru ulcere dureroase, care produc jena in timpul
masticatiei si la vorbire, febra — 38,3¢; suferd de insomnie.

Istoricul bolii: ulcerele apar pe parcursul a 2 ani, la fie-
care 3-4 luni. Pacientul sustine ca recurenta acestor elemente
dureroase este in corelatie cu stresurile permanente de la
serviciu si cu afectiunile respiratorii frecvente.

Examenul obiectiv: mucoasa orald — eritematoasa; ele-
mente herpetice caracteristice — erozive, localizate pe margi-
nile laterale si inferioare ale limbii, pe mucoasa labiala si pe
rosul buzelor, la nivel parietal, palatin - in total 17 elemente
eruptive (fig.4). Salivatie abundentd, halena orald, ganglionii
limfatici regionali sunt mariti in volum si durerosi.

Diagnosticul. Stomatita herpeticd recurentd. Acest
diagnostic a fost confirmat de datele virusologice (prezenta

ADN-ului viral de VHS tipul 1, in continutul secretiei orale),
imunologice (IFN gamma 65,56 pg/ml), al examenelor cito-
logice (prezenta epiteliocitelor ,,ochi de taur” sau a celulelor
epiteliale gigante multinucleate), dar considerdnd recurentele
induse de diferite situatii endo - si exogene, s-a realizat si un
studiu de diferentiere diagnostica.

Diferentierea diagnosticd a luat in calcul urmatoarele
posibilitati de departajare:

- stomatita aftoasa cronicd,

- recidivantd,

- maladia Behcet,

-stomatita herpeticd acutd,

- (primara),

- stomatita candidozicd,

- stomatita medicamentoasd,

- eritemul polimorf,

- sindromul Stevens-Johnson,

- lichenul plan eroziv,

- pemfigus vulgar.
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Fig. 4. Stomatita herpetica recidivanta,
multiple elemente herpetice.
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In conformitate cu severitatea elementelor herpetice si
cu statutul imun compromis, s-a adoptat si programul curativ,
care s-a aplicat in formula combinats, elaboraté de noi si avind
ca agenti esentiali BioR-ul i Valtrex-ul, Vitrum-ul antistres.
Vindecarea completa a elementelor herpetice a survenit in a
cincea zi. La o lund dupa tratament datele de laborator au fost:
virusologice (ADN viral al VHS-ului, tipul 1, nu s-a depis-
tat), imunologice (IFN gamma 104 pg/ml), citologice (celule
epiteliale obignuite). Nu s-au observat recidive si, dupa toate
evidentele, vindecarea este durabild, deoarece la toate vizitele
de supraveghere subcurativa si postcurativa (3, 6 luni, 1 an),
bolnavul nu a mai invocat niciun puseu de recrudescentd a
fenomenelor herpetice orale.

Prezentare de caz, nr. 3

Pacienta S., 21 de ani.

Acuze: Prezenta eruptiilor frecvente si a crustelor in sec-
torul buzei inferioare si celei superioare, cojirea lor, prezenta
unei presiuni, disconfort al buzelor (fig. 5). Apar vezicule la
nivelul buzelor si al tegumentelor cutanate in jurul buzelor,
care apoi se sparg si se acopera cu cruste galbui. Raimén pete
pigmentate, care dispar foarte incet. Au fost recomandate
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diferite unguente ca: Euvirox, Aciclovir, Zovirax, dar cu efect
provizoriu.

Antecedente: prezenta herpesului dupd orice suprarécire
de 3-4 ori per an, pe parcursul a 3 ani, stres, imunitate scazut,
anemie feripriva; std la evidenta medicului de familie.

Obiectiv: mucoasa bucald - fara elemente lezante her-
petice. In sectorul buzelor si perioral prezenta veziculelor
grupate in buchet, care apoi s-au spart, transformandu-se
in cruste dureroase la atingere si o suprafatd singeranda.
Mucoasa buzei inferioare este acoperita cu scuame de aspect
neglijent, localizate mai ales in zona Klein.

~— "

Fig. 5. Herpes labial si perioral recurent.
Cheilita exfoliativa.

ol

Fig. 6. Aspect clinic postcurativ al herpesului labial si
perioral recurent.

Diagnostic. Herpes labial si perioral recurent.

S-a administrat:

I Terapie sistemicd: Valtrex a cate 500 mg, de 2 ori per
zi, 5 zile. Polivitamine Vitrum antisres — 1pastild de 2 ori per
zi, BioR-1 ml in zi, i.m, 10 zile.

II. Proceduri de ingrijire locald: prelucrarea medica-
mentoasd cu 1% sol. H,0, sol. 0,9 % fiziologicd ozonata, gel
Lidochlor, apoi aphcarl cu BioR-gel 20 min. De prelungit la
domiciliu aplicirile cu BioR-gel.

Obiectiv: epitelizarea completd a elementelor lezante
dupa 5 sedinte de tratament. Se recomanda de prelungit tra-
tamentul complex (fig. 6).

Tratamente preventive: asanarea cavitdtii bucale, igiena
cavitdtii bucale, periaj dentar cu paste dentare, care contin
ierburi medicinale, s-a prezentat la control peste o luna, 3, 6
luni, peste 1 si peste 2 ani.

Ultimul control a apreciat starea generald buna. Mucoasa
orala si a buzelor fard elemente lezante. S-a recomandat res-
pectarea tuturor rigorilor de igiena bucala.

Comentariul nostru. Cele trei cazuri prezentate di-
fera ca severitate clinicd si ca substrat organic definitoriu,
dar efectele curative rezultate sunt foarte apropiate, adica
maladia cedeaza destul de rapid, elementele eruptive se
sting fard cicatrice §i nu mai revin pe tot parcursul de
supraveghere postcurativd. De consemnat, jugularea pre-
cipitata a simptomelor bolii, restabilirea rapida a functiei
si structurii membranelor celulare. Rezultatele se definesc
prin elaborarea unei abordari complexe fatd de tratamentul
stomatitei herpetice de severitate medie si severd, ceea ce
favorizeazd accelerarea proceselor regenerative, amelio-
rarea imunitatii celulare, precum si eliminarea virusului
herpes simplex din organismul omului. Astfel a fost testat
un preparat biologic autohton - BioR in fiole si BioR-gel,
indicat in completarea terapiei antivirale cu Valtrex, atat
bolnavilor cu afecte herpetice recrudescente, cat si celor
cu semne de primoinfectie herpetica. Efectele reusite au
fost evidente, mai rapide si mai eficiente sub aspectul du-
rabilizédrii remisiunilor intercritice. Astfel, s-a conchis, ca
noua formula se poate indica si ca terapie de moment, si
ca terapie preventiva farmacologica eficienta.

Discutii

Terapia infectiei cu herpes virus incadreazi toate rigorile
valabile pentru infectiile virale, cAnd trebuie respectate re-
strictiile de contaminare si de extinctie a infectiei, combaterea
eficientd a tuturor fenomenelor clinice, care specificd afectarea
herpetica, dar si prevenirea cronicizarii prin consolidarea
rezistentei organismului, care la toti pacientii cu recidive de
herpes bucal in scenariu desfasurat, este compromisé obli-
gatoriu. De aceea am considerat oportun sa suplimentdm
terapia cu BioR, care sd consolideze imunitatea antiherepeticé
specifica.

Lucrarea analizeazd modalitatile de solutionare medica-
14, oportund si complexd, a stomatitelor herpetice, apreciind
disponibilitatea si eficienta unei formule noi ce combina
efectele unui antiviral clasic - valaciclovir (Valtrex) cu cele
ale unui nou antiviral de origine naturald — BioR.

Preparatul BioR este indicat bolnavilor din lotul de
studiu, in formuld combinatd cu un preparat antiviral de forta
Valtrex, fiind relevanta, in special operativitatea de solutionare
a eruptiilor, cea de amendare a senzatiilor de arsurd, prurit si
dureri in teritoriul orofacial, care adesea sunt de intensitate
remarcabild in evolutia infectiei herpetice.

Reiesind din rezultatele acestui sondaj clinic, specialistii
vor putea miza pe o noud calitate a tratamentului antiherpetic,
care pentru un atac complex si cu mai multa sigurantd a re-
misiunilor indelungate, a fost suplimentat reusit cu un agent,
care combina efecte antivirale si imunotrope demonstrate si
in alte situatii de teren organic compromis.
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Concluzii

1. Fiecare pacient care se prezinta la serviciul de asistenta
stomatologica cu elemente herpetice necesitd sé fie informat
despre caracterele specifice ale infectiei herpes simplex, el
fiind instruit cum sa prevind recidivele si cum se poate su-
prima aproape definitiv sau pentru un mare interval de viatd
revenirea maladiei.

2. Valtrex se poate administra pacientilor cu herpes peri-
oral recidivant nu doar pentru terapia sigura a manifestérilor
acute, ci i pentru a preveni reactivarea infectiei herpetice,
deoarece in combinare cu BioR-gel, asigura consolidarea
terenului organic.

3. Administrarea combinatd a 500 mg de Valtrex de 2
ori per zi per os sia 1 ml de BioR 0,5%, im., inhibd activitatea
biologicd a virusului herpetic, blocind dezvoltarea lui, pre-
vine sigur transmiterea virusului altor persoane si anuleazi
rapid intoxicatia organismului, reechilibreaza si apoi fortifica
imunitatea locala si totala.

4. Metoda de tratament propusi realizeazd amendarea
fenomenelor eruptive in regim consecvent si ireversibil, iar
combinatia unicd de preparate permite inactivarea ADN-
ului viral in interiorul celulei si, astfel, reuseste suprimarea
mecanismelor, care exalteaza revenirea bolii.
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Abstract

Respiratory diseases are commonly found in children with a vitamin D deficiency. These diseases are caused by a combination of processes
resulting from the lack of vitamin D, beginning with poor rib mineralization and thoracic deformations, followed by decreased resistance to
infections and delayed differentiation of some pulmonary cell types. The main arguments for the immunomodulatory properties of 1.25(0H),D,
are: 1) the detection of fermented 25(OH) D-1a-hydroxylase and VDR in immune system cells, 2) the prevention of autoimmune diseases in
laboratory animals with the aid of hormone D and its analogues, 3) VDR activation by hormone-D, hindering gene activity and cellular immunity
factors such as interleukin 2 (IL-2), coloniostimulator factor granulocyte-macrophage (FCS-GM), and y-interferon (y - IFN).

Key words: respiratory tract infections, children, vitamin D.

ButamuH D Kak pakTop npodpunakTuKM oCcTpbIX pecnupaTopHbIX UHGeKumni

PecriparopHble 3a00/IeBaHNA YaCTO BCTPEYAIOTCA Y fieTeil ¢ gedunuroM ButammuHa D. OHM IpencTaBIAoT co6oil codeTaHue IpoLeccoB,
KOTOPBIE, B CBOIO OYepelib, BhI3BaHbI HEOCTATOYHOCTDIO BuTaMuHa JI: neddekTBHasA MuHepanusanuy pebepHoro kapkaca rpyAHOI KIeTKH,
TaKKe HU3Kasi CONPOTUBIIAEMOCTb MH(EKIMAM U 3aiep>KKa AuddepeHIariym HeKOTOPBIX TUIIOB IETOYHBIX K/IETOK. [JTaBHBIMM apryMeHTaMU B
TI0/Ib3Y MMMYHOMOZYIMpyomux cBoiicts 1a25(OH)2D3 Brictymaot: 1) o6Hapyxenne pepmentepa 25(OH)D-10-rnapoKcIassl 1 pelenTopos
x Butamuuy D (PB]I) B KIeTKax IMMYHHOI CHCTEeMBI; 2) IpefoTBpalie e C IOMOLIBI0 TopMoHa D 1 ero aHaioros ay TOMMMYHHBIX 3a60/IeBaHMIT
y 1ab0paTOPHBIX )KMBOTHBIX; 3) akTUBaLysi ropMoHOoM D PBJ] 3aTopMaskuBaeT aKTMBHOCTD T€HOB 11 KIETOYHBIX (PaKTOPOB MMMYHUTETA, TAKUX
Kak nHrepseiikun-2 (MJI-2), rpanynonyurapHo-MakpodaraabHblil KonoHuectuMynupytomyii pakrop (TM-KCD), y-unrepdepon (y - IHD).

KioueBble c1oBa: pecrnuparopHble MHPEKINIL, feTH, BUTaMIH D.

Respiratory diseases are common in children with vita-
min D deficiency. They result from a combination of processes
caused by the lack of vitamin D: beginning with poor rib
mineralization and thoracic deformations, and followed by
decreased resistance to infections and delayed differentiation
of some pulmonary cell types. The basis of 1.25(OH),D, effect
on the immune system is represented by its impact on white
blood cells growth and differentiation [1-5]. Many years ago
it was established that the development of carential rickets is
accompanied by a decreased immune response and a high
rate of pulmonary diseases [6, 7]. Scientific evidence-based
explanations of this phenomenon have started to be given
only recently [8, 9, 10, 11-14].

Some studies have established that the number of
hematopoietic stem cells in the bone marrow of vitamin D-
loaded and depleted rats was twice as low as in the vitamin
D-deficient group [1]. These data suggest that vitamin D is
essential for stem-cell differentiation during embryonic devel-
opment. Vitamin D deficiency in chickens is manifested by a
functional decrease in B and T lymphocytes and monocytes’
activity. Protein 1.25(OH),D; receptors have been found in
thymus lymphocytes [15], in pulmonary monocyte-mac-
rophage series cells [16], in bone marrow cells, in activated
monocytes-macrophages and in lymphocytes. 1.25(0OH),D,
regulates the proliferation, differentiation and function of
myeloid cells through the VDR.

Extensive in vitro studies have analyzed the effects of
1.25(0OH),D, in human HL-60 leukemic cells. These cells
express a large number of receptors to 1.25(OH),D, (more
than 4 000 copies in one cell). It was proven that the hor-

mone stimulates rapid maturation of macrophages-like cells
[17]. This process is accompanied by an inhibition of cell
proliferation and by the amplification of phagocytic activ-
ity. The stimulation of macrophages differentiation under
the influence of 1.25(0OH),D, is observed in vivo in rats [2].
1.25-dihydroxivitamin D3 increases the number of alveolar
macrophages both by directly influencing the processes of
precursor cells differentiation, and by stimulating the develop-
ment of splenic cells. The cultures of splenic cells show that
approximately 90% of cells 3 days after 1.25-dihydroxivitamin
D3 administration transform into macrophages with a degree
of maturation directly correlated to the hormone dose.
Aside from being target cells for 1.25(0OH),D,, mac-
rophages express 25(OH)D-1-hydroxylase activity. Mac-
rophages from pulmonary alveoli in humans produce 3H
- 1.25(0OH),D, when cultivated with a 3H - 250HD, marked
substrate [4]. The activity of 1-hydroxylase increases rapidly
under the influence of interferon and is in direct relation with
its dose. Both an increase in the number of macrophages and
in their antibacterial function occur, representing an impor-
tant therapeutic factor. This mechanism encountered locally
in macrophages helps the 1.25(0OH),D, enhance the human
monocyte/macrophage capacity to inhibit the growth of tu-
berculosis mycobacteria in vitro [18]. In addition, activated
T-lymphocytes from patients with tuberculosis contribute
to the local production of 1.25-(OH),D, [19]. This explains
in part the well-known examples of the beneficial effects of
vitamin D3 in the treatment of tuberculosis as well as the
hypercalcemia encountered in 10%-20% of the patients with
tuberculosis or granulomatous diseases such as sarcoidosis.
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Interleukin 2, the production of which is controlled by
1.25(0OH),D,, modulates the transformation of macrophages
in mononuclear giant cells — osteoclasts [2]. This transforma-
tion is accompanied by the loss of receptors for 1.25(0H),D..
Thus, the receptor disappears completely in the last stage of
monocyte-macrophage-osteoclast cell line differentiation, and
1.25(0OH),D, looses its influence on osteoclasts [20].

1.25(0OH)2D promotes the differentiation of hema-
topoietic and monocyte-macrophages cell lines. The first
experiments carried out in 1983-1984 have shown its po-
sitive effect on differentiation of promyelocytic leukemic
cell lines (HL-60 line) into macrophage type cells. These in
vitro results have since been amply confirmed and extended
to the identification of multiple effects on the normal lines
of circulating monocytes-macrophages. Thus, 1.25(0OH)2D
promotes monocytes differentiation into macrophages and
the fusion of these cells to give rise to multinucleated cells.
It controls the proliferation and recruitment of these cells in
regulating lymphocyte and monocyte production of growth
factors, such as IL-3 and GM-CSE. Finally, it increases the
ability of adhesion, phagocytosis, bactericidal activity and
antitumoral cytotoxicity of these cells.

Inversely, 1.25(OH)2D appears to be able to play an
immunosuppressive role. It first decreases the ability of mo-
nocytes-macrophages to activate T cells. This effect requires
the presence of IL-4, and has at least three known effects.
Vitamin D inhibits the differentiation and maturation of
dendritic cells of a monocytic origin into antigen presenting
cells. It increases the ability of spontaneous mature cells apop-
tosis. Finally, it decreases the expression of HLA class IT and
protein B7.2 molecules by these cells, a costimulator of major
histocompatibility complexes recognition by T lymphocytes.
It also decreases the secretion of IL-12 by antigen presenting
cells, which is a Th1 cells activating cytokine. These effects
lead to the recruitment of less responding, less specific and
less gamma-interferon secreting T cells.

1.25(OH)2D also directly acts on lymphocytes by de-
creasing the production of immunoglobulins by B cells, by
reducing the proliferation of CD4+ and CD8+ T lymphocytes,
by reducing the production and function of cytotoxic killer
cells (“Natural Killer” NK, and Cytotoxic T lymphocytes,
CTL), and by modulating the immunosuppressive activity
of T lymphocytes. In regards to T cells, its action is exerted
preferentially on Th1 helper cells and mainly on their ability
to secrete IL-2 and gamma-interferon, which decreases.

