AU S B T A N S o e o S AR = Lty > = s s L =
- PNy g & e gl L T RN e T eI SR L T P e sl e A haZ ek i AR N
2 o oo e S IR X big 2 iR P e LI P ;
e ~ LD~ TR T I ad s SR N AT e _-.@S.A’/ s

3anagno-Ka3axcranckuii rocyiapcTBeHHHBIA
MeIMIUHCKHH YHUBEpPCUTET MMeHH Mapara

OcmanoBa
BGBOH&CHO CTh IJIUTCJIIbHOI'O HpI/IMGHeHI/I}I

HUMECYJIHNAa B OTHONICHUN TOOOYHBIX 3(P(EKTOB CO
croponbl JKKT y nroaen crpamarommx
OCTEOAPTPO30M KOJICHHOT'O CYyCTaBa ¢ 00JIEBHIM

CUHIPOMOM.

Boinosanui: EpmemieB EpOysar




OcTeoapTpo3 JereHepaTUBHO-IUCTPOPUUECKOE
3a00J1eBaHMEe CYCTAaBOB, IPUYIUHOM KOTOPOTO SBJISIETCS
MMOPaXKEHUE XPALLeBOU TKAaHU CYCTaBHBIX
TIOBEPXHOCTEU.

Humecymua (HIIBIT) us kmacca cynb$pOHaHUINIOB.
JBAsieTcs1 ceIeKTUBHbBIM

KOHKYPEHTHBIM HHT'MOUTOPOM ITUKIOOKCHUTEeHA3bI-2
(LUOTI'-2) — depmeHTa, y4aCTBYIOLIETO B

CHHTe3e MPOoCTar/IaHANHOB, METUATOPOB OTEKa,
BocrasieHusA U 6o1. OKa3bIBaeT
IPOTHUBOBOCIIAJINTE/IbHOE, aHAIbre3upyloliee 1
YXapOIIOHWDKAKoLllee JeruCTBUe.



AKTYya/IbHOCTb:

B HacTosiee Bpemsi UMeIOTCSI MHOXKECTBO
3a00J1eBaHHH, COMTPOBOXIAIOIINXCS XPOHHUYECKOU
60JTbI0, BCJIEZICTBUH Y€Tro UIeT HEKOHTPOIUPYEMbBIH
npuem HIIBII, y koTopbix Hanboee 4acTo
BCTPeYaroNIUICa MOOOYHBIN 3PPEeKT MPOSBISIETCS
M3bsI3BJIeHUEM CIU3UCTOM 000I0YKHU JKEeTyIKA.
[ToaTOMYy aKTyasieH BOIpOC MperapaToB C MEHBIIIHM
IposiB/IeHHEeM ITOOO0YHBIX 3PPEKTOB CO CTOPOHBI

KKT.



Llens nccnegoBaHus:

MN3yunTh 6€30MacHOCTD TUTETHHOTO MTPUMeHEeHH ST
HUMeCY/TH/Ia B OTHOIIIEHUH MOOOYHBIX 3PPEKTOB CO
ctopoHbl JKK'T y nrogent crpagaronmx
OCTe0apPTPO30M KOJIEHHBIX CYCTABOB C OOIeBbIM
CUHIPOMOM.



3agauu Mccjaea0BaHUA:
N3y4uTh COOTBETCBYIONIYIO JIUTEPATYPY.

OnpeneanTbCcsa ¢ COBOKYITHOCTBIO ITOAXOASAIINX
NalUEHTOB JJIs1 JaJdbHEHIIEro ()OpMUPOBAHUS BEIOOPKH.

IIpoBeneHrEe TMArHOCTUYECKUX METOI0B UCCIIEIOBAHMS
JUJIsL KOHTPOJIA COCTOSIHUS CTEHKU KETYIKA.

IIpou3BECTH CTATUCTUYECCKUM aHAIIHU3.



/luzatiH uccaedosaHus:

PandomusupoeaHHoe
KOHmMpoJaupyemoe
KAUHUYecKoe
ucciaedosaHue.



Tun ev160pKu:

[TpocTas cny4datiHasi. MHOO OB110 HAHIEHO 250
OOJILHBIX C OCTE0APTPO30M KOJIEHHOTO CyCTaBa B
BO3PACTHBIX PAMKaX OT 48 1m0 60 JieT C
XPOHHYECKOU OOTbI0 B KOJIEHHOM CyCTaBe.
Kaxzp1it marieHT OBLT TPOHYMEPOBAH U 3aTEM C
TTIOMOIIIBIO TeHepayuy CIYYaifHOTO YK CJIa B
nporpamme excel ObUTM BKJIFOUEHBI B BRIOOPKY
150 YeI0BeK, KOTOpbIe ObLIH ITOIe/IeHbl Ha
KOHTPOJbHYIO U CC/IeIOBATE/THCKYIO I'PYTIITHI.