Chronic administration of 1.25(OH)2D and of some
analogs decreases the level of circulating IL-2 and IgG immu-
noglobulins without modifying the number and repartition
of circulating lymphocytes subtypes, or of leukocytes and
platelets.

The clinical observations of an altered resistance to
infectious disorders in carential rickets have been reported
long before the modern conception of rickets physiopathology
and vitamin D metabolites action was defined [18]. The main
arguments are the increased receptivity to acute respiratory
infections in breastfed infants with rickets, the permanent
identification of pathological manifestations of rickets in

children who have died within the first year of life, and the
lower values of these indices if specific ante- and postnatal
preventive measures with adequate doses of vitamin D have
been undertaken.

Clinical epidemiology in frequently ill children from
the Republic of Moldova has demonstrated the presence of
rickets in all these children. The majority of children with
signs of rickets had frequent episodes of acute respiratory
diseases and relapsing forms of pneumonia with a subacute
evolution. The description of the flourishing rickets includes
data on a reduced resistance to infections, possible associa-
tion with carential anemia, as well as the notion of rachitic
lung. The term “rachitic lung” includes a group of anatomic
and functional changes related to rickets, which aggravate
dyspnea in respiratory pathologies following intrication of
infectious and rachitic factors. Rickets has a primordial me-
chanical action, impairing the respiratory dynamics, while the
osseous factor (extreme softening of costal arches, with rib
cupping and flaring, forming the “rachitic rosary”), as well as
the muscular factor (rachitic muscular hypotony) impair the
respiratory kinetics. Rachitic bronchomalacia and reduced
resistance to infections are additional pathological conditions
characteristic of rachitic lung. Vitamin D deficiency and
hypocalcaemia are accompanied by a significant decrease in
sialic acids level, which inhibit the neuraminidase of bacterial
and viral agents; it is also manifested through an impaired
monocyte/macrophage activity, phagocytosis, pinocytosis,
membrane channels function following a reduced activity of
3.5-cAMP [12, 13].

Thus 1.25-(OH),D, acts as one of the main regulators of
calcium metabolism both at the cellular level and in the body
as a whole, having a severe impact on an infant’s immune sys-
tem strengthening against infectious agents, and, specifically,
against acute respiratory infections.
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The False Positive Reactions for Syphilis as a Problem

in Medical Practice
O. Tabuica
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Abstract

This paper presents the primary causes of false positive reactions for syphilis and describes clinical cases of patients with false-positive
serological reactions. The data suggest that positive reactions to either the nontreponemal or the treponemal test do not always indicate the

presence of syphilis.

Keywords: syphilis, false positive serologic reactions to syphilis, immunoblotting.

JloxxHONoONoOXNTenbHble peakuynun Ha CIII¢I/IJ1I/IC - npoGnema B MeANLMNHCKON npakTunke

B paboTe paccMOTpeHbI OCHOBHBIE ITPIYMHBI JIOXKHOIIOJIOXKUTENbHBIX peakuuit Ha cudunuc (JIIIPC) u mpecTaBIeHo omicaHne KITMHNYECKIX
cny4aeB octpoix JITIPC y manmeHToB ¢ pa3nn4HbIMK 3a0oneBanmsaMu. Ha OCHOBaHMU COOCTBEHHBIX [JAHHBIX BBICKAa3bIBAeTCs MHEHIE, YTO
IOJIOXKUTE/IbHBIE TPEIIOHEeMHbIE 1 HeTPeIIOHEMHbIe PeaKI1 He BCera CBUAETEIbCTBYIOT O Ha/IMIMy CU(IIIICa.

KnroueBblie cmoBa: CI/I(i)I/I}'II/IC, JIOKHOITO/IOKUTE/IbHDbIE pEeaKII NN Ha CI/I(t)I/ITII/IC, I/IMMYH06]IOTI/IHI‘.

In the Republic of Moldova, syphilis is still a great public
health problem. The World Health Organization estimates
that there are approximately 12 million new cases of syphilis
in adults worldwide. The vast majority of these are seen in
developing nations, but an increase in new cases has also
been noted in Eastern Europe since the dissolution of the
Soviet Union.

Laboratorial diagnosis of syphilis is crucial to the epide-
miological and diagnostic evaluation of the disease. Syphilis
has several clinical manifestations, making laboratory testing
a very important aspect of diagnosis. Despite several advan-

ces in key areas, the management of patients with syphilis
remains difficult and controversial (8, 10). In the Republic
of Moldova, many unsuspected cases are discovered by labo-
ratory testing.

The serologic detection of specific antibodies to T. pal-
lidum is of particular importance in the diagnosis of syphilis,
since the natural course of the infection is characterized by
periods of latency. Latent syphilis can only be diagnosed
by serological tests. In fact, in the Republic of Moldova the
majority of syphilis cases are identified at the latent stage by
serological tests (55%). The etiological agent, Treponema
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pallidum, cannot be cultured, and there is no single optimal
alternative test.

The complexity of syphilis serology means that the
services of reference laboratories and clinical experts are
often needed. Therefore, the laboratorial diagnosis is per-
formed mainly by serological tests, which are divided into
nontreponemal tests for screening and treponemal tests for
confirmation. The nontreponemal tests include the Venereal
Disease Research Laboratory (VDRL), RPR (Rapid plasma
reagin) which is useful for screening and evaluation of treat-
ment responses.

Treponemal tests are used to confirm the diagnosis and
include hemagglutination assay (TPHA), fluorescent trepone-
mal antibody absorption (FTA-ABS) as well as enzyme-linked
immunosorbent assay (ELISA), and to detect specific anti-tre-
ponemal antibodies. All nontreponemal tests measure both
immunoglobulin IgG and IgM antiphospholipid antibodies,
formed by the host in response to lipoidal material released by
damaged host cells early in infection, and lipids from the cell
surfaces of the treponem itself. All treponemal tests use Tr.
pallidum or its components as the antigen. Iflesion exudate or
tissue is available, direct examination is performed, followed
by a nontreponemal serology test. A reactive nontreponemal
test is then confirmed by a treponemal test. A confirmed
serological test result is indicative of the presence of trepo-
nemal antibodies but does not indicate the stage of disease,
and depending on the test, it may not differentiate between
past and current infection. The sensitivity and specificity of
serological tests vary depending on the type of test and stage
of the disease.

All of the serologic tests for syphilis have been shown
to possibly give false results when several different condi-
tions are present: other spirochetal diseases, autoimmune
disorders or human immunodeficiency virus infection.
Consequently, the use of a single method is considered
insufficient to achieve the best diagnostic performance,
and the quest for new, simple, reliable and money-saving
diagnostic methods continues. In theory, a confirmatory
serologic test should have at least equivalent sensitivity,
but greater specificity, than the screening test that uses a
different methodology (4, 11).

Nontreponemal tests are widely available, rapid, in-
expensive and are necessary for determining the efficacy of
treatment or confirming the reinfection. There are, however, a
number of limitations associated with nontreponemal tests:

« First, they lack sensitivity in late stage of infection: 30% of
patients with late latent or late active syphilis will show a
non-reactive result.

« Secondly, 1-2% of patients with secondary syphilis exhibit
a prozone reaction. Prozone occurs when an excess of
antibody in undiluted serum inhibits flocculation with
the antigen, giving rise to weakly reactive, atypical or
occasionally false negative results.

o Finally, antibodies detected by nontreponemal tests are
not only produced as a consequence of treponemal in-
fection, but also in response to other conditions where
tissue damage occurs.

Because nonspecific or false-positive reactions occur
with the nontreponemal tests, usually as a result of damage to
the host’s tissue by infection, immunization or autoimmune
disease, the search for a specific serologic test for syphilis
continues. The incidence of false-positive reactions depends
on the test used and the population studied (1, 4). Therefore,
false-positive nontreponemal test reactions can have multiple
causes, their incidence is generally 1% to 3% (6, 8). The rate
of false-positive tests during pregnancy is greater than that
seen in the general population. Additionally, as many as 28%
of positive RPR results in pregnant women are biological
false positives (13). It is also about 10% higher among intra-
venous drug users. The interpretation of the results of the
nontreponemal tests depends on the population being tested.
The predictive value of the nontreponemal tests is increased
when combined with a reactive treponemal test. Therefore,
when the nontreponemal tests are used as screening tests in a
low-risk population, all reactive results should be confirmed
with a treponemal test. In some low-risk populations, every
reactive result may be a false-positive result (12).

False-positive reactions occurring with the nontrepone-
mal tests can be divided into two groups: those that are acute
false-positive reactions of <6 months in duration and those
that are chronic false-positive reactions that persist for >6
months (8,9). Acute false-positive nontreponemal reactions
have been associated with hepatitis, infectious mononucleosis,
viral pneumonia, chicken pox, measles, other viral infections,
malaria, immunizations, pregnancy, tuberculosis, Lyme di-
sease, neoplasm, HIV infection and laboratory or technical
error (4, 5, 8).

Chronic false-positive reactions have been associa-
ted with connective tissue diseases, such as systemic lupus
erythematosus or diseases associated with immunoglobulin
abnormalities, which are more common in women; thus,
chronic false-positive reactions are more common in women
than in men. Other conditions associated with chronic false-
positive reactions are narcotic addiction, aging, leprosy and
malignancy. Generally, up to 90% of false-positive reactions
have a titer of less than 1:8, and reactive nontreponemal
tests with titers less than 1:8 and subsequent nonreactive
treponemal tests are considered to be biological false-positive
reactions.

The titer of false-positive reactions is usually low, but
on rare occasions it can be extremely high; therefore, the
quantitative titer cannot be used to differentiate between a
false-positive reaction and syphilis. This is especially true for
persons who inject illegal drugs. More than 10% of intraveno-
us drug users have false positive test results with titers less than
1:8. Chronic false-positive reactions persist for more than six
months and are often associated with autoimmune disorders
and chronic inflammatory conditions (4, 6, 8, 11).

The problem is complicated because false-positive re-
actions can also occur with treponemal tests.

The specificity of the FTA-abs (fluorescent treponemal an-
tibody) is also poorer than that of the other treponemal tests.

Approximately 1-2% of the normal population will show
a false positive FTA-abs result. False positives have also been
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reported with narcotic addiction, autoimmune haemolytic
anaemia, some viral infections and in the elderly (5).

The TPHA test is highly sensitive in all stages of the
disease except, possibly, in early primary syphilis. It also
has very high specificity with as few as 1.5% false positives.
These false positives have been reported in some patients with
infectious mononucleosis, connective tissue diseases, leprosy
and with intravenous drug use. The EIA can be false positive
in LES, neoplasmes, leprosy, rheumatoid arthritis. The non-
recognition of serological false-positive tests for syphilis may
have negative prognostic and social implications. Therefore,
careful clinical interpretation of test results and other evi-
dence is necessary for proper diagnosis. Significant research
advances in recent years have influenced the management of
patients with syphilis.

The ideal test for syphilis should have both high sensi-
tivity and specificity, be suitable for monitoring response to
treatment, give a negative result after adequate therapy and
also give a clear indication of reinfection. Unfortunately, such
a test does not exist. Instead a combination of tests must be
used (14). Technological advances have resulted in improved
serodiagnostic tools for syphilis.

The Western blot (WB) method has been used for the
past 15 years to investigate the immune response to individual
Treponema pallidum antigens in sera from experimentally
infected animals and from humans with naturally occurring
syphilis.

Immunoblotting allows for the detection of antibodies to
individual proteins. In the Treponemal Western blot, solubili-
zed T.pallidum proteins are separated by gel-electrophoresis
according to their molecular size. The separated proteins
are then transferred onto a nitrocellulose membrane which
is dried and cut into strips. After incubating the strips with
patient’s serum, antigen-antibody complexes are visualized by
adding enzyme-conjugated anti-human globulin followed by
substrate, which causes a color reaction. Itis generally agreed
that detection of antibodies to immunodeterminants with
molecular masses of 15, 17, 44.5 and 47kDa are diagnostic
for acquired syphilis (3, 9, 14). A recent development is the
use of recombinant antigens instead of fractionated proteins.
The use of recombinant antigens could avoid the difficulties
in purifying specific T. pallidum proteins due to the complex
antigenic structure of this spirochete, and it has the potential to
increase the specificity of serologic investigations (3, 7, 9).

Currently the Treponemal Western Blot Test is a con-
firmation test for syphilis. It is not intended to be used for
routine confirmation, but is reserved for situations where
the clinical picture and other serological test results do not
give a clear status of infection. The western blot has highest
specificity and sensibility in all stage of syphilis (2, 7, 9). The
IgG immunoblot using recombinant antigen is recommen-
ded as supplementary confirmatory test when a positive EIA
screening test is not confirmed by the TPPA (TPHA) test or
when a positive TPPA (TPHA) screening test is not confirmed
by the EIA test (2).

Finally, we would like to present our cases of personal
medical practice.

Patient N., 71 years old, is suffering from hepatitis C,
hepatitis B and rheumatoid arthritis. He had no evidence of
clinical symptoms or history of syphilis. His wife’s serological
studies for syphilis were negative. He had the RMP 1:8 titer,
EIA weakly reactive, TPHA 1:80,WB negative. We diagnosed
the false-positive test for syphilis in this patient.

Patient K., 20 years old, virgin, is suffering from rheu-
matism. He had no evidence of clinical symptoms or history
of syphilis. He had RW 4+ 1: 5 titer. RMP1:3 titer, TPHA 1:80,
WB negative, ELISA negative. We diagnosed the false-positive
test for syphilis in this patient.

Patient W, 53 years old, is suffering from prostate can-
cer with metastasis. His wife’s serological studies for syphilis
were negative. He had no evidence of clinical symptoms or
history of syphilis. RMP 4+ 1:3 titer, RW 4+ 1:10, TPHA and
EIA weakly positive. We diagnosed the false-positive test for
syphilis in this patient.

Patient R., 24 years old, is pregnant, suffering from hepa-
titis B and genital herpes. Her husband’s serological studies for
syphilis were negative. He had no evidence of clinical symp-
toms or history of syphilis. Serological tests: RW3+, RMP3+,
TPHA negative, EIA reactive, WB negative. We diagnosed
the false-positive test for syphilis in this patient.

Patient Z., 49 years old, suffering from diabetes, chronic
renal insufficiency and is on hemodialysis. He had no evi-
dence of clinical symptoms or history of syphilis. His wife’s
serological studies for syphilis were negative. Serological
results: RW4+ 1:10, RMP 4+1:4, TPHA, EIA reactive, WB
negative. We diagnosed the false-positive test for syphilis in
this patient.

Patient X., 35 years old, is suffering from Lyme disease.
He had no evidence of clinical symptoms or history of syphi-
lis. His sexual partner’s serological studies for syphilis were
negative. Serological tests results: RW 4+1:10, RMP4+1:4,
EIA, TPHA reactive, WB negative, Lyme test titer positive. We
diagnosed the false-positive test for syphilis in this patient.

In conclusion, serologic tests provide only indirect
evidence of syphilis and may be reactive in the absence of
clinical, historical or epidemiologic evidence of syphilis, and
are, therefore, very important for the laboratory diagnosis to
be as reliable as possible. We can conclude that many of the
false-positive reactions can be resolved using the Western-
blot assay and its use can improve the reliability of syphilis
serology.
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Abstract

This article presents a general analysis of contemporary data on the correlation between polycystic ovarian syndrome (SOPC) and neurological
diseases. The most frequent neurological disorder associated with SOPC is epilepsy, which is a serious health problem. Data show a higher
frequency of SOPC in women suffering from epilepsy, and some of the authors link this phenomenon to the adverse effects of treatments with
valproic acid. Other the neurological diseases associated with SOPC also include non-convulsive disorders.

Key words: polycystic ovarian syndrome, epilepsy, neurological disorders.

HeBpOﬂOﬂll‘leCKl/le HapylweHua npn cuHapome NoJIMKNCTO3HbIX ANYHUKOB

Jlan aHaMM3 COBPEMEHHBIX IPECTAB/IEHNUIT O B3aMMOCBSI3M CHHAPOMA OMMKICTO3HBIX sindHnKoB (CITKS) u maTomoruit HepBHOI CHCTEMBI.
YacroTa coueranua CIIKSA n HeBponormyeckux HapyuleHui npefcTaBieHa, B MepBylo oyepenb, anunencueir npu CIIKA, yto asngerca
aKTyalbHOM MEeIMIMHCKOI mpobemoit. VIMeroTcs manHble o noBbiuieHyy 9actorbl CIIKS y skeHIH 6O0/MbHBIX SINIENCHel, TIPUYeM Psif
aBTOPOB CBSI3BIBAIOT 9TOT PeHOMEH C IPYMeHEeHeM IIPeNapaToB BaIbIIPOeBOit KNCIOThL. Cpey HeBPOIOTMYECKUX TATOIOT T, COYe TAIOIINXCS

¢ CIIK/1, BcTpevarorcst Takxke 1 6eCCyIopO>KHbIe HapYLIeHNUS.

KnroueBblie cmoBa: CMHAPOM ITOIMKNCTO3HBIX ANYHMKOB, SIMNICICUA, HEBPOJTOIMYECKNE HAPYIIEHNA.

Introduction

Polycystic ovarian syndrome (PCOS) was originally
reported by Stein and Leventhal in 1935 when they studied
a group of women suffering from amenorrhea, infertilty, en-
larged polycystic ovaries and hirsutism. Most women who
suffer from this condition experience infrequent or irregular
menstrual cycles.

Polycystic ovary syndrome is an endocrine disorder that
affects between 5% and 15% of all women of reproductive
age [1]. It occurs among all races and nationalities, and is a
leading cause in 73% of women with anovulatory infertility [2,
3]. The majority of specialists consider PCOS a heterogenous
pathology, whose principle features are obesity, anovulation,
acne and excessive amounts or effects of androgenic hormo-
nes. The symptoms and severity of the syndrome vary greatly
among women. Insulin resistance, diabetes and obesity are

all strongly correlated with PCOS, although the causes are
still disputable.

Other names for this syndrome include polycystic ova-
ry disease (PCOD), functional ovarian hyperandrogenism,
Stein-Leventhal syndrome (original name, not widely used
in modern literature), ovarian hyperthecosis and sclerocystic
ovary syndrome.

Common symptoms of PCOS include:

= Oligomenorrhea, amenorrhea

= Infertility

* Hirsutism

= Hair loss

= Acne vulgaris

= Seborrhoeic dermatitis

= Obesity or weight gain

= Deepening of voice
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Mild symptoms of hyperandrogenism, such as acne or
hyperseborrhea, are frequent in adolescent girls and are often
associated with irregular menstrual cycles. In most instances,
these symptoms are transient and only reflect the immaturity
of the hypothalamic-pituitary-ovarian axis during the first
years following menarche [4].

The heterogeneity in the signs and symptoms of PCOS
has led to considerable controversy in this area due to the
difficulty in establishing a uniformly accepted definition
of PCOS. What is clear, however, is that women with the
disorder do not ovulate in a predictable manner and women
with PCOS also produce excessive quantities of androgens
(particularly testosterone). Polycystic ovaries are not present
in all women diagnosed with PCOS. Also, many women with
regular menstrual periods and normal levels of testosterone
have cystic ovaries.

Two definitions are commonly used to describe the
pathology:

1) The National Institutes of Health (NIH 1990) criteria
for PCOS require both:

a) the presence of ovulatory dysfunction;

b) clinical and/or biochemical evidence of hyperandro-
genism with exclusion of other endocrinopathies [5].

2) The revised European Society of Human Reproduc-
tion and Embryology (Rotterdam 2003) criteria for PCOS
require 2 out of 3 symptoms mentioned below:

a) oligoovulation and/or anovulation;

b) clinical and/or biochemical evidence of hyperan-
drogenism;

¢) polycystic ovaries and exclusion of other endocri-
nopathies [6].

The Rotterdam definition is wider and includes many
more patients; notably, patients without androgen excess are
included whereas in the NIH 1990 definition androgen excess
is a prerequisite [6].

PCOS is traditionally divided in Russian and ex-So-
viet scientific literature into “primary;” which manifests in
puberty and is considered a separate nosological form, and
“secondary;” which develops due to different endocrinopathies
(adrenogenital, metabolic, Cushing’s syndrome etc.) [7].

Several metabolic abnormalities are characteristic of
PCOS. Impaired glucose tolerance, as evidence of insulin
resistance, is present in about 31% to 35% of women with
PCOS and can occur in both lean and obese women. In
contrast, insulin resistance occurs in about 8% of the general
population [8]. Further, hyperinsulinemia resulting from
insulin resistance perpetuates the development of PCOS.
Insulin inhibits hepatic production of insulin-like growth
factor binding protein-1 (IGFBP-1) and testosterone-binding
globulin. The free fraction of both IGFBP-1 and testosterone,
therefore, will be increased, but this is only part of the cascade
of events. Insulin and IGFBP-1 both stimulate thecal androgen
production; therefore, the net effect of hyperinsulinemia is
higher androgen production in the ovary as well as a greater
bioactive fraction of androgen [8].

Another key hormonal feature of PCOS is elevated lu-
teinizing hormone (LH) secretion from the pituitary and an

increased ratio of LH to follicle-stimulating hormone (FSH).
LH stimulates ovarian steroidogenesis, and an elevated LH-to-
FSH ratio will produce follicles that do not fully mature, but
instead become numerous and cystic. Immature follicles are
deficient in aromatase, the enzyme that produces estrogen in
the ovary by converting it from its precursor, testosterone. In
this manner, the PCOS ovarian follicle manufactures primarily
androgens. The abnormality is reinforced further by the con-
version of androgen to estrogen by aromatase in the periphery,
which results in elevated circulating estrogens that feed back
to the pituitary and disrupt normal LH secretion [7].

Among the variety of clinical manifestations and patho-
physiology of PCOS, the correlation to neurological disorders
is an issue worthy of further investigation. Most reports given
in this regard have discussed an interrelation between PCOS
and epilepsy, which is a serious health problem.

PCOS and Epilepsy

The correlation between PCOS and epilepsy has been
reported by many authors during recent decades [9]. Previous
studies have described an association between epilepsy and
features of the polycystic ovarian syndrome (PCOS) among
women receiving treatment with antiepileptic drugs (AEDs),
including valproic acid (VPA) [10]. This association with
PCOS has been attributed to epilepsy itself by some investi-
gators [11], and to the use of VPA by others [10].

Table 1
Association between epilepsy and PCOS

Study No. w'i::rﬁzlgs ?:t?: 95%¢Cl | P
Herzog et al., 1986 50 10 (20%) 34 1.2-9.1 | 0.01
Bilo et al., 1988 20 3(15%) 24 0.4-10.1| 0.18
Isojarvietal, 1993 | 2381 3(3.1%) 0.4 0.1-16 | 0.28

to to to
7 (7.1%)? 11 0.3-3.0 11
Bauer et al., 2000 93 6 (6.5%) 0.9 0.3-2.8 1.0
Bilo et al., 2001 50 13 (26%) 4.8 1.9-12.2 1 <0.001

Note: Odds ratios, 95% confidence intervals (95% CI),
and two-sided Fisher’s exact test are used to compare
prevalence of PCOS in each study with the maximum
estimated community prevalence of 6.8% (13 of 192 women).
'Ninety-eight women of 238 total subjects had complete
evaluation for PCOS (31 VPA, 49 carbamazepine, 18 clonazepam,
phenobarbital, clonazepam and/or carbamazepine).
*The proportion with PCOS calculated from data available
on 98 women for whom menstrual cycle irregularity (n
= 47), hirsutism (n = 4), and menstrual irregularity with
hyperandrogenemia (n = 3) was reported. The range is
reported because it is unclear whether women with hirsutism
were the same as those with menstrual irregularity and
hyperandrogenemia.

The percentage of women reported in each study to
have PCOS varies widely because different researchers have
used different definitions of the syndrome and have studied
different groups. Estimates range from as low as 3.1% to as
high as 26% of all women in the studies (Table 1) [12, 13,
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14, 15, 16]. This information is derived from a total of five
clinical case series involving between 20 and 238 premeno-
pausal women receiving outpatient care in epilepsy centers
in the United States [13], Italy [14, 16], Germany [15] and
Finland [12]. In population-based studies, PCOS has been
estimated to occur in 4.0-6.8% of premenopausal women
[10, 11]. The prevalence of PCOS in epileptic populations
was elevated in three of five studies when compared to the
maximum predicted community prevalence of 6.8% (Table
1) [13],[14] and significantly so in two studies, including the
study by Bilo et al. [16].

Thus, reproductive endocrine disorders, such as PCOS,
are common in women with epilepsy [10], however, there is
uncertainty as to whether it is epilepsy or its treatment that
predisposes them to PCOS. Both epilepsy and antiepileptic
drugs (AEDs) can have an effect on the feedback loop of the
hypothalamic-pituitary-gonadal axis, which controls the
synthesis and concentrations of sex hormones [17].

An examination of the reports, mentioned above,
and other clinical series reveals significant disagreement
among them in their conclusions about the association be-
tween epilepsy and PCOS. Several factors may explain the
discrepancy in the findings. The studies are all relatively
small, permitting chance observations and selection bias
to exert substantial effects. The referral pattern for each
of the epilepsy clinics in which studies were conducted
may differ such that some may over-represent women with
reproductive-endocrine disorders. In addition, the type of
epilepsy (generalized, focal), the location of seizure focus
(temporal lobe, extra-temporal) and the responsiveness to
therapy of study subjects varies among the clinical reports.
Associations between PCOS and generalized epilepsy [13],
temporal-lobe epilepsy [12], and no specific epilepsy type
or seizure focus location [12, 16] have been reported.
Moreover, the frequency of use of specific AEDs and the
proportion of women receiving no treatment for their epi-
lepsy varies substantially among the clinical reports. If an
association of epilepsy with PCOS is mediated or caused
by one or more AEDs, the number of subjects receiving
that medication must be large enough to permit accurate
analysis. Finally, personal characteristics of study subjects
that may modulate the relationship between epilepsy and
PCOS—such as ethnicity and body weight—vary markedly
among the clinical reports.

In another study, the same group (Herzog et al.) found
that there was a significant difference between the EEG
laterality distributions associated with polycystic ovarian
syndrome and those associated with hypogonadotrophic
hypogonadism [18]. Patients with PCOS and untreated
temporal lobe epilepsy had predominantly left-sided
interictal epileptiform discharges in the EEG. This dis-
tribution differed significantly from that of women with
epilepsy who had no reproductive endocrine disorders.
The fact that PCOS appears to be more frequent with
left-sided than with right-sided unilateral temporal lobe
epileptogenic discharges would also suggest that epilepsy
induces PCOS [19].

Features of PCOS Associated with Valproate

An alternative explanation for the association between
epilepsy and PCOS, is that PCOS is induced by use of VPA
[19]. Several studies have been conducted in order to de-
termine the effects, if any, of AEDs on endocrine disorders.
Scandinavian studies have suggested that there is a possible
link between valproate and PCOS [12],[20],[21]; however,
the impact of AEDs on endocrine disorders is debated. In
1993, Isojarvi et al. [12] reported the first association between
valproate and cystic ovaries. The authors stated that nearly
half of the 28 women treated with valproate monotherapy
for epilepsy had amenorrhea, oligomenorrhea, or prolonged
menstrual cycles, compared with 19% of the 120 women ta-
king Carbamazepine monotherapy. The presence of menstrual
disturbances was associated with elevated free testosterone in
women taking valproate alone or valproate plus Carbamaze-
pine. Forty-three percent of women receiving valproate alone
had PCOS, compared with 22% of women taking Carbamaze-
pine alone. This study does not clearly differentiate between
the possibility of an effect of valproate administration and the
effects of epilepsy itself on menstrual disturbances or elevated
free testosterone. However, it is supportive of an association
between valproate administration and cystic ovaries. In 1996,
asecond report from the same group demonstrated that 11 of
22 obese women with epilepsy, taking valproate, had insulin
resistance and elevated androgen levels [20].

The results of Isojérvi et al. have been widely publicised.
However, they are not supported by the results of two recent
studies [22],[23]. Bauer et al. [22] conducted a prospective
study in 93 women with partial epilepsy in order to determine
whether PCOS is a common finding in women treated with
AEDs. In this study the incidence of PCOS in patients treated
with valproate monotherapy (11.1%) was similar to that for
patients treated with Carbamazepine (10%) and also to that
in patients receiving no medication (10.5%). This suggests
that the manifestation of PCOS in women with focal epi-
lepsy is not related to the administration of either valproate
or Carbamazepine [22]. In another study investigating the
effects of valproate, Phenobarbital and Carbamazepine on sex
hormones and luteal function, Murialdo et al.[23] found that
the prevalence of PCOS did not differ significantly between
treatment groups.

The theory that VPA induced weight gain leads to
increased insulin resistance with consequent hyperinsuline-
mia, and finally PCOS, does not explain why PCOS and/or
hyperandrogenism was also high in lean VPA-treated patients.
In an editorial comment on this study, Herzog [19] proposed
that epilepsy may induce PCOS and that PCOS is treated by
enzyme-inducing AEDs, but not by valproate, which is an
enzyme-inhibiting AED. By inducing hepatic enzymes that
reduce biologically active testosterone in the serum and by
increasing the binding and metabolism of testosterone, some
AEDs may inadvertently treat hyperandrogenism and thus
PCOS, while valproate therapy may not. SHBG is uniformly
elevated by chronic treatment with Phenytoin, Carbamaze-
pine, Primidone and Phenobarbitone, but not with valproate
[23]. Weight gain is a well-known side effect of valproate,
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but it is not a primary diagnostic feature of PCOS. Insulin
resistance can be produced by weight gain itself; however, it
is present as an independent endocrine dysfunction in both
obese and lean women with PCOS. It is unknown whether
valproate is associated with insulin resistance in patients who
do not gain weight while taking the drug. Menstrual dysfunc-
tion and anovulation have been reported more frequently in
women with epilepsy, but their association with valproate
and epilepsy is mixed. PCOS seems to be overrepresented
in women with epilepsy and, in some reports, is specifically
associated with valproate. The clinical significance of this fact
as an independent finding is unclear, but it is likely to at least
be a harbinger of anovulation and subfertility.

PCOS and Other Neuropathies

In 2006, a case of thoracic myelopathy due to ossificati-
on of the posterior longitudinal ligament (OPLL) in a patient
with policystic ovary syndrome was reported by authors from
Japan [24]. A 24-year-old woman presented with a three-week
history of muscle weakness and sensory disturbance in her
bilateral lower extremities. She also exhibited “moon-face,”
hepertrichosis, obesity and hyperglycemia. Myelography and
computer tomography were performed, and OPLL was recog-
nized at levels T3 to T9 of the spine. Hypercholesterolemia
and abnormally high testosterone levels were found. She also
had polycystic lesions in both ovaries on magnetic resonance
imaging, thus the diagnosis of polycystic ovary syndrome was
established. Her neurological symptoms worsened rapidly
and she developed paraplegia.

The characteristic findings of obesity, insulin resistance
with compensatory hyperinsulinemia, increased levels of free
insulin-like growth factor-I (IGF-I) and hyperandrogenemia
in patients with polycystic ovary syndrome were suspected to
be related to the occurrence of OPLL. The stature of female
patients with OPLL in the thoracic spine corresponded to pa-
tients with polycystic ovary syndrome. IGF-I was reported to
be involved in the development of OPLL. It was proposed that
hormonal surveys for patients with OPLL in the thoracic spine
might be useful for clarifying the pathogenesis of OPLL.

In 2007 a case of benign intracranial hypertension
(pseudotumor cerebri), visual impairment, and hypothy-
roidism in association with polycystic ovary syndrome was
reported in Austria [25]. A 20-year-old obese woman deve-
loped menstrual cycle irregularities beginning at 14 years of
age, initially accompanied by bitemporal headache and later
by diffuse headache, as well as bilateral visual impairment,
described as sparkling black points. Ophthalmologically there
was a recurrent papilledema. Clinical neurologic investigati-
ons revealed sore neck muscles. Magnetic resonance imaging
of the brain, orbita and cervical spine, and investigations of
cerebrospinal fluid were non-informative. Visually evoked
potentials revealed demyelination of the optic nerves. Gy-
necologic investigations revealed PCOS and endocrinologic
investigations hypothyroidism and hyperandrogenism. A
possible relationship between pseudotumor cerebri and the
ophthalmologic, gynecologic, and endocrinologic abnorma-
lities is discussed.

In 2008, a study was conducted by a group of specialists
from Iran; the aim was to assess the prevalence and charac-
teristics of headache, especially migraine, in patients with
PCOS compared with women without this disease [26]. One
hundred thirty-three women with PCOS and 107 controls
were interviewed by two neurologists experienced in headache
diagnosis. The headache disorders were classified according
to the International Headache Society criteria. Forty-five
women (33.8%) of the 133 cases without PCOS complained of
headache. Ofthe PCOS patients, 48 women (44.9%) suffered
from headache. Thus migraine was not more frequent in wo-
men with PCOS. It was concluded that male sex hormones,
and especially testosterone, do not play an important role in
the exacerbation of migraine headache.

In 2008, a case of multiple cerbral infarctions associ-
ated with polycystic ovaries and ovarian hyperstimulation
syndrome (OHSS) was reported by a group of scientists from
Korea [27]. A 31-year old woman was admitted with a chief
complaint of left-sided motor weakness and motor aphasia.
She had been diagnosed at an infertility clinic 6 months pre-
viously as having oligo-ovulation, infertility and polycystic
ovaries. Her medical history was unremarkable: no history
of hypertension, migraine or obesity. Induction of ovulation
began 28 days prior to focal neurological symptoms. The
patient received oral clomiphene citrate (100 mg/day for 5
days) and injections of human menopausal gonadotropin (75
IU/day for 5 days). Two weeks later, oocytes were retrieved and
eventually 6 embryos were transferred to her endometrium.

Laboratory tests demonstrated that the serum white blo-
od cell count and levels of liver enzymes were elevated, while
serum albumin was decreased. Human chronic gonadotropin
(hCG) was 8.3 mIU/ml (normal range at 2nd week after con-
ception: 0-400 mIU/ml); serum estradiol and progesterone
levels increased up to 4,300 pg/ml (normal range during Ist
trimester: 100-5,600 pg/ml) and 60.0 ng/ml (normal range
during Ist trimester: 11.2-90.0 ng/ml), respectively. Blood
urea nitrogen, serum creatinine, prothrombin time, activated
partial thromboplastin time, homocysteine and protein C
were within normal limits. Anticardiolipin antibody, lupus
anticoagulant and activated protein C resistance were negative.
MRI of the brain revealed an acute ischemic lesion on diffusi-
on-weighted and T 2 -weighted imaging in the territory of the
right middle cerebral artery, but no occlusions of the major
intracranial arteries and extracranial carotid and vertebral
arteries were found on MR angiography.

The patient was started on intravenous heparin
(21,600 U/day) to prevent further thromboembolic com-
plications; however, nystagmus and vomiting developed
on day 3 after admission. A repeated brain MRI showed
newly developed left cerebellar infarction. On hospital
day 12, serum hCG was found elevated to 3,463 mIU/ml
(normal range at 4th week after conception: 1,000-20,000
mlIU/ml), with subsequent abdominal ultrasonographic
examination showing a triple pregnancy in the uterus.
Therapeutic surgical abortion was performed on hospital
day 21, and serum hCG, estrogen and progesterone levels
returned to normal after the operation.
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The patient was placed on 100 mg/day aspirin pro-
phylaxis, and a follow-up examination at 6-months revealed
residual, mild, left-arm weakness and motor aphasia. It was
concluded that the occurrence of progressive, multi-territorial
infarctions, without atherosclerotic lesions in cerebral arteries
visible on MRA and the absence of a cardioembolic source
suggested that systemic conditions conducive to a hypercoa-
gulable state may have been responsible for cerebral infarction
in this case. It was speculated that sustained high levels of
hCG due to triple pregnancy, combined with a prior history
of polycystic ovaries, might have led to severe OHSS and
subsequent cerebral infarction, despite anticoagulation treat-
ment. In addition, hyperactivation of the hemostatic system
likely played a role in the development of thromboembolism.
Therefore, the alterations of hemostatic factors may also
have contributed to the development of cerebral infarction.
OHSS occurs more frequently and severely when combined
with polycystic ovary syndrome [28, 29]. Although the exact
mechanism of this phenomenon is not clearly defined, it may
be related to the exaggerated response to gonadotropin in
polycystic ovary syndrome.