KIMHHYeCKHUH BONIPOC

be30onacHo Jin JUIMTEIbHOE MPUMEHEHUE HUMECYIIN 1A
B OTHOIIIEHUM ITOOOYHBIX 3(PDEeKTOB cO cTOpOoHBI KKT
y JIOJIEH CTPAJAOIIAX OCTEOAPTPO3OM KOJIEHHOTO
cycTaBa ¢ 00JE€BbIM CHHJIPOMOM B CTPABHEHUM C
HecenekTuBHbIMUA HIIBII y nuir B Bo3pacTHBIX
paMkax ot 48 1o 60 jer?.




P-My:KYHMHBI M KEHIIUHBI B BO3PACTHBIX paMKaXx
ot 48 10 60.1eT.

I- Humecyauna
C- HeceaextuBubie HIIBII.

O- 3HaunTeJIbHO MEHbIIIee YHCJI0 CJIyYaeB
MOBPEXK/ICHUS CAUZMCTON 000JJ0UKH KeJTYIKA.



Abstract

BACKGROUND:

Selective inhibitors of cyclooxygenase (COX)-2 may provoke less gastric damage and platelet inhibition
than conventional non-steroidal anti-inflammatory drugs.

AIMS:

We compared the biochemical and gastrointestinal effects of nimesulide, a potent and selective COX-2
inhibitor, with naproxen which exhibits no selectivity.

SUBJECTS:

Thirty six healthy volunteers were randomised to nimesulide 100 mg or naproxen 500 mg twice daily for two
weeks in a double blind, crossover study with a washout between treatments.

METHODS:

Gastrointestinal side effects were assessed by endoscopy, and by estimation of small intestinal
absorption—ﬁermeability and inflammation. Comparisons were made between variables at the end of each
treatment phase.

RESULTS:

Nimesulide caused significantly less gastric injury using the modified Lanza score (p<o0.001) as well as
reduced duodenum injury (p=0.039). Nimesu{ide had lower visual analogue scores ?VAS) for haemorrhage
and erosive lesions in the stomach (p<o0.001) and for mucosal injection in the duodenum (p=0.039).
Naproxen increased excretion of calprotectin, a marker of intestinal inflammation (5.5 (1.2) to 12.1 (2.1)
mg/l) while nimesulide had no effect (treatment difference p=0.03). Naproxen abolished ]OJlatelet
aggregation to arachidonic acid and suppressed serum thromboxane B(2) (TXB(2)) by 98%, indices of
COX-1 activity. In contrast, nimesulide 1ii-ad no significant effect on platelet aggregation, although it reduced
serum TXB(2) by 29%. Production of prostaglandin E(2) and prostacyclin by gastric biopsies, also COX-1
dependent, was inhibited by naproxen, but not by nimesulide. COX-2 activity, determined as endotoxin
induced prostaglandin E(2) formation in plasma, was markedly suppressed by both treatments.

INTERPRETATION:

Nimesulide has preferential selectivity for COX-2 over COX-1 in vivo at full therapeutic doses and induces
less gastrointestinal damage than that seen with naproxen in the short term.



KIMHHYeCKHUH BONIPOC

YMeHbIIAET I MPUMEHEHUE HUMECYINAa B
CPaBHECHHUHU C HAIIPOKCEHOM ITOBPEXKJICHUE CIAU3UCTOMN
000JIOUKH KETyIKa?



310pOBBIC T0OPOBOJIBLIBI.

HUMECYIH/I.
HAIPOKCEH.

IIPUMCHCHUC HUMCCYJIN/JAa B HAMHOI'O MCHBIIICH CTECICHU
IMMOBPCKAACT CIIN3UCTYIO KCIIYIKA.




/luzatiH uccaedosaHus:

PandomusupoeaHHoe
KOHmMpoJaupyemoe
KAUHUYecKoe
ucciaedosaHue.



Cnocob6 ¢popmupoeaHusa eblbopku.

TpuauaTh 11eCcTh 340POBBIX TOOPOBOJIBIIEB B BO3PACTe
40-67 et 66TV HAOPaHBI U3 JBYX IIEHTPOB:
oonpHUILBI BomonTa Iyonun, Mpaangvs (n = 13) U
YHUBEPCUTETCKOU O60/bHUIIBI PelikbsBUK, Mcnanaus

(n = 23).