Conclusions

PCOS has multiple etiologies; none is fully understood
[10]. Its occurrence is under genetic influence as well as related
to ovarian, hypothalamic, and glucose-modulating dysfunc-
tions. In this light, it is difficult to state which is the specific
reproductive dysfunction related to epilepsy.

One explanation for the connection between PCOS and
epilepsy: women whose seizures begin in the left temporal lobe
may be more likely to have certain hormonal abnormalities
that prevent ovarian follicles from maturing. This leads to
anovulation, the collection of cysts, and the release of more
male hormones — all the criteria for a diagnosis of PCOS.

PCOS has another link to epilepsy: it may increase or
worsen seizures. The hormonal abnormalities related to
anovulation include a lack of progesterone, which the ovaries
usually produce in the days after ovulation. Progesterone has
antiseizure and mood-stabilizing properties. The ovaries of
women with PCOS, on the other hand, continue to produce
estrogen, which promotes seizures and anxiety.

Theories underlying the occurrence of PCOS in epilepsy
concern the mechanism of elevated LH. Investigators specu-
late that epilepsy affects the brain in such a manner that it se-
condarily influences the reproductive system; by affecting the
hypothalamic-pituitary axis (HPA), for example. This hypo-
thesis was first proposed by Herzog et al. in 1986 but has been
studied very little since then. The sequence of events leading
to elevated LH secretion begins as follows: seizure discharges,
either ictal or interictal and involving medial temporal areas,
stimulate the secretion of gonadotropin-releasing hormone
(GnRH). Next, increased GnRH pulse frequency promotes
the secretion of LH at greater levels than the secretion of FSH,
resulting in an elevated LH/FSH ratio [18].

Herzog et al. [19] studied LH pulse frequencies in wo-
men with epilepsy and found that the pulse frequency is incre-
ased with an especially marked increase in left temporal lobe

epilepsy. Furthermore, evidence for reproductive dysfunction
in epilepsy based on a mechanism of HPA dysfunction has
been reported. Earlier-than-expected menopause has been
described in women with high seizure rates - a finding that is
also likely a manifestation of subtle HPA dysfunction, leading
to early ovarian failure. Therefore, the reproductive abnor-
malities in women of reproductive age with epilepsy (that is,
ovulatory dysfunction and elevated circulating androgens,)
which either look like or actually are PCOS, could be the result
of seizures or interictal discharges affecting the HPA.

Mechanisms by which valproate can cause elevation
of androgens and PCOS result from induction of androgen
synthesis in the ovary, likely as a result of multiple proces-
ses. One study using human, ovarian, thecal cell cultures
showed that valproate induced ovarian androgen synthesis
by augmenting transcription of steroidogenic genes [20].
Another report used ovarian follicles in culture with ovarian
thecal and granulosal cells (so as to replicate an ovary,) and
showed that valproate increased testosterone secretion from
follicles but had differing effects based on the degree of LH
stimulation in the culture and on maturity of the follicles.
Further, valproate decreased the conversion of testosterone
to estradiol, suggesting an inhibitory effect on the converting
enzyme, aromatase [21].

Valproate produced ovarian cysts in nonepileptic Wistar
rats at very high, supratherapeutic doses. A study more appli-
cable to humans, however, evaluated the effects of valproate
on nonepileptic, normally cycling female Rhesus monkeys.
The monkeys were treated for 12 to 15 months, having achi-
eved therapeutic levels of valproate similar to those in seen
in humans, and compared with control monkeys. No effects
on menstrual cycling (which normally is nearly identical to
that in humans), ovulation, androgen levels, LH/FSH ratio,
insulin response, or lipid profiles were found. The ovaries,
on pathologic evaluation, were normal as well. These results
suggest that the effects of valproate in women with epilepsy
could be due to valproate exacerbating an already disturbed
system, which is unable to compensate for its androgen-pro-
moting actions.

More information is needed about the use of valproate in
women with epilepsy and its risk of inducing PCOS. Common
sense would dictate that, for a woman with epilepsy who has
evidence of PCOS, the use of valproate should be judiciously
considered.

Finally, it appears that PCOS occurs significantly more
often in women with epilepsy than in others, especially among
certain groups. Studies using much larger groups will be nee-
ded for doctors to find out the details of how PCOS is related
to the many types of epilepsy and seizure medicines. The exact
mechanisms of other reported cases of correlation between
PCOS and neurological disorders are not clearly defined; it
may be related to a dis-hormonal state in PCOS.
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Lisinopril: eligibilitate terapeutica si efecte comparative
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Lisinopril: Therapeutic Eligibility and Comparative Effects

This article presents some authentic evidences of the Lisinopril effects obtained in diverse clinic trials and prospective studies concerning arterial
hypertension and heart failure treatment. Likewise a lot of characteristic neuroendocrine modulator effects of the Lisinopril are emphasized as well
as its approved therapeutic advantages in comparison to other drugs of the angiotensin converting enzyme inhibitors class, and to angiotensin I
receptor (AT'1) antagonists. Through diurnal monitoring of the blood pressure and through prolonged administration, optimal results of Lisinopril
were seen in regard to the indices of the heart failure mortality and of the myocardium remodeling in acute myocardial infarction. This article
summarizes the main pleiotopic effects of Lisinopril which are opportune in the pathogenetic correction of the cardiovascular disorders.

Key words: Lisinopril, cardiovascular agents.

nIIISI/IHOHPIIIﬂ: TepaneBTNYeCKNe NOKasaHNA N CcpaBHUTEJIbHbIE Bd)q)EKTbI

ITpescTaB/ieHbl HEKOTOPBIE CBUIETENbCTBA 9P GEKTUBHOCTY IM3MHOIPUIA B JICUEHNN apTepUaNbHOI TUIEPTEH3UN U CePAEYHO
HEJIOCTaTOYHOCTH, BbIABICHHBIE B Pa3/INYHBIX KIMHIYECKIUX UCCIeNOBaHMAX. PaccMOTpeHbI XapaKTepHble HelIPOIHIOKPVYHHbIE MOJY/IATOPHbIE
3¢ deKTHI TM3MHOIPIIA, B TOM YNCTIe alIpOOVPOBaHHbIE TepAIleBTHYECKIIe IPENMYIeCTBa IperapaTa, 10 CPaBHEHMIO C IPYTYIMM IIPefCTaBUTE/LIMI
K/Tacca MHIMOUTOPOB aHTMOTEH3MH-TIPEBPATITAIOIETO PEePMEHTA, a TAKXKE C AHTATOHMCTaMM pertenTopos anrnoTensuHa Il (AT,). B atom mmane
OTMEYEHBI TyYIINIl ITUIOTeH3UBHbII 3P QEKT NPy CYTOYHOM MOHUTOPMPOBAHUM aPTEPUATbHOTO JAB/IEHN U IIPU JINTENbHOM IIPYMEHEeHUN
IIpemnapaTa, ero 3pGeKTUBHOCTD Ha II0Ka3aTe/I CMePTHOCTI IIPU CePAIeYHOI HeTOCTaTOYHOCTY ¥ PeMOJIe/IMPOBAaHMsA MIOKAp/ia IIPU OCTPOM
nHpapkre. O6061IIEHDI I/TaBHBIE IIEOTIPOIHDIE 3((EKThI TM3MHOIPIIIA.

KnroueBbie crioBa: JIM3VHOIIPNII, CEPAEIHO-COCYANCTDIE CPENCTBA.

Lisinopril (Ls) reprezinta un derivat peptidic sintetic
cu formula chimicd C, H, N,O, 2H,0 (m.m. 441.52 kD) si
prin actiunea sa farmacologicé se impune drept un inhibitor
al enzimei de conversie a angiotensinei (ECA), conducénd,
prin urmare, la limitarea sintezei angiotensinei IT (Ang II) din
precursorul sau decapeptid, angiotensina I.

Ang IT este identificatd in cantititi excesive in plasma
si in interstitiul cardiac al pacientilor cu diferite afectiuni
cardiovasculare, producind constrictia arterelor periferice si
coronariene, hipertrofia miocardului si a musculaturii netede
vasculare, activarea stresului oxidativ, a citokinelor si a sintezei
de colagen. Astfel, Ang II este conceptual vizatd drept un
mecanism oportun al dishomeostaziei circulatorii.

Ls are un diapazon larg de aplicare, eficienta lui te-
rapeutica, fiind cert doveditd in hipertensiunea arteriald
(HTA), insuficienta cardiaca congestivd (ICC), ameliorarea
remodeldrii miocardului si a functionalitétii endoteliului
vascular, precum si in prevenirea accidentelor vasculare, a
complicatiilor renale si retinale la diabetici. Administrarea
acestuia poate fi solitard sau in combinatie cu remedii din alte
clase, in special cu beta-adrenoblocantele.

Un lot mare de studii prospective demonstreaza efica-
citatea superioard clinico-functionala si pronostica a Ls fatd
de alte remedii din categoria inhibitorilor ECA.

In anul 2007 lisinoprilul a fost cel mai prescris medi-
cament antihipertensiv in SUA - 70,5 mln prescriptii. In
Republica Moldova primul lisinopril inregistrat este Diroton
(Gedeon Richter). In pofida faptului, ci in prezent sunt si
alte lisinoprile, Diroton, fiind inclus in lista medicamentelor

compensate, este cel mai indicat remediu antihipertensiv in
Moldova.

Hipertensiunea arteriala

Lisinopril versus Enalapril

G. Johnston si colab. [1] in studiul randomizat dublu
orb, efectuat pe un lot de 169 pacienti hipertensivi, au estimat
comparativ efectul hipotensiv al lisinoprilului (10 mg) versus
enalapril (5 mg). S-a stabilit, cd efectul hipotensiv maxim al
ambelor preparate se instaleazd, in mediu dupd 6 ore. Peste
o perioadd de 8 ore micsorarea valorilor TAs si TAd a fost
mai considerabila in grupul pacientilor, care au administrat
Ls. La sfarsitul perioadei de supraveghere de 12 sdptimani,
valorile TA in acest grup au fost semnificativ (p < 0,05) mai
joase, comparativ cu indicatorii functionali atestati in cohorta
pacientilor cu enalapril: reducerea TAs si TAd cu 25 si, respec-
tiv, 15 mm Hg contra declinul de 17 i 12 mm Hg.

Aceleasi remedii au fost evaluate comparativ si la
conotatia aprecierii gradului de reducere a valorilor TAs si
TAd diurne, in corespundere cu rezultatele monitorizdrii
ambulatorii. Lisinoprilul, in doza de 10 mg, a conditionat o
coborare semnificativ (p = 0,027) mai mare, cu 5,4 mm Hg
a TAs pe perioada de 24 ore, fatd de decrementul atins la
utilizarea enalaprilului (10 mg) [2]. Mai mare a fost i recu-
lul TAd, desi diferenta de 3,3 mm Hg s-a decelat in limitele
erorii admisibile. Efectul hipotensiv diurn, superior inerent
lisinoprilului, poate fi suspectat pe motivul particularitétii
farmacocinetice a acestuia la noima unui timp de semiviata
majorat si a distributiei tisulare. Potrivit datelor relatate de
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catre B.Beermann ,timpul-semiviatd” a lisinoprilului mésoara
circa 12,6 ore, iar a enalaprilului - 11,1 ore [3]. Mai mult de
atit, metabolismul enalaprilului este indispensabil de ficat,
unde acesta realizeazd o reactie de esterificare cu formarea
compusului activ, enalaprilat.

S. Gourlay si colab. [4] au stabilit intr-un studiu ran-
domizat dublu orb, ci capacitatea lisinoprilului de a inhiba
activitatea ECA (enzima de conversie a angiotensinei) pe o
perioada de 24 ore este mai mare. Analiza datelor monito-
rizarii ambulatorii a valorilor TA aratd, ca dupd 4 saptiméni
de tratament (administrarea preparatelor intr-o priza, 10 mg)
TAs medie diurna a fost semnificativ mai joasd cu circa 5 mm
Hg in grupul cu lisinopril. De asemenea s-a individualizat o
tendinta mai marcatd de coborare a TAd, desi discrepanta intre
loturi a fost nesemnificativd. De mentionat in acest context,
ca proba de monitorizare ambulatorie a TA este recunoscuta
drept o optiune aprobata in vederea estimarii eficientei tera-
peutice a remediilor antihipertensive [5].

M. Diamant i H. Vincent [6] au estimat valoarea de-
clinului de zi §i de noapte al TA in monoterapie cu lizinopril
(10 mg) sau consecventd administrarii acestuia in combinatie
cu diureticul, hydrochlorothiazidd, la pacientii cu HTA gr. II,
dupa o perioada de tratament de 4 sdptdmani. Efectul hipo-
tensiv al lisinoprilului a fost stabilit semnificativ superior (p
< 0,009) atat vizavi de dinamica TA de zi, cét si de noapte:
TA zi 129/83 mm Hg si TA noapte 116/70 mm Hg contra
133/85 mm Hg si, respectiv, 118/74 mm Hg pentru enalapril.
Daca dupd 4 saptamani TAs si TAd depiaseau nivelele de 140
si 90 mm Hg, dozele preparatelor se dublau, iar inca dupa 4
sdptdmani, in caz de necesitate, monoterapia se suplinea prin
diuretic. De mentionat, ca atingerea efectului hipotensiv tintd
Tas/TAd <140/90 mm Hg a fost posibila la administrarea Ls
in doza medie de 17 mg si a enalaprilului - de 18 mg. Doza
medie de diuretic necesara a fost de 6 mg pentru suplinire la
Ls si 8 mg pentru adaos la enalapril. De remarcat, ca timpul
de mentinere a reducerii maxime a TA, a fost cu circa 35% mai
mare in cazul administrarii lisinoprilului (p < 0,05).

A. Cocasicolab. [7] au estimat efectele antihipertensive
ale lisinoprilului (10-20 mg) si ale enalaprilului (10-20 mg)
pe o perioada de administrare de 12 sdptamani la pacientii cu
HTA gr.II. Valorile TA erau comparate dupé 4 i 8 sdptamani,
precum si zilnic pe parcursul celei de a 12-ea sdptiména.
Pacientii, care au beneficiat de Ls, au avut la toate mésurarile
o coborére semnificativ mai mare a TAs de zi (p < 0,0062) si
de noapte (p < 0,031).

Lisinopril versus Quinapril

C. Motero [8] a supus analizei comparative dinamica
TA la pacientii cu hipertensiune arteriald gr. II, care in mod
aleatoriu au administrat timp de 2 luni de zile lisinopril sau
quinapril, in doza de 20 mg intr-o prizd, utilizind metoda
de monitorizare ambulatorire. Rezultatele obtinute indica
eficienta antihipertensivd a Ls: 1) micsorarea TAs medie de
la 157,3 pand la 126,5 mm Hg (p < 0,001) contra reducerii de
la 148 pana la 137,4 mm Hg (p < 0,05); 2) micsorarea TAd
medie dela 93,6 panala 81,7 mm Hg (p < 0,001) contra redu-
cerii de la 89,4 pana la 85,9 mm Hg (p < 0,05). Merita atentie
in acest context si faptul, ca lisinoprilul a coborat esential

valorile sangvine ale colesterolului total: de la 228,7 pani la
207,2 (p < 0,05) contra reducerii de la 247,4 pand la 225,7 (p
< 0,05). Conform indicelui Mc Call 73,4% dintre pacientii,
care au administrat lisinopril, au reusit sa-si mentina valorile
TA si numai 62,7% din grupul cu quinapril. In plus, a fost
consemnata si o dinamici clinicd mai buna in cazul utilizarii
lisinoprilului.

In alt studiu analogic R. De Cesaris si colab. [9] au atestat
eficienta hipotensivd a administrarii lisinoprilului (10 mg) vs
a quinaprilului (20 mg) la pacientii cu HTA moderata (TAd
fiind cuprinsa intre 110-95 mm Hg). Dupa 4 saptamani de
tratament, pacientii cu TAd mai mare de 90 mm Hg au admi-
nistrat doze duble de preparate (i.s. lisinopril - 20 mg si qui-
napril - 40 mg), incd pe o perioada de 4 saptdimani. In ambele
intervale de timp, Ls a demonstrat un efect antihipertensiv
mai notabil, determinand la 83% din pacienti normalizarea
valorilor TA, in timp ce utilizarea analogului sdu a condus la
normalizarea valorilor TA doar la 45% dintre pacienti.

Lisinopril versus Zofenopril

E. Malacco si colab. [10] au estimat comparativ efectele
antihipertensive si asupra frecventei contractiilor cardiace,
ale preparatelor (lisinopril, 10 mg; zofenopril, 30 mg) la 164
pacienti cu HTA gr. IT si varsta mai mare decét 65 ani, rando-
mizati in doud grupe egale. Evaludrile respective, facute dupa
4 si 12 saptamani de monoterapie, n-au evidentiat deferente
semnificative. Totusi, numérul de pacienti, la care TAd s-a
micsorat cu peste 10 mm Hg, a fost mai mare in cohorta cu
lisinopril: 77,8% contra 74,4%.

Lisinoprilul actioneaza benefic asupra remodelérii cor-
dului hipertensiv. Potrivit datelor lui C. Brilla si colab. (2 000),
anume Ls, comparativ cu alti inhibitori ECA, a demonstrat mai
concludent capacitatea de regresie a fibrozei miocardului, evi-
dentd manifestata prin micsorarea semnificativa a volumului
fractiei de colagen (p < 0,05) si a continutului de oxiprolina
(p < 0,0001), dupd 6 luni de tratament [11].

Un impact deosebit asupra homeostaziei circulatorii
il are hipertensiunea arteriald, care evolueaza in legatura
cauzald cu stroke.

Datele unui trial recent placebo, controlat din compo-
nenta Phase II, a furnizat rezultate, care valideazd eficienta
lisinoprilului de a corecta, chiar in doze mici (5-10 mg),
hipertensiunea arteriald, declansata in urma accidentului
vascular cerebral acut [12]. Efectul individualizat a dat cursul
unor noi studii, privitor utilitatea aplicarii lisinoprilului in
impactul cerebral ischemic.

Cercetirile efectuate recent la universitatea Stanford
(SUA, California), au pus in evident si capacitatea distinctd a
lisinoprilului de prevenire si corectie a sclerozei multiple, care
evolueazd si exacerbeaza pe fundalul hipertensiunii arteriale,
efect datorat actiunii inflamatoare a preparatului. Desi, in
acest sens, au fost atestati mai multi inhibitori ai ECA, Ls a
demonstrat o proprietate autentica de stimulare a proliferarii
limfocitelor T, implicate in inhibitia proceselor degeneratoare
de la nivelul tunicii mielinice. De mentionat, ca in leziunile
neuronale (in circa 80% de cazuri fiind sechele ale HTA), s-a
decelat o densitate mare de receptori pentru angiotensina II,
cat si o cantitate sporitd de octapeptid (fie liber sau legat de
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receptorul AT1). Astfel, efectul antihipertensiv al Ls suplineste
si beneficii curative, in ceea ce priveste complicatiile sclerotice
ale hipertensiunii arteriale.

Insufienta cardiaca congestiva

Inhibitorii ECA au un efect benefic asupra remodeldrii
miocardului si asupra evolutiei reactivitatii cardiace de efort
si se considera prima linie de tratament in acest sens.

Rezultatele studiului de calibru ATLAS (Assessment
of Treatment with Lisinopril and Survival) au demonstrat
eficienta notabild a administrarii de durata a Ls (de la 38 1a 58
sdptdmani) asupra indicatorilor mortalitédtii si morbiditatii ai
pacientilor cu ICC NYHA II - NYHA IV [13]. In doze mari
(52,5 mg sau 35 mg, administrate la 1568 pacienti) efectul
lisinoprilului a fost mai pronuntat decat in doze mici (2,5
mg sau 5 mg, administrate la 1596 pacienti) si ceea ce este
important de mentionat, ca preparatul in doze mari a fost
tolerat nu mai rau decét in doze mici. Beneficiile respective au
fost consemnate si la pacientii cu diabet zaharat, iar conform
relatarii lui T. Thloni (2008), lisinoprilul amelioreaza statutul
glicemic postprandial §i reduce insulinemia, efecte asociate
de reviriment asupra functiei endoteliului vascular si asupra
variabilitatii ritmului cardiac [14].

Trialul ATLAS a dat curs utilizarii pe larg a Ls in tra-
tamentul ICC atit in monoterapie, cat si suplinitor la beta-
adrenoblocante sau digitale.

Existd studii, care noteaza, cd lisinoprilul, comparativ
cu alti inhibitori ai ECA, realizeazi efecte mai apreciabile la
noima tratamentului ICC.

F. Zannad si colab. [15] au comunicat datele unui studiu
randomizat dublu orb, multicentric privitor estimarea compa-
rativd a eficientei lisinoprilului (5-20 mg/zi intr-o prizd) vs a
enalaprilului (5-20 mg/zi intr-o priza) la 278 pacientii cu ICC
(NYHA II), urmirind predilect dinamica clinicd si actiunea
antiaritmica. Estimdrile facute in perioada de supraveghere
de 12 luni de zile, au pus in evidenta faptul, cd ambele reme-
dii amelioreazd evolutia ICC, dar la administrarea Ls timpul
efortului fizic este mai mare cu aproape 6%. Actiunea antia-
ritmicd, toleranta si efectele adverse pentru ambele preparate
sunt, practic, aceleasi.

In contextul aceluiasi indiciu de estimare a rezervelor
functionale ale cordului, C. Morisco si colab. au relevat o
crestere mai notabild a timpului de efort fizic la pacientii
varstnici (70 *+ 0,5 ani) cu ICC (FE <34%) la administrarea
lisinopriului (5 sau 20 mg/zi) versus a captoprilului (12,5 sau
25 mg/zi): +23% vs +19% [16].

Lisinoprilul s-a recomandat in atenuarea sechelelor
morfofunctionale ale cordului dupa infarctul miocardic acut.
Trialul GISSI3, care a inrolat aproape 20 000 pacienti din Italia,
a adus dovezi asupra capacitatii lisinoprilului, administrat pe
o perioada de 6 saptimani (5 mg dupd 24 ore de la debutul
infarctului), de a reduce semnificativ rata mortalitatii. Im-
portant de mentionat, ca acest beneficiu a fost mentinut i in
grupele pacientilor cu vérsta inaintata si in a celor cu prezenta
a 2-3 factori de risc cardiovascular.

Unul dintre mecanismele de a discerne ale Ls vizavi
de ameliorarea evolutiei post-infarct poate fi proprietatea

inhibitorului ECA de a reduce activitatea metaloproteinazei
matricei, M9. Interesant, cd blocantul receptorilor AT1, can-
desartan, nu a demonstrat un atare efect.

Evaluarea experimentala a actiunii lisinoprilului si a
enalaprilului asupra dimensiunii zonei de infarct demonstrea-
z4, ca lisinoprilul are o capacitate mai mare in acest sens, e.g.
indicele necrozéd/intact: 13,8% contra 14,8%.

Datele studiului multicentric, randomizat, placebo
controlat, SMILE-2 (Survival of Myocardial Infarction
Long-term Evaluation-2), realizat pe un lot de 1024 cu
infarct miocardic acut (IMA), au comparat eficienta lisi-
noprilului (5-10 mg/zi) si a zofenoprilului (30-60 mg/zi)
asupra incidentei hipotensiunii arteriale si asupra ratei
mortalitatii pe o perioadd de supraveghere de 6 saptimani.
Nu au fost individualizate diferente statistic semnificative
in loturile de tratament, ambii inhibitori ai ECA reducand
rata mortalitatii pand la 3,8-4,0%.

Lisinoprilul este recunoscut drept un eficient inhibitor
ECA in tratamentul infarctului miocardic, complicat prin
diabet zaharat si al sechelelor lui tardive. Un mecanism pla-
uzibil al acestui beneficiu ar fi determinat de actiunea modu-
latoare a preparatului asupra sistemului simpato-adrenergic.
Conform datelor lui Y. Akashi si colab. [17] administrarea
Ls la pacientii cu IMA a condus, deja dupd o lund de zile, la
reducerea veritabila a nivelelor circulante de norepinefrina
si la cresterea raspunsului cronotrop de efort al cordului.
Existd evidente certe, care demonstreazd efectul pozitiv al
lisinoprilului asupra remodeldrii postinfarct a miocardului la
conotatia hipertrofiei lui i a expansiunii spatiului de fibroza
interstitiald [11,18,19].

Hipertrofia miocardului actioneazd detrimental asu-
pra perfuziei coronariene, fenomen mediat prin cresterea
stiffness-ului diastolic. Inhibitia activitatii sistemului reni-
nd-angiotensind-aldosteron se anuntd importanta la aceasta
tangentd, nu numai gratie atenudrii procesului de hipertrofie,
dar si a ameliorarii reactivitatii coronariene. In acest context,
s-au realizat atestari comparative ale perfuziei coronariene in
conditiile inhibitiei activitatii sistemului angiotensinic local
si circulant prin lisinopril sau prin losartan. S-a constatat ca
Ls a exercitat un efect mai pronuntat asupra rezervei func-
tionale coronariene, decit antagonizarea receptorului AT,
fapt manifestat prin cresterea fluxului coronarian maximal
cu circa 35%. Losartanul nu a modificat semnificativ marja
functionala coronariana.

Lisinoprilul s-a dovedit a fi un remediu cu actiune anti-
ischemicd notabild, asociata de ameliorarea functiei sistolice
si diastolice a ventriculului stang, fapt care ii justifica supe-
rioritatea curativa in ICC, evoluind pe fundalul cardiopatiei
ischemice.

Aceastd inerenta este oportunad, intrucat inhibitia com-
plexd a activitatii sistemului renina-angiotensind-aldosteron
prin combinatia inhibitor ACE + antagonist AT  in tratamentul
pacientilor cu disfunctia ventriculului sting se impune, po-
trivit metanalizei studiilor realizate in acest sens, printr-un
risc crescut de efecte adverse (hipotensiune arteriald, hipo-
caliemie, disfunctie renald), care, evident, necesita sistarea
terapiei [20].
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Studii de proportie si triale clinice au pus in evidentd
date, care evalueaza diferite efecte pleiotrope ale lisinoprilului
propice eficientei lui asupra homeostaziei circulatorii:

e Lisinoprilul diminueazd semnificativ vs placebo (re-
cul aproape dublu) regurgitarea mitrald, precum si volumele
maxim si minim ale atriului sting;

e Lisinoprilul majoreazd elasticitatea arterelor peri-
ferice si, datoritd cresterii compliantei lor, reduce rezistenta
vasculard periferica si postsarcina, fapt asociat de micgorarea
masei miocardului. Normalizarea masei miocardului este nu
numai rezultatul optimizérii valorilor tensionale (atenuarea
factorului mecanic de declansare a hipertrofiei) si a efectului
per se al inhibitorului ECA asupra cordului, dar si consecinta
redresarii echilibrului simpatic/parasimpatic, deplasat mult
in favoarea sistemului simpatic. Efectul diminudrii activitatii
simpatice imanente, Ls este bine fondat si se considera supe-
rior versus eficienta altor inhibitori ai ECA:

e Lisinoprilul reduce eficient microalbuminuria la
pacientii cu diabet si hipertensiune arteriala (peste valorile
antagonistului AT , telmisartan);

e Lisinoprilul amelioreaza functia endoteliului vascu-
lar, activitatea citokinelor si a raspunsului inflamator la paci-
entii cu diabet, asociat de hipertensiune arteriald si secretie
renald majorata a albuminei;

e Lisinoprilul conduce la majorarea HDL in singe si
la diminuarea glicemiei postprandiale;

e Lisinoprilul reduce nivelul plasmatic al norepine-
frinei si diminueazd influentele simpatice asupra cordului,
cauzand descresterea rimului cardiac la pacientii cu ICC
cronica;

e Lisinoprilul reduce hipertensiunea arteriald la copiii
cu varsta sub 16 ani, in doza zilnica de 0,07 mg, 0,625 sau 2,5
mg;

e Lisinoprilul controleazd, cu sigurantd, dinamica TA
la pacientii cu sindromul post-transplant;

e Lisinoprilul majoreaza nivelul sanguin al citokinei
antiinflamatoare IL-10 si reduce valorile plasmatice ale cito-
kinei proinflatoare, IL-6, precum si ale peptidului natriuretic
(tipul C si B) la pacientii cu insuficientd cardiacd cronicd;

e Lisinoprilul amelioreaza functionalitatea endote-
liului vascular la fumatorii cronici, determinind cresterea
raspunsului vasodilatator mediat prin oxid nitric si micsora-
rea vasoconstrictiei in conditiile inhibitiei sintezei acestuia,
precum si atenueazd actiunile mitogene si de crestere asupra
structurilor peretelui vascular;

e Lisinoprilul amelioreazi functia sexualé la barbatii cu
HTA de varsta cuprinsa intre 40-49 ani, in timp ce atenololul
manifesta efect invers.
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Migrena cronica asociata cu diabetul zaharat tip I
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Chronic Migraine Associated with Diabetes Mellitus Type |

Migraine is estimated to be found in about 30% of patients with diabetes mellitus (DM) type I. The migraine associated with DM is a complex
scientific and clinical problem. The article is a case presentation of a patient with chronic migraine (ChM) associated with DM type I having
clinical manifestations which included daily medium to strong headaches located unilaterally or bilaterally with a compressive or pulsating
pattern lasting more than 4 hours, sometimes associated with nausea, vomiting, photophobia, phonophobia or osmophobia. Headache attacks
were aggravated by physical effort or stress. The patient has a genetic predisposition to migraine (her mother and brother suffered from ChM
for many years). The patient underwent a complex examination: EEG, fundoscopy, angio-CT and MRI of the brain, ECG, ultrasound of the
abdominal organs, and a radioscopy of the stomach. The psychometric evaluation utilized the Spielberger and Beck questionnaire. The test
revealed a moderate level of anxiety and depression, as well as the patient’s histrionic personality. Effective treatment of metabolical changes in
DM contributed to the reduction of the intensity and frequency of migraine attacks.

Key words: migraine, diabetes mellitus, chronic disease.

XpoHunuyeckasi MUrpeHb, acCOLMMpPOBaHHas C caxapHbim aguabetom | Tuna

YactoTa pacpocTpaHeHHOCTI MATPEHN BBICOKA CPEAN TTALVIEHTOB, KOTOPbIe AaBHO CTpajaioT caxapubiM anaberom (CII) I tuma, B cpeHemM
0K0710 30%. COIyTCTBYIOLIas CAXapHOMY AnabeTy MUTPEHb IIPeCTaBILieT COO0IT CIOKHYIO M MHTEPECHYIO B HAYYHOM IIaHe 3aa4y. [IpencraBieH
KIMHWYECKMIT C/Tydaii HalMeHTKM ¢ XpoHudeckoit murpesbio (XM) B coderanun ¢ CJI I tnma. B kimHMYeCKoit KapTuHe ObUIN €Ke[HEBHbIE
IIPUCTYIBI TOIOBHOM 60/IN, CpelHeil U CHIbHON MHTEHCUBHOCTM, OfHO- YIM ABYXCTOPOHHUE, CKMMAIOLIETO MIN MYIbCUPYIOLIETO XapakTepa,
IINTENBHOCTBIO O0JIee 4-X YaCOB, COYETAIOINECS C TOLIHOTO, MHOTZA PBOTOIL, $GOTO-, HOoHO- 1 ocModobueit. [IpucTyIbl yCHIMBanuch npu
¢busmyecKkoit HarpysKe WiV Ipy ICUXO3MOLMOHAIBHBIX CTpeccax. VY MalVeHTKM MPUCYTCTBOBA/IA IeHeTIYecKas IPeNpacioioKeHHOCTD
K MurpeHn (MaTb 1 Opar CTpajaloT XpOHMYECKON MUIPEHbIO B TeYeHMe MHOTUX JieT). BonbHad 6bUIa MHOTOCTOpOHHe o6cmenoBana: 93T,
o¢rampmockomus, anrno-KT, MPT ronosroro mosra, 9KI, Y3V opraHoB OGpIOLIHOI TOTIOCTH, Rg-cxonms xenypka u .. IlcuxomeTpudeckne
tecTsl (Crmnbepr, bex, DSM-IV oIIpocHMK), BBIABU/IN BHICOKUIT YPOBEHD PEaKTMBHOI Y IMYHOCTHOJ TPEBOTH, AETIPECCUIO CPelHEell CTeTeHN
BBIPOKEHHOCTM, @ TaK)XXe YepPThl XMCTPUOHNYECKOIN MMIHOCTU. DPPeKTUBHOE JedeHNe PACCTPONCTB CIOCOOCTBOBANIO YMEHbUICHIUIO
MHTEHCUBHOCTM 1 YaCTOTBI COIY TCTBYIOLINMX MUTPEHO3HBIX aTaK.

KnroueBblie cmoBa: MUTPEHD, I[I/Ia6eT caxaprHZ, XpOHMYECKaA 6071e3Hb.

Introducere cronica si expune la episoade intermitente si severe de hipo-
glicemie. Efectele cerebrale pentru termen lung ale acestor
conscecinte ale diabetului sunt inci putin definite. In acest

studiu, istoricul episoadelor severe precedente de hipoglicemie

Durerea de cap (cefaleea sau cefalalgia) este una din-
tre cele mai frecvente acuze, prezentate medicului de catre
pacienti. Circa 90% din populatia Europei si a SUA sufera

periodic de cefalee. In majoritatea cazurilor cefaleele sunt
primare, adica fira modificari cerebrale organice si doar in
8-10% din cazuri, cauza durerilor de cap este o maladie se-
verd a creierului (tumoare, traumatism craniocerebral, ictus
cerebral, neuroinfectii etc.) [5].

Migrena este o tulburare neurovasculard complexa,
caracterizata prin accese recurente de cefalee, care difera ca
intensitate, frecventd si ca durata. Studiile populationale au
demonstrat comorbiditatea migrenei cu numeroase maladii,
inclusiv cardiace, ictus, gastroenterite si diabet zaharat [6].

Relatia diabet zaharat (DZ) si cefalee este o problema
foarte controversatd si care prezintd un deosebit interes sti-
intific. Astfel, DZ este mai frecvent inregistrat la persoanele
tinere cu migrend versus cele fard migrena [9], iar la adulti
- cu cefalee de tip tensional si cefalee secundard in comparatie
versus cu migrena sau fira cefalee [6]. In rezultatul studiilor
clinice s-a demonstrat, ca episoadele hipoglicemice precipita
cefaleea la unii pacienti cu DZ [7, 8].

Diabetul zaharat de tip I este asociat cu hiperglicemia

a fost examinat in legaturd cu cefaleea cronici.

Studiul comorbiditatii cefaleei cu alte maladii poate
prezenta un interes aparte pentru ci acesta poate oferi posi-
bilitatea unei intelegeri mai bune a acestor maladii si poate
releva directii spre elucidarea fiziopatologiei cefaleei. Dupa
cum se stie, DZ afecteazd reactivitatea vasculara [9, 10], induce
neuropatia diabetica [11], care ar putea avea un anumit impact
asupra patogenezei migrenei.

Migrena cronicd la pacientii cu DZ (tip I) este o pro-
blemd putin studiatd. Luadnd in consideratie importanta
problemei, impactul ei asupra sandtatii si dificultédtile dia-
gnosticului, este necesar de a efectua cercetari mai ample in
acest domeniu, in scopul elabordrii unei strategii terapeutice
adecvate si eficiente a acestor maladii.

Scopul

Scopul lucrdrii constd in cercetarea asocierii migrenei
cronice la o pacienta cu diabet zaharat (DZ) tip I si analiza
publicatiilor studiate.
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Materiale si metode

A fostanalizat un caz clinic, o pacienta in varstd de 29 de
ani, consultatd ambulatoriu in cadrul Institutului de Neuro-
logie si Neurochirurgie (INN), Chisindu, in noiembrie 2008.
Pentru stabilirea diagnosticului de migrena au fost utilizate
criteriile Clasificdrii Internationale a Tulburarilor Cefalalgice
(CITC-II-2004). Pentru evaluarea durerii a fost utilizata
scala vizuala numerica (SVN) dela 0la 10, in care 0 este lipsa
durerii, iar 10 este cea mai mare durere perceputd de pacient.
Bolnava a fost intervievatd in baza unei anchete speciale, care
continea date generale (sex, vérsta, profesie, factori nocivi),
anamneza maladiei (inclusiv istoricul de cefalee primara),
examenul neurologic detaliat, investigatii efectuate (EEG;
Oftalmoscopia; Angio-CT; IRM cerebral; Roentgenografia
craniului, ECG, EchoEG, Roentgenoscopia stomacului, USG
abdominald), testele (probele vegetative, testul Spilberger,
testul Beck, chestionarul tulburiérilor de personalitate histri-
onica (DSM 1V), consultatia oftalmologului, gastrologului,
urologului, nefrologului. O importantd semnificativa s-a
atribuit administrarii tratamentului cu insulina prin pompa
de insulind, implantatd pacientei si a L-thiroxinei cu evaluarea
efectului acestora.

Cazul clinic

Pacienta Z. 1., in varsta de 29 de ani, cdsatorita, are 1 co-
pil, este translatoare i designer grafic. S-a prezentat in clinicd
cu acuze la: accese zilnice de cefalee, de intensitate severd sau
moderatd, uni- sau bilaterald, cu caracter de constrangere sau
pulsatil, duratd > 4 ore, care se agraveazd in timpul activitatii
fizice sau al stresului psihoemotional; asociata cu greata,
vomd, foto-, fono-, osmofobie, care se intensificd spre seara.
Intensitatea cefaleei este diversd: de la 5/10 pand la 10/10
puncte (dupa SVN), care uneori se juguleaza la administrarea
analgezicelor (2 pastile de analgind). Frecventa cefaleelor in
ultimele 3 luni este de aproximativ 5-6/30 de zile/luna fira
tratament. De la aparitia maladiei pand in prezent s-a marit
frecventa atacurilor migrenoase, initial durerea avand o du-
rata de 2-3 zile. Durerile de cap se agraveaza in conditii de
stres, somn insuficient, oboseald, mirosuri puternice, lumini
intense, zgomot, activitate fizicd, incordare psihoemotionald,
schimbdri meteorologice. Cefaleea apare mai des ziua, decat
noaptea. Pacienta uneori se trezeste dimineata cu dureri de
cap. Somnul, de obicei, ugureazi starea pacientei. Prefera
repausul la pat intr-o camera intunecoasa in timpul cefaleei.
Concomitent, pacienta prezintd fenomene de alodinie la
pieptanare sau la atingerea capului. De asemenea, acuza vertij,
ameteli, acufene, dureri §i parestezii in membrele inferioare,
palpitatii cardiace, cardialgii cu caracter de constréngere, care
se intensifica la efort fizic minim, dispnee frecventd. Pacienta
mai mentioneazi fatigabilitate, astenie, depresie, anxietate,
labilitate emotionala, tulburéri de somn (cosmaruri).

Din istoricul maladiei: bolnava sufera de diabet zaharat
(DZ) delavérsta de 5 ani (glicemia = 8,8 mmol/l). Totla vérsta
de 5 ani a suportat prima coma cetoacidozica (glicemia = 13,3
mmol/l, glucoza in urind = 3%, corpi cetonici in urind ++).
In acelasi timp, i-a fost stabilit diagnosticul de DZ tip I, forma
severd, fiindu-i indicata dieta Nr. 9 si tratamentul cu pastile

Adebit. La varsta de 6 ani, a fost consultata la Institutul de
Endocrinologie, orasul Kiev, unde i s-a confirmat diagnosti-
cul de DZ tip I, forma severd, evolutie labild. Encefalopatie
diabeticd. A fostinitiat tratamentul cu insulina. La vérsta de
7 ani, au fost depistate, ultrasonografic, schimbari difuze ale
glandei tiroide, TSH-crescut si indicat tratamentul cu tablete
Tiroidina 0,05mg, timp de 1 lund. La vérsta de 9 ani, i s-a
acordat grup de invaliditate in baza diagnosticului DZ, tip
I, formd severa, stadiu decompensat. Sindromul Mauriac.
Tiroidita autoimund. Un an mai tarziu i s-a stabilit retard in
dezvoltarea fizica si sexuald. La varsta de 11 ani, s-a adresat
de 3 orila neurolog cu acuze de cefalee. Tot atunci a consultat
medicul oftalmolog, concluzia: semne de hipertensiune in-
tracraniana. La varsta de 13 ani, a beneficiat de o consultatie
la catedra Endocrinologie, orasul Kiev, confirméndu-se dia-
gnosticul: DZ, tip I, forma severd, evolutie labild. Micro-ma-
croangiopatie diabeticd, gr. I-II. Hepatoza diabeticd. Tiroidita
autoimuna, forma hipertroficd, gr. II-III. Eutiroidie. A fost
initiat tratamentul cu solutie Homofan 8:00-18 UN; 19:00-7
UN; L-thiroxina 50 mg, % pastild x 2 ori/zi. La vérsta de 14
ani i se modifica tratamentul: 8:00-INS. Protofan 16 UN + 4
UN INS. Actropid; 14:00-4 UN INS. Actropid; 19:00-INS.
Protofan 8 UN + INS. Actropid 4 UN., L-thiroxind 50 mg %
din pastila, de 2 ori pe zi. La vérsta de 18 ani, i s-a depistat
angioretinopatie diabetica. Timp de 2 ani (19-21 de ani), a
suportat 15 come hipoglicemice. In aceasta perioada s-a adre-
sat de 4 ori la medicul neurolog cu acuze de cefalee, fiindu-i
recomandat tratamentul cu vasculare, nootrope, vitamine. La
varsta de 23 de ani, s-a adresat la neurolog cu acuze la cefalee
de intensitate moderatd, uni - sau bilaterala, cu caracter de
constrangere sau pulsatil, care se agrava in timpul activitatii
fizice sau stresului psiho-emotional, asociat cu greata, vomd,
foto-, fono-, osmofobie, care se intensifica spre seard. La
varsta de 29 de ani, pacientei i-a fost aplicatd prima pompa
cu insulina din Moldova.

Din antecedente eredocolaterale mama si fratele in
varstd de 25 de ani suferd de migrend cronicad timp de mai
multi ani.

Status neurologic: Nervii cranieni - intacti. Reflexele
osteotendinoase superioare si inferioare - atenuate, D = §,
reflexele achiliene - abolite, D = S. Semne meningiene, pa-
tologice si de elongare - negative. Sensibilitatea dereglata de
tip polineuropatic “ciorapi, manusi”

Sindroame clinice: I. Cefalalgic mixt: a) migrend
cronicd (MC); b) tulburéri homeostazice. II. Polineuropatic
(senzitivovegetativ). ITI. Tulburéri endocrino-dismetabolice.
IV. Tulburari vegetative suprasegmentare.

Investigatiile paraclinice efectuate:

Hemograma releva cresterea nesegmentatelor pana la
66% (N:1-6).

Analiza biochimica a singelui: releva cresterea nivelului
de creatinina 95,2 mmol/l (0,044-0,10 mmol/l), calciul seric
2,07 mmol/l (2,2-2,55 mmol/l), glucozé 14,2 mmol/l (N: 3,3-
5,5 mmol/l).

Analiza generald a urinei, probele functionale renale,
analiza la hormoni, corespund valorilor normale.




CAZURI CLINICE

Investigatii instrumentale:

IRM cerebrali (01.12.2008). Concluzie: largirea mo-
deratd a spatiilor subarahnoidiene convexitale, a santurilor
intergirale, a fisurilor cerebrale. Venticulele laterale si III
- dilatate ugor. Formatiunile mediene cu plasament in limi-
tele normei.

Roentgenografia craniului (2007). Concluzie: fira
modificéri distrofice.

EEG (1.12.2008). Concluzie: modificari EEG moderate
cu caracter reglator iritativ, cu disfunctia sistemelor de nivel
talamocortical, diencefalic. Reactia de activare - incompleta.
Reactia la HV - usor amplificatd, semnele de iritare predo-
mina in regiunea occipitoparietald. Activitate epilepticd nu
se depisteaza.

EKG (2008). Tahicardie sinuzald; EcoKG (2008). Ca-
vitatile cordului sunt de dimensiuni normale.

Roentgenoscopia stomacului (2008). Concluzie:
gastroduodenitd cronica, cu hipersecretie gastrici. Duode-
nospasm.

USG abdominala (2008). Concluzie: ecogenitate

crescutd a parenchimului pancreasului. Deformatia SCB a
ambilor rinichi.

Consultatia nefrologului (2008). Diagnostic: nefro-
patie diabeticd. Pielonefrita cronica bilaterald in acutizare.
IRC L.B.

Consultatia urologului (2008). Diagnostic: pielonefrita
cronica bilaterald. Nefropatie diabetica.

Consultatia oftalmologului (2008). FO PNO - contur
cert, culoare roz - pald. Vasele, arterele fragile ingustate,
venulele - in normd. Diagnostic: retinopatie diabeticd ne-
proliferativa.

Teste efectuate

1. Testul Spilberger, pentru determinarea nivelului de
anxietate: anxietate majorata.

2. Testul Beck, pentru determinarea depresiei: depresie
moderata.

3. Chestionarul tulburarilor de conversie (DSM IV).
Interpretare: tulburare a personalitatii de tip histrionic.

Probe vegetative cardiovasculare

Proba de respiratie lentd profunda - 0,999 (N - > 1,4)
concluzie: valori patologice.

Proba ortostatica activa 30/15 - 1,26 (N - > 1,35)
- concluzie: valori de frontiera.

Proba ortostatici - 8 (N - <11) - concluzie: valori
normale.

Concluzie: Insuficientd vegetativa periferica modera-
ta.

Potentiale evocate somatosenzoriale: la stimularea n.
medianus stang, indicii aferentelor somatosenzoriale la nivelul
cervical-superior, al trunchiului cerebral, al talamusului, al
scoartei — in limitele normei. Fira modificari esentiale ale
timpului de conducere somatosenzorial central. La stimula-
rea n. medianus drept, indicii aferentelor somatosenzoriale,
cu schimbdri ale stérii functionale a structurii creierului,
cauzate de cresterea timpului de transmisie somatosenzoriala
centrala.

Potentiale evocate somato-vegetative: tulburarea starii
functionale a sistemelor cerebrale trofo- s§i ergotrope, care
asigura generarea PE vegetative in fibrele membrului superior
drept si celui stdng, mai pronuntat pe dreapta.

Tratament efectuat (08.10.08): Dieta 9/7/5 cu limitarea
grasimilor animaliere. INS. Protofan HM 8:00-8 UN, 21:00-8
UN. INS. Novo-Rapid 8:00-4 UN, 14:00-4 UN, 19:00-4 UN,
Tab. Trental 0,1mg 1px3ori/zi-1 lund, Tab. Furamag 100mg
x3 ori/zi-10 zile, Tab. Diroton - 5mg lpastild, seara, Tab.
Thioctacid 600mg 1p/zi - 1lund, L-thiroxind 100mg 1p+1/2p
dimineata.

Diagnostic clinic: migrend cronica, accese fard aura,
moderate si severe in intensitate, frecventa practic zilnica.
Encefalopatie diabetica. Cefalee secundara atribuita tulbu-
rarilor homeostazice. Polineuropatie senzitivovegetativa.
Disfunctie vegetativa suprasegmentard mixtd (psihogend,
neuroendocrind), atacuri de panica in antecedente, tulburéri
vegetative permanente polisistemice, sindrom anxios.

Sindrom autoimun poliglandular. Diabet zaharat (DZ),
tip I, forma severa, evolutie labild. Tiroidita autoimund, gr. II.
Hipotiroidie, forma severd. Pancreatita cronica recidivanta
in acutizare, cu insuficientd exocrind. Gastroduodenita su-
perficiald. Reflux duodenogastral.

Micro-, macroangiopatie diabeticd generalizatd. Re-
tinopatie diabetica neproliferativd. Nefropatie diabeticd, st.
IIT (dupd@ Mogennsen), in asociere cu pielonefrita cronica
bilaterala in acutizare IRC I.B. Cardiomiopatie dismetabolicd,
in asociere cu neuropatie cardiacd autoimund. Tahicardie
sinusala HTA, gr. II. IC. I (NYHA).

Discutii

In conformitate cu Papyrus Ebers, DZ este cunoscut
timp de 3500 de ani, insd complicatiile sale neurologice
n-au fost recunoscute pina in 1864. Primele date despre
neuropatiile autonome vin din Orient. In sec. XIX de Calvi
si Pavy stabilesc legatura intre DZ si neuropatiile diabetice.
Descoperirea insulinei in 1921 declanseaza studii sistematice
de cercetare a complicatiilor diabetice.

Studiile anterioare ale relatiei dintre cefalee si DZ au
oferit rezultate destul de contradictorii. In studiile clinice
si populationale prevalenta migrenei la pacientii cu DZ s-a
dovedit a fi mai mica [12,13], egald [14,15] sau mai mare
[15,16], in comparatie cu grupul de control fird DZ. Aamodt
et al,, intr-un studiu Head-Hunt au demonstrat, cd preva-
lenta migrenei este mai joasd la pacientii cu DZ tip 1 sau tip
2, decat la cei fird DZ. In plus, aceasta s-a dovedit a fi mai
joasa la cei cu durata DZ >13 ani [16]. Pe de alta parte, Split
si Szydlowska au demonstrat, cd 95 din 154 de pacienti cu
DZ au migrena si 32 au cefalee de tip tensional, constituind
aproape dublul frecventei, in comparatie cu grupul de control
farda DZ [16]. Cauza acestui fapt este neelucidatid. Migrena
se dezvolta la acesti pacienti doar dupa ingestia dulciurilor
usor asimilabile, fenomen observat mai des in legatura cu
corectia crizelor hipoglicemice. D. E. Jacome afirmd, cd mi-
grena posthipoglicemica poate surveni in mod exceptional la
pacientii cu diabet instabil ca fenomen rebound, cauzat de un
mecanism nedefinit [4].
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Mecanismele de afectare a sistemului nervos in DZ sunt
multiple si deocamdata putin studiate. Astfel, in DZ sunt
lezate preponderent partile axonale ale neuronilor si ale ce-
lulelor Schwann. In cazul unei acumuliri excesive a glucozei,
se activeaza o cale metabolica alternativé — cea poliolica, prin
care glucoza este transformatd in sorbitol si fructoza. Acesti
metaboliti, la rAndul lor, au efecte nocive asupra structurilor
neuronale: creste presiunea osmotica in celule, scade NADPH
redus, creste glicozilarea proteinelor, cu afectarea fibrelor
mici, scade productia de mielina - afectarea fibrelor mari.
Dupé cum s-a mentionat, intr-un mediu hiperglucozat este
inevitabild glicozilarea proteinelor. Produsii intermediari de
glicozilare sunt toxici, contribuind la degenerescenta neuro-
nald. Activitatea enzimelor antioxidante este redusa la nivelul
tesutului neuronal diabetic, astfel crescand concentratia pero-
xizilor si a radicalilor liberi cu proprietiti distructive asupra
structurilor celulare inclusiv neuronale.

La nivelul fibrelor nervoase lezate, inclusiv si al gangli-
onilor spinali, o productie importanta de factori de crestere
endoteliali sta la originea aparitiei microedemelor, amintind
cele din cadrul retinopatiei care agraveazd, la randul lor, le-
ziunile preexistente. Fibrele nervoase ale sistemului nervos
autonom (simpatice $i parasimpatice) sunt supuse unor leziuni
tardive. Productia diferitor neurotransmitatori la nivelul
SNC este alterata. Astfel, sistemul dopaminergic pare a fi
subexprimat, aceastd depletie dopaminica fiind réspindita
in majoritatea structurilor cerebrale. Cantitatea de seroto-
nind diminuiazad ugor. Astfel, serotonina este un mediator,
care inhibd cantitativ si calitativ comportamentul alimentar,
diminuand consumul de glucide si de proteine. In norma,
serotonina se formeazd din triptofan. Insulina, permitand
intrarea aminoacizilor in celule, contribuie la cresterea acesto-
ra, care ajungand la nivelul rafeului contribuie la modificarea
respectivd a comportamentului. In cazul diabetului acest
ciclu este deficitar. Indicele noradrenalinei creste la nivelul
hipotalamusului si al hipocampului. Acest mediator este, de
asemenea, legat de comportamentul alimentar, cici a putut
fi observatd experimental stimularea consumului de glucide.
Secretia somatotropinei este diminuata la nivel hipofizar in
caz de diabet de o duratd mai mare. Aceasta este datorata
micsordrii producerii de somatoliberind la nivelul zonei cen-
trale a nucleelor paraventriculare. Astfel, starea celulelor B
pancreatice depinde de nivelul monoaminelor hipotalamice.
De asemenea, se observa si relatia inversd, in care insulina
poate influenta axa hipotalamohipofizara, care reactioneazi
prin mdrirea producerii hormonului corticotrop.

Afectarea sistemului nervos (SN) in DZ include
encefalopatia diabeticd, cu sindrom astenic, care consta in
manifestdrile asteniei propriu-zise: slabiciuni generale, fatiga-
bilitate, sciderea capacitatii de munci, tulburarea concentrarii
si a atentiei.

In cazul nostru, la pacienta Z. I. se determind o migrena
cronicd, care poate avea un caracter de constrictie sau pul-
satil, cu caracter ischemic-hipoxic (senzatie de greutate si
imposibilitatea de a-si continua activitatea zilnicd), encefa-
lopatie diabetica cu manifestari astenice: slabiciuni generale,
fatigabilitate, ameteli, scdderea capacitatii de munca, tulbu-

rarea concentrdrii §i a atentiei; deasemenea, se mentioneaza
tulburdri vegetative suprasegmentare cu palpitatii cardiace,
cardialgii cu caracter de constrangere, care se intensifica la
efort minim, dispnee frecventd, dureri si parestezii in mem-
brele inferioare.

Conform unor date prezentate in literatura, aceste
schimbari se asociazd cu tulburarile cognitive, dereglarea
memoriei, a atentiei, lentoarea gindirii, apatie, depresie [4].

In cadrul DZ, se intilneste frecvent depresia, dupa anu-
mite date ea atingand 32 % dintre pacienti. In afara de impac-
tul asupra starii generale, ea prezinta pericol prin posibilitatea
de pierdere a controlului pacientului asupra bolii, regimului
alimentar si a celui insulinic [3]. La pacienta noastra, testul
Beck pentru determinarea depresiei a fost apreciat cu 14 p,
determinand o depresie moderata.

Existenta unei mari diferente de aparitie a neuropatiei,
in functie de situatia geografica si sociald, pledeaza in favoarea
existentei anumitor factori genetici sau alimentari, detinand
un rol protector sau agravant [1]. Un rol primordial in in-
stalarea durerilor de cap la pacienta noastra, il joaca factorul
genetic, mama, care sufera de mult timp de migrena cronica cu
aurd. Migrena are un tip de transmitere autosomal-dominant,
genetic heterogend, cu penetrantd variabild [2].

Afectarea vaselor mici in diabet - microangiopatia, se
caracterizeaza prin ingrosarea membranei bazale, proliferarea
endoteliului §i prin acumularea cantitdtilor exagerate de sub-
stante PAS-pozitive. Concomitent cu modificérile mentionate
(ingrosarea membranei bazale etc.), in capilarele muschilor
se evidentiaza dereglari degenerative in celulele endoteliale
si pericite, identice celor care se atestd in vasele retinale si
in capilarele glomerulelor renale, unde paralel cu ingrosarea
membranei bazale a capilarelor, are loc formarea in mezangiu
a nodulilor, care contin substanta membranei bazale.

Modificéri similare se inregistreazd in capilarele altor
organe (cord, nervi, piele, SNC etc.). Microangiopatia
diabeticd cauzeaza dezvoltarea, mai intéi de toate, a reti-
nopatiei, a neuropatiei, precum si a nefropatiei. Ingrosarea
membranei bazale a vaselor nu depinde de varsta, la care
se dezvoltd diabetul, de gradul de severitate a lui, de ca-
pacitatea reziduala a celulelor beta de a secreta insulina,
de frecventa comei cetoacidotice, de caracterul terapiei
hipoglicemiante.

Mecanismul dezvoltérii microangiopatiilor nu este cu-
noscut pe deplin. Se considera ci ingrosarea membranei baza-
le a vaselor sistemului microcirculator poate fi consecinta:

a)perturbarilor metabolismului polizaharidelor (glicogenu-
lui) sau ale complexului polizaharidelor (mucopolizaha-
ridelor) in membrana bazala a capilarelor si in tesutul
conjunctiv al peretelui vascular;

b) diminudrii de capacitite a eritrocitelor de deformare
in perioada deplasarii prin capilare, ceea ce conduce la
cresterea presiunii;

c)depozitérii in membrana bazald a complexelor imune;

d) cresterii permeabilitétii peretelui vascular pentru pro-
teinele plasmatice si alte macromolecule;

e)majorarii cantitatii proteinelor glicozidate in peretele
vascular;
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f) dificultétii circulatiei fluxului sangvin, ceea ce genereaza
hipoxia si diminuarea procesului de alimentare a endo-
teliului.

Se presupune insé cd, concomitent cu factorii enumerati,
care sunt conditionati de perturbarea metabolismului glucidic
si a altor forme de metabolism, in patogenia microangiopati-
ilor se includ si factorii ereditari. Acestia nu sunt identificati,
dar importanta lor in dezvoltarea microangiopatiilor este
evidentd.

Afectiunile vasculare se depisteaza in toate formele
de diabet. Particularitatea afectarii sistemului vascular in
diabet consta, totodata, si in faptul ca la oamenii tineri, chiar
cu diabet de lungé duratd, angiopatiile se pot limita numai la
afectarea capilarelor si arteriolelor, pe cand la pacientii mai
in varsta microangiopatiile sunt, de regula, asociate cu ate-
roscleroza. Microangiopatia diabetica reprezinta de fapt un
proces patologic difuz generalizat, care afecteaza tot sistemul
microvascular al organismului. Vasele mici a doud organe
sunt, insa, lezate deosebit de frecvent si profund, acestea sunt
vasele rinichilor si ale retinei oculare.

Concluzii

1. Prevalenta migrenei este inalta la pacientii, care
suferd timp indelungat de diabet zaharat, fiind estimata in
medie la 30%.

2. Tulburérile homeostazice si metabolice, evidentiate
la pacientii cu diabet zaharat ar putea fi un eventual factor de
cronicizare a migrenei, conditionand transformarea migrenei
episodice in cronica.

3. In debutul si in evolutia migrenei, la pacientii cu
diabet zaharat un rol important ii revine factorului genetic.

4. Tratamentul eficient al diabetului zaharat poate
diminua intensitatea si frecventa atacurilor migrenoase coe-
xistente.
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teg foarte util si pragmatic. Intr-o discutie serioasa exclama:
JTot prostul, care tace este destept”. Ca ulterior sa intalnesc

Ieremia

Zota
(%
0 d

Seris venit usus ab annis (Ovidius). Zeita Athena afirma, ca
avansarea in varsta n-aduce numai necazuri, de care fugim.
Cu anii ne vine si intelepciunea.

Omagiatul nostru leremia Zota a avut marele noroc sa fie
creat de Natura-mama in familia lui Gherase si Nadia Zota,
autentici “piloni” ai spiritului enigmatic basarabean, apti de a
suporta destinul imprevizibil pruto-nistrean (fig. 1). Tn 1941
domnul Gherase, fiind mobilizat de sovietici, cade in prizo-
nierat german, proscris a fi impuscat. Scapa ca prin minune,
intorcandu-se la basting, fiindu-i foarte greu sa argumenteze
cele intamplate. Tn 1944 este din nou mobilizat si, ajuns la
Berlin, este decorat. Revenind acasa, intemeiaza o gospoddrie
de toatd frumusetea, educand doi fii; Misu, superb inginer cu
doi fii, si leremia tot cu doi fii: leremia jr. — excelent neurolog,
iscusit clinician, indrdgit de pacientii, carora le-a salvat viata,
concomitent un savant de perspectiva, revenindu-mi si mie
rolul de referent principal la sustinerea tezei de doctor in
medicind a Dumnealui (fig. 2). Al doilea fiu, Victor — patolo-
gist de exceptie, in Boston, SUA, cdruia in 2006 la Montreal,
Canada la Congresul centenar al Academiei Internationale de
Patologie, in rol de decan de varsta IAP, i-am inmanat simbolic
“stafeta generatiilor’, securizata intr-o capsula speciald, care
urmeaza a fi deschisa peste o suta de ani (fig. 3).

Mos Gherase era un Socrate. L-am intrebat: “Ati trait sub
austrieci, rusi, romani, sovietici etc. Cand V-a fost mai bine?”
S-a gandit mult, apoi mi-a raspuns:“Care a venit nu ti-a mai dat,
numai ti-a luat. Ajuta-te singur, cum spun batranii”. O comoara
de intelepciune purta acest filozof de la Natura, deseori stra-

o

Fig. 1. Ieremia Zota cu parintii Gherasim
si Nadejda Zota, in 1959.

axioma in latind “Si tacuisses philosophus mansisses”. Era un
inventiv maestru in artizanat. Cognitivul si mainile lui creau
podoabe de un deosebit estetic. Aceasta calitate a mostenit-o
genetic si leremia. Tn anii 60, sustinand examenul de anatomie
patologicd, a facut o poza a grupei studentesti impreuna cu
conducerea catedrei (fig. 4). Depistandu-i sensibilitatea si
pasiunea inovativa, imediat a fost incadrat la catedrd, unde zi
sinoapte inventa, implementa metode totalmente noi (analiza
ultravioletd, analiza fluorescenta, metodologia noua fotocolor
etc). Ajuta unui intreg contingent de doctoranzi sa-si docu-
menteze investigatiile. Deseori aceste disertatii erau aprobate
fara recenzii la Comisia Superioara de Atestare (Moscova).

leremia face o cariera uluitoare: laborant, doctorand, doctor
in medicing, asistent, lector superior, docent, doctor habilitat in
medicind, profesor universitar, sef catedra Anatomie Patologica,
membru al Academiei de Stiinte a Moldovei, specialist de
categorie superioara, presedinte al diferitor foruri stiintifice
la nivel national si international (Patologie, Morfologie, Ger-
ontologie, Cardiologie, Ateroscleroza, Biomedicind). Atinge
toate standardele oficiale si“batétorite"de : conducator de teze,
expert, dotat didact universitar, autor a multiple monografii
si alte publicatii, fondator de directii stiintifice (Morfofunctia
aterosclerozei si Reflectia angioimunologica, etc). E apreciat
de cei mai mari savanti clasici, experti mondiali.

In 1966, la 20-24 decembrie, se convoca la Moscova primul
Congres al cardiologilor din URSS, cu o prezenta majora a
reprezentantilor din toate continentele. Sedintele aveau locin
teatrul Kremlinului. Sosind la Kremlin, am fost “socati”! Primul
raport apartinea reprezentantului din Moscova, al doilea reve-
nea Chisinaului, V. Anestiade si le. Zota, urmand sa prezinte
comunicari despre Ateroscleroza si Hipertensiune. La congres
era prezenta “floarea” Cardiologiei mondiale. Responsabilitatea
ne-a tulburat spiritele in profunzime. Pana atunci avusesem
destule”iesiri”originale, cu documente de necontestat in Atero-
scleroza incipientd. Exista o anumita rezonanta pozitiva, insa
esteinimaginabila atitudinea de exceptie, cu care ne-au onorat.

Fig. 2. Academicianul Vasile Anestiade impreuna cu
Ieremia Junior (pe dreapta), fiul omagiatului §i nepotul
Sergiu Zota (pe stanga) in 2002.
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Ulterior marele savant american White i-a expus opinia sa aca-
demicianului Lukomschi, incurajand fundamental obiectivele
noastre de perspectiva (metodele, metodologia totalmente
noua si originald). Plecand din viatd, academicianul Anicicov,
autorul teoriei infiltrative, a fost criticat acerb la acea etapa.
Ultimul sau doctorand Vladimir Nagornev isi sustinea teza la
Sanct Petersburg, iar V. Anestiade a mers la al doilea“examen”,
fiindu-i expert la sustinerea disertatiei, care a suscitat mari
probleme si discutii contradictorii, insa s-a soldat cu 0o maxima
reusitd. Ulterior, timp de jumatate de secol, am colaborat cu
V. Nagornev in acest domeniu, concomitent, reabilitand
veridicitatea teoriei academicianului Anicicov, totalmente
recunoscuta la 77" EAS Congress, Istanbul, Turkey, april 26-
29,2008. Congresul a evoluat sub egida acestui nume clasic
al Patologiei si Aterosclerozei experimentale. Conlucrarea
leremia Zota si V. Nagornev a fost chiar fericita: Mpe3ungnym
Poccunckon Akagemnn MegumumHckmx Hayk, noctaHOBneHeM
Ne 72 ot 28 mapTa 2007 r., npucyaun Jnunaom npemmmn nMeHu
A.N.CrpyKkoBa 3a lyuLUyto Hay4Hyto paboTy no MNatonornyeckon
aHaToMuu (MoHorpadusa «AteporeHes). Inventivitatea luilere-
mia Zota s-a dovedit a fi de o rara originalitate. Teza dedicata
fluorescentei elastice si aterosclerozei, sustinuta in timpul celui
de-al IV Congres Unional al anatomopatologilor, 20-24 septem-
brie 1965, Chisindu, i-a surprins pe delegati, precum si raportul
domnului Zota, prezentat la Congres, a trezit un viu interes in
mediul stiintific de atunci. Ambele prezentdri au fost inalt apre-

Fig. 3. Vasile Anestiade cu Victor Zota la Montreal,
Canada, la Congresul Centenar International al
Academiei de Patologie, 2006.

unmEnPn
TTORGTANECNO

aunTenuM

Fig. 4. Grupa omagiatului Ieremia Zota impreuna cu
corpul didactic al catedrei Anatomie patologica, dupa
sustinerea examenului in 1960.
De la stanga la dreapta, in randul I: G. Manea, V. Covaliu,
A. Crilov, V. Anestiade, V. Golovin, G. Baciu, V. Niguleanu;
in randul II: A. Juc, P. Galetchi, P. Lazur, M. Casian,
C. Polihovici, V. Balan, Ie. Zota, A. Zbant, V. Nichitin.

ciate de cei mai de vaza patologisti. Academicianul A. Strukov,
fiindu-i expert la sustinerea tezei si ulterior, consultant stiintific
lalucrarea, pentru care i s-a decernat Premiul de Stat. Mai mult
ca atat, metodele lui leremia Zota au fost implementate la ca-
tedra din Moscova. Munca asidud, prietenia sincera, cordiala
in decurs de cinci decenii cu renumitul savant si eminentul
academician Vladimir Nagornev se va solda cu publicarea
monografiei:,MaToMopdo3 atepockneposa (MMMyHOACNEKTbI)",
editatd in 2008, siinregistrata ca si piesa de patrimoniu in fon-
durile AKAAEMIA AGHNQN. O mai frumoasa apreciere a unui
aport stiintific, adus Biomedicinei, si eternizarea lui in timp,
nici nu se poate de imaginat, asa s-au exprimat unii experti
la Congresul International al Academiei de Patologie, unde
fusese lansata cartea (Athena, 12-17.10.2008). Investigatiile
fundamentale cu obiective si directii moderne, leremia Zota
si tinerii sai discipoli le dezvolta, intalnind pe mapamond ad-
miratia adecvata si aprecierea inalt profesionala.

Stimate dle leremia Zota, sa depadsiti victorios si varsta lui
Pythagoras!

Vasile Anestiade, academician

Felicitari dlui academician Vasile Anestiade

In aceastd primavara, plind de seva vietii si a renasterii naturii, academicianul Vasile Anestiade, implineste o varsta fru-
moasa, dar este in plind forta de munca, cu imense planuri si aspiratii, ce se vor realizate.

Acest patriarh al morfopatologiei si al biogerontologiei autohtone, nascut la 4 mai 1928, in satul Saratenii Vechi, judetul
Orhei, rector al Universitatii de Stat de Medicina si Farmacie “Nicolae Testemitanu” (1963-1986), doctor habilitat in stiinte
medicale, profesor universitar si membru titular al Academiei de Stiinte a Moldovei, este o adevarata somitate in materie de
medicina si este decanul de varstd al intreg corpului profesoral universitar. A purtat si continud sa poarte sus si cu demnitate
torta aprinsa a Alma Mater, servind drept etalon de seriozitate in studiu, profesionalism, competentd si abilitdti de manager,
cumsecadenie, fortd de munca inepuizabild, responsabilitate in tot ce face, consecutivitate si multa daruire de sine.

Stimate domnule academician, sa Va dea Domnul multi ani de viata §i incd multe primaveri sd vina in viata Dumneavoastra
cu sdnatate, bucurii, succese remarcabile si rezultate notabile in tot ce realizati in activitatea nobild de cercetétor, savant si pe-

dagog!

Redactia revistei “Curierul medical”
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Vlada-Tatiana
Dumbrava J
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O Doamna in adevdratul sens al cuvantului, care s-a afirmat
plenar in domeniul ei de activitate, o exponenta de exceptie a
profesionalismului si a exigentei, a cumsecadeniei si a responsa-
bilitatii este Vlada-Tatiana Dumbrava, doctor habilitat, profesor
universitar, unul dintre fondatorii hepatologiei autohtone.

S-andscutintr-o primavara promitdtoare de soare, la 17 aprilie
1940, la Ploiesti, Romania. Vine dintr-o familie de intelectuali din
Basarabia. Bastina parintilor este vechiul nostru oras istoric Soro-
ca. Tata - fecior de preot, dupa absolvirea Institutului Politehnic
din lasi, fusese calificat ca si inginer petrolist si chimic la Uzina de
petrol din Ploiesti, unde a activat pana la razboi. Mama - fiica de
dascdl, a absolvit gimnaziul din Soroca, apoi Universitatea din lasi,
facultatea de biologie.

Tnainte de razboi familia a trecut pe partea dreapta a Prutului. Tn
timpul razboiului tatal a fost evacuatin Ural, unde a lucrat la uzina mi-
litara, a fost responsabil de evacuarea specialistilor de calificare inalta,
intelectuali originari din Moldova. Mama, in timpul razboiului s-a aflat
in Siberia, regiunea Celeabinsk, satul Olihovka. Din frageda copilarie
Vlada-Tatiana Dumbrava s-a evidentiat prin capacitati deosebite.
Tn anul 1958 absolveste cu medalie de aur scoala medie nr. 2 din
Chisinau. n acelasi an a fost inmatriculat la Institutul de Stat de
Medicina din Chisinau. S-a manifestat prin calitati neordinare in
domeniul stiintei incd din anii studentiei. Fiind studentd, a publicat
3 lucréristiintifice si devine prima studenta, autoare de brevet de
inventie. Tn 1964 absolveste cu diploma cu mentiune Institutul
de Medicina din Chisinau.

In anii 1964 — 1965 a activat in calitate de medic ordinator
endocrinolog la Spitalul Clinic Republican pentru copii. In peri-
oada anilor 1965 - 1967 a lucrat la Spitalul Clinic Republican, de
asemenea in functie de medic endocrinolog. Pe parcursul anilor
1967 — 1969 este doctoranda la catedra de Terapie Spitaliceasca
a Institutului de Stat de Medicina din Chisindu, sub conducerea
sefului de catedra, profesorul M. A. Poliuhov. Dupa absolvirea aspi-
ranturii, a lucrat timp de un an colaborator stiintific la Institutul de
Cercetari stiintifice in Oncologie. Din anul 1970 este admisa prin
concurs, in calitate de asistent la catedra de Terapie Spitaliceasca
a Institutului de Stat de Medicina din Chisindu. Dupa sustinerea
tezei de doctor in medicind (,Dinamica activitatii insulinei si a
starii functionale a ficatului in diabetul zaharat’, 1971), isi continua
activitatea stiintifica in problemele patologiei hepatice si ale dia-
betului zaharat. Tn 1993 a sustinut teza de doctor habilitat la tema
,Bolile cronice ale ficatului si diabetul zaharat (explorari clinice, de
laborator si functionale)”. Din 1974 activeaza in calitate de confe-
rentiar universitar si din 1994 — profesor universitar la catedra de
BoliInterne. Din anul 1987 si pana in prezent conduce catedra de
Medicina Internd nr. 4 a USMF ,Nicolae Testemitanu”.

Incepand cu 1977, Vlada-Tatiana Dumbrava este promovata in
calitate de consultant al sectiei de gastroenterologie a Spitalului
Clinic Republican si din 1987 pana in prezent este seful clinicii,

care include 3 sectii ale SCR: gastroenterologie, hepatologie si
alergologie.

Tn 1989, sub egida dnei profesor V-T. Dumbrava, pe 1anga ca-
tedra a fost creat Laboratorul pe probleme de Gastroenterologie
si Ecologie. Este conducator stiintific al acestui laborator, care se
ocupa de problemele actiunii factorilor nocivi ai mediului ambiant
si exercitd examinarea profilacticd in masa a populatiei din RM, in
raioanele cu risc crescut de patologie hepatica.

lar in 1990 fondeaza hepatologia terapeutica in RM si contri-
buie la crearea sectiei de hepatologie in Spitalul Clinic Republican.
In 1999 a fondat Asociatia Hepatologilor, Gastroenterologilor si
Ecologilor,,Hepateg”si pana in prezent este presedintele ei. Este
academician al Academiei Internationale de Ecologie si de Pro-
tectie a Vietii din Sankt-Petersburg (Rusia).

Incepand cu anul 1995 pana in 2005 a fost presedintele Co-
misiei Stiintifico-Metodice, profil Medicina Internd, a Ministerului
Sdnatatii. Este importantd si valoroasa activitatea profesorului
Vlada-Tatiana Dumbrava in pregatirea cadrelor stiintifice. Aformat
un sirde discipoli. A pregadtit si continua sa pregateasca o intreaga
pleiada de specialisti in domeniul medicinei interne, in special
- gastroenterologie si hepatologie. Temele stiintifice, de care este
preocupata sunt foarte variate. Sub conducerea Dnei profesor
Dumbrava au sustinut teze 19 doctori in medicind si 4 doctori
habilitati in medicind. Este autor la doua editii (2007, 2008) ale
manualului de Medicina Internd pentru studenti, in 2 volume.

Concomitent cu lucrul clinic si didactic, profesorul V-T. Dum-
brava desfdsoara o vasta si rodnica activitate pe taramul stiintific.
Autor a 14 monografii si circa 500 lucrari stiintifice, dintre care
peste 200 - publicate in ultimii 5 ani. A obtinut 14 brevete de
inventie, 50 inovatii stiintifice. Rezultatele investigatiilor stiin-
tifice au fost prezentate la numeroase congrese si simpozioane
nationale si internationale.

Ca gastroenterolog principal al Ministerului sanatatii si ca
presedintele al asociatiei medicale ,Hepateg” organizeaza anual
conferinte stiintifico-practice, simpozioane, consacrate probleme-
lor actuale din domeniul hepatologiei si gastroenterologiei, unde
citeste prelegeri de master clas si rapoarte stiintifice originale. A
fost organizatorul principal al Congreselor gastroenterologilor si
hepatologilor cu participare internationala (2003, 2008).

Este la curent cu toate noutatile stiintifice si opteaza pentru
implementarea lor la noiin tara. De mentionat atitudinea respec-
tuoasa a tuturor: studenti, rezidenti, medici practicieni, colegi de
catedra, pacienti, fata de dna profesor Vlada-Tatiana Dumbrava ca
personalitate, pedagog de valoare si clinician competent.

Competenta profesionald, eruditia si tactul de pedagog si
educator innascut, atitudinea exigenta si tot odatd, corecta, sunt
asociate cu o rara cumsecadenie, bunatate, bunavointa. Fiecare
om poate conta oricand pe intelegere, sustinere de la conduca-
torul catedrei noastre, mult stimata Dna profesor Vlada-Tatiana
Dumbrava. Suntem onorati, cd avem fericita ocazie de a o cunoas-
te siaactiva alaturi de aceasta deosebita personalitate, inzestrata
cu cele mai frumoase calitati omenesti, cu un talent inndscut de
doctor si savant - Vlada-Tatiana Dumbrava.

Colegdii, discipolii, colaboratorii, toti cei care o cunosc pe
Doamna Vlada-Tatiana Dumbrava, o felicita cu acest remarcabil
jubileu siii doresc sandtate, mult spirit creator in realizarea tuturor
viselor si aspiratiilor, rezultate notabile in munca ei nobild si atat
de dificila.

Nicolae Proca, dr., conferentiar universitar
Catedra Medicind internd nr. 4
USMF ,Nicolae Testemitanu”
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Victor
Rivneac f‘i
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Pe parcursul intregii sale cariere profesionale, savantul si
profesorul Victor Rivneac a desfasurat o vasta activitate stiintifica si
didactica, reusind sa atinga numeroase performante in domeniul
profesat si sa contribuie considerabil la dezvoltarea stiintei medi-
cale autohtone, precum si la formarea unui invatamant universitar
de cea mai inalta calitate.

Nascut la 13 aprilie, 1950 in orasul Chisindu, Victor Rivneac
absolveste in 1967 scoala medie nr. 1 din capitala, iar cu 6 ani mai
tarziu, in 1973, absolveste cu mentiune facultatea de medicina
generala a Institutului de Stat de Medicina din Chisinau.

In anii 1973-1976 a fost aspirant al Institutului de Chirurgie
#A. V. Visnevskii” al ASM a URSS din Moscova, iar in anul 1977 a
sustinut teza de doctor in stiinte medicale in cadrul Consiliului
Stiintific al Institutului de Medicina nr. 2 din Moscova.

In anul 1987 i s-a conferit titlul stiintific de cercetator stiin-
tific superior, specialitatea ,Anatomie patologicd”. In anul 1990 a
sustinut teza de Doctor habilitat in cadrul Consiliului Stiintific al
Institutului de Medicina nr. 2 din Moscova.

Intre anii 1976-2010 domnul Rivneac a activat consecutiv
in calitate de sef al laboratorului de microscopie electronica, co-
laborator stiintific superior, colaborator stiintific principal, sef al
sectiei morfologie a Laboratorului Central de Cercetari Stiintifice
al Institutului de Stat de Medicina din Chisinau, devenind ulterior
sef al Laboratorului Morfologie al USMF ,Nicolae Testemitanu”.

Activand pe parcursul mai multor ani in calitate de sef al
Laboratorului Morfologie al USMF ,,Nicolae Testemitanu’, domnul
Victor Rivneac, impreuna cu colaboratorii sdi, efectueaza un sir
intreg de cercetari, care vizeaza o problema stiintifica medico-
biologica fundamentald - studierea mecanismelor de resorbtie
a tesutului conjunctiv fibros in norma si patologie si, in special,
biodegradarea colagenului. Cercetdrile se efectueaza pe urma-
toarele modele experimentale: involutia post-partum a uterului
(modelfiziologic) si regresia cirozei hepatice (model patologic). De
asemenea se cautd modalitdti de stimulare a procesului de regresie
acirozei. Investigatiile se efectueaza cu aplicarea metodelor optice
electronice, electronohistochimice si biochimice.

Gratie cercetarilor efectuate in Laboratorul Morfologie, sub
conducerea domnului profesor, pentru prima data a fost demons-
trata degradarea extracelulard a colagenuluiin vivo sub actiunea
enzimelor proteolitice lizozomale si au fost depistate sursele

celulare ale acestor enzime. A fost detaliata dinamica procesului
de restabilire a structurii si functiilor ficatului dupa afectarea ciro-
tica. A fost studiatd actiunea unor preparate cu continut de zinc
si seleniu asupra activitatii enzimelor colagenolitice si efectul lor
asupra restabilirii post-cirotice a ficatului.

Rezultatele obtinute sunt reflectate in mai multe lucréri,
publicate si apreciate atat in Republica Moldova, cat si peste
hotarele ei. Domnul Rivneac este autor a 180 lucrdri stiintifice si
metodice, publicate in editiile stiintifice periodice din tara si de
peste hotare, care includ monografii, articole stiintifice, teze ale
rapoartelor stiintifice, elaborari metodico-stiintifice si metodico-
didactice. Este autorul a 8 brevete de inovator.

Un sir de lucréri stiintifice au fost prezentate la diverse
foruri internationale, care s-au desfasurat la Chisindu, Moscova,
Bucuresti, Timisoara, lasi, Amsterdam, Kyoto, Bordeaux, Barcelona,
Berlin, Kushadasi, Florence.

Articolele stiintifice ale profesorului Victor Rivneac au fost
publicate atat in reviste nationale, cat si in cele de circulatie inter-
nationala - Apxus natonoruu, bionneTeHb 3KcNeprMeHTanbHOM
6uonorun n megunumHbl, Electron Microscopy, Histopathology,
Virchows Archiv.

Lucrarile domnului Victor Rivneac se disting prin vastitatea
orizontului investigational, prin caracterul complex al probleme-
lor abordate si, nu in ultimul rand, prin claritatea cu care sunt
expuse.

Rezultatele stiintifice valoroase, obtinute pentru prima data
de catre domnul profesor Victor Rivneac, sunt citate in manuale
si tratate de prestigiu, editate peste hotarele tdrii.

Sub conducerea stiintifica a domnului Victor Rivneac au
fost sustinute 8 teze de doctor in medicind. Actualmente este
conducator stiintific inca la cateva teze.

Activitatea didactica o incepe in anul 1979, angajandu-se in
calitate de asistent universitar (1979-1983) la catedra Histologie,
Citologie si Embriologie, iar din anul 2001 activeaza ca si profesor
universitar la aceiasi catedrd.

Domnul profesor Victor Rivneac este secretar stiintific al Con-
siliului stiintific specializat DH 50.14.00.15 (specialitatea 14.00.15
- Anatomia patologica) si DH 50.14.00.24 (specialitatea 14.00.24
- Medicina legald) din cadrul USMF ,Nicolae Testemitanu”.

Despre valoroasele realizéri stiintifice ale domnului Victor
Rivneac, despre calitdtile de profesor ale acestuia se poate vorbila
infinit, deoarece contributia Domniei sale la dezvoltarea stiintei si
a invatamantului universitar autohton este incontestabila.

Cu ocazia acestui remarcabil jubileu, toti colegii si prietenii,
numerosii discipoli il felicita pe multstimatul profesor universitar,
dorindu-i multa sanatate, viata indelungata si noi realizari notorii
in domeniul profesat.

La multi ani, stimate domnule Victor Rivneac!

Lilian Saptefrati, dr, conferentiar universitar
Sef catedrd Histologie, Citologie si Embriologie
USMF ,Nicolae Testemitanu”
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* Articolele vor fi prezentate in formatul
A4, Times New Roman 12, in Microsoft Word
la intervalul 1,5 §i cu marginile 2 cm.

* Articolele se publicd in limba
prezentata.

Articolele trebuie sd respecte urmatoarea

PEKOMEHIAIIMI [I/I1 ABTOPOB

* CraTpIo IeyararwT Ha 6ymare popmara
A4, yepes 1,5 nnrepsaina, ¢ nonamu B 2,0 cm,
mpudrom 12 Times New Roman, B Microsoft
Word.

* CraThy NyONIMKYIOTCA Ha A3BIKE OPHU-
TMHAasa.

Bce cTaTby JOMMKHBL 6bITH Od)ODMTIeHI)I

structura:

1. Foaia de titlu va contine prenumele si
numele autorilor, titlul/gradul stiintific, insti-
tutia, numaérul de telefon, adresa electronica.

2. Rezumatele vor fi prezentate consecutiv,
inclusiv cuvinte-cheie, de la 3 pani la 6.

3. Textul articolelor clinice, experimentale
(panala 15 pagini) si al publicatiilor scurte va
cuprinde: introducere, materiale si metode,
rezultate obtinute, discutii si concluzii. Altd

structura se va accepta, daca aceasta va cores-
punde continutului materialului.

Atricolele de sinteza nu vor depdsi 20 de
pagini, bibliografia pand la 20 surse.

4. Tabelele si figurile sa fie enumerate
si insocite de legenda. Figurile color se vor
publica din sursele autorului.

5. Bibliografia in ordinea referintei in text,
care va corespunde cerintelor International
Committee of Medical Journal Editors pentru
publicatiile medico-biologice.

*Lucrarile vor fi prezentate in 3 exemplare
si pe suport electronic.

* Scrisoarea de insotire. Articolele vor fi
insotite de o scrisoare in adresa redactorului-sef
Boris Topor, dr.h., prof., din partea autorului,
responsabil pentru corespondentd.

Scrisoarea va confirma, ci toti autorii sunt
de acord cu continutul §i, ca articolul dat nua
fost publicat anterior.
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1. TUTYIbHBIA TUCT BKIIOYAET UMA U
(daMunnio aBTOPOB, UX CTEIEHN U 3BaHNUA,
Ha3BaHIe YIPeXIeHN, U3 KOTOPOro pabota
BBIXOZIUT, HOMep Tele(OHa, INMEKTPOHHBII
agpec.

2. Pedeparsr nevaraoT, HauMHas Ha
TUTYIbHOM. B KoHIe pedeparoB MpuUBORAT
KJII0YeBbIe C/I0Ba, OT 3 710 6.

3. TekcT cTaTeit KAMHUYIECKOTO M DKC-
HepYMEHTANBHOTO ITaHa (o 15 cTpaHmniy)
IO/DKEH COCTOSATH M3: BBENEHUsA, MaTepuaja
U MeTOJOB, PE3YIbTATOB, OOCYXXIEeHUA U
BBIBOJIOB. VIHOE U3/I0)KeHIe JOITYCTIMO, CIIN
OHO COOTBETCTBYET COMIePIKAHMIO.

O630pHBIe CTATBM He JOJDKHBI IIpe-
BpIIaTh 20 CTpaHUI ¥ BKIIOYaTh Oomee 20
MICTOYHMKOB.

4. Ta6muubI ¥ PUCYHKM HYMEPYIOT 1 CO-
IPOBOXKAAIOT OsACHeHUAMI. LIBeTHBIE hOTO
eYaTalTCs U3 CPEICTB aBTOPOB.

5. Cnucok nuTeparyphl IevyatamoT B
NopsAJiKe MOsABJIEHNs B TEKCTe CChUIOK U B
COOTBETCTBUM C TPeGOBAHMUAMM, PENBSIB-
JIIEMBIMY K MEIMKO-OMOTIOTYECKIM CTaThAM
Mex/1yHapOJJHBIM KOMMUTETOM MU3JlaTeneit
MeJUIVHCKUX XKy PHAJIOB.

* CTaThI0 IOJAIOT B 3-X 9K3eMIUIAPAX U B
37IEKTPOHHOIT PopMe.

* CompoBopurtenbHoe nucbmo. Cra-
ThIO CONPOBOXXJAIOT IUCbMOM OT MMEHMU
aBTOpa, OTBETCTBEHHOTO 3a IepPemnycKy Ha
MMl TJITABHOTO pefakTopa, A.M.H., Ipod.
b. M. Tonop. IImcbMo HO/DKHO TakXKe CO-
Tep>KaTb MOATBEPK/IeHNe, YTO BCE aBTOPBI
COITIACHBI C COfIepKaHIeM I TIpeJiCTaB/IeHHbIe
MaTepuajbl Ipex/e He MyOIMKOBaiCh.
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GUIDE FOR AUTHORS

* Manuscripts should be typed on one side
only of A4, 1.5-spaced throughout, with 2.0
margins, printing-type 12 Times New Roman,
in Microsoft Word.

* Articles are published in the original
language.

All papers have to be executed

in the following manner:
1. The title page includes the first and

last names of all authors, highest academic
degrees, the name of the department and
institution from which the work originated,
phone number, e-mail.

2. The abstract should be of 8-12 lines in
the original language and in English. It ends
with key words, 3 to 6.

3. The text of articles for clinical, experi-

mental (till 15 pages) and brief reports should
consist of: Introduction, Material and Meth-

ods, Results, Discussion, Conclusions.

Review articles must not exceed 20 pages
or contain more than 20 references.

4. Tables and figures type, numbering
consecutively with explanatory matter.

Color illustration will be reproduced at the
Author’s expense.

5. References are listed in order of appear-
ance in the text, and the appropriate numbers
are inserted in the text in superscript at the
proper places. References must follow the
general arrangement outlined in Interna-
tional Committee of Medical Journal Editors
requirements for manuscripts submitted to
biomedical articles.

* Submit three hard copies of article and
one electronic copy.

* Cover letter must be written to Editor-
in-Chief Boris Topor, M.D., Ph.D., Profesor,
from the author who is responsible for
correspondence. The letter should contain a
statement that the manuscript has been seen
and approved by all authors and the material
is previously unpublished.
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