
samedicino produqtis daxasiaTebis Sejameba

1.samedicino produqtis dasaxeleba

pataqseli 6mg/ml, koncentrati sainfuzio xsnarisTvis

2. xarisxobrivi da raodenobrivi Semadgenloba

paklitaqseli: 6mg sainfuzio xsnaris koncentratis 1ml-Si

5ml flakoni Seicavs paklitaqselis 30mg-s

16.7ml flakoni Seicas paklitaqselis 100mg-s.

SemavseblebisTvis ix. 6.1

3.farmacevtuli forma

koncentraci sainfuzio xsnarisTvis

pataqseli 6mg/ml aris gamWvirvale, ufero an odnav moyviTalo, webovani xsnari. 

4.klinikuri maxasiaTeblebi

4.1. Terapiuli Cveneba

sakvercxis kibo: sakvercxeebis kibos pirveli xazis qimioTerapiisTvis, pataqseli naCvenebia pacientebSi Sors wasuli an rezidualuri daavadebiT (>1sm) sawyisi laparotomiis Semdeg, cisplatinTan kombinaciaSi. 

sakvercxis kibos meore xazis qimioTerapiiss axiT, oataqseli naCvenebia sakvercxis metastazuri kibos samkurnalod standartuli platinaze dafuZnebuli Terapiis warumateblobis Semdeg. 

ZuZus kibo: damatebiTi Terapiis saxiT, pataqseli naCvenebia kvanZ-dadebiTi ZuZus kibos mqone pacientebis samkurnalod antraciklinis da ciklofosfamidiT Terapiis (AC) Semdeg. pataqseliT damatebiTi Terapia unda ganixilon rogorc gaxangrZlivebuli AC Terapiis alternativa.

pataqseli naCvenebia ZuZus kibos lokalurad Sorswasuli an metastazuri formis sawyisi mkurnalobisTvis antraciklinTan kombinaciaSi iseT pacientebSi, romlebSic es gamarTlebulia an trastuzumabTan kombinaciaSi pacientebSi HER-2 Warbi eqspresiis 3+ doniT, romelic gansazRvrulia imunohistoqimiiT da romelTvisas antraciklinis miReba gamarTlebuli ar aris (ix. paragrafi 4.4. da 5.1).
monoTerapiis saxiT, pataqseli naCvenebia ZuZus metastazuri kibos samkurnalod pacientebSi, romlebSic ar gaamarTla anda romlebSIc antracikliniT standartuli Terapia dasaSvebi ar aris. 

filtvis Sorswasuli aramcireujredovani kibo: pataqseli, cisplatinTan kombinaciaSi naCvenebia filtvis aramcireujredovani kibos samkurnalod pacientebSi, romlebic ar arian samkurnalo qirurgiis an/da radiaciuli Terapiis kandidatebi. 

SidsTan dakavSirebuli kapoSis sarkoma: pataqseli naCvenebia SisdsTan dakavSirebuli kapoSis srkomis (ks) Sorswasuli stadiis mqone avadmyofebis samkurnalod, romlebSic ar gaamarTla liposomurma antraciklinurma Terapia,

am Cvenebas xels uwyobs efeqturobis SezRuduli monacemebi. mniSvnelovani kvlevebis Sejameba naCvenebia 5.1 paragrafSi. 

4.2. dozireba da miRebis meTodi

pataqselis infuziamde yvela pacients unda mieces kortikosteroidebi, antihistaminebi da H2 receptorebis antagonistebi Semdegi sqemiT:

	pre-medikacia
	dozireba
	miReba pataqselamde

	deqsametazoni
	20mg oralurad* an iv
	oralurad: daaxloebiT 12 da 6 saaTi

iv:30-60 wuTi

	difenhidramini**
	50mg iv
	30-60wuTi

	cimetidini an ranitidini
	300mg iv

50mg iv
	30-60wuTi


*8-20mg pacientebSi ks-T

**an eqvivalenturi antihistamini mag. qlorfeniramini

pataqselis miReba saWiroa xazovani filtriT mikroskopuli membraniT ≤0.22um infuziis mowyobilobaze mimagrebiT (ix.paragrafi 6.6).

pirveli xazis qimioTerapia sakvercxis kibos dros: Tumca dozirebis sxva reJimebi gmaokvlevis procesSia, pataqselisTvis rekomendebulia cisplatinTan kombinaciis reJimi. infuziis xangrZlivobis mixedviT, rekomendebulia pataqselis ori dozirebis reJimi: pataqseli 175mg/m2 miRebuli 3 intravenuri infuziis saxiT, cisplatini 75mg/m2 yovel 3 kviraSi, an pataqseli 135mg/m2  24 saaTiani infuziis saxiT, cisplatini 75mg/m2 3 kviris intervaliT Terapiis reJimebs Soris (ix.paragrafi 5.1).
meore xazis qimioTerapia sakvercxis kibos dros: pataqselis rekomendebuli dozaa 175mg/m2 miRebuli 3 saaTian periodSi, 3 kviris intervaliT Terapiis reJimebs Soris.

damatebiTi qimioTerapia ZuZus kibos dros: pataqselis rekomendebuli dozaa 175mg/m2 miRebuli intravenurad 3 saaTian periodSi, yovel sam kviraSi AC Terapiis Semdeg. 

pirveli xazis qimioTerapia ZuZus kibos dros: doqsorubicinTan kombinaciaSi gamoyenebisas (50mg/m2), pataqseli unda gamoiyenon 24 saaTSi doqsorubicinis Semdeg. pataqselis rekomendebuli dozaa 22050mg/m2 intravenurad 3 saaTian periodSi 3 kviris intervaliT Terapiis reJimebs Soris. (ix.paragrafi 4.5 da 5.1). treastuzumabTan kombinaciaSi gamoyenebisas pataqselis rekomendebuli dozaa 175mg/m2 intravenurad 3 saaTian periodSi 3 kviris intervaliT Terapiis reJimebs Soris (ix.paragrafi 5.1). pataqselis infuzia SeiZleba daiwyos trastuzumabis pirveli dozis Semdeg an dauyovnebliv trastuzumabis Semdgomi dozebis Semdeg Tu misi pirveli dozis atana kargad moxda (trastuzumabis detaluri dozirebisTvis ixileT herceptinis SPC ).
meore xazis qimioTerapia ZuZus kibos dros: pataqselis rekomendebuli dozaa 175mg/m2 intravenurad 3 saaTian periodSi 3 kviris intervaliT Terapiis reJimebs Soris. 

filtvis aramcireujredovani Sorswasuli kibos mkurnaloba: pataqselis rekomendebuli dozaa 100mg/m2 yovel 3 saaTSi, cisplatini 80mg/m2, 3 kviris intervaliT Terapiis reJimebs Soris.
SidsTan dakavSirebuli kapoSis sarkomis mkurnaloba: pataqselis rekomendebuli dozaa 100mg/m2 3 saaTiani intravenuri infuziis sxiT yovel 2 kviraSi. 
pataqselis damatebiTi doza SeiZleba gamoiyenon pacientis individualuri tolerantobis mixedviT. 

pataqselis xelaxla gamoyeneba ar unda moxdes sanam neitrofilebis done ar iqneba ≥1500/mm3 (≥1000/ mm3 ks-s mqone pacientebisTvis) da Trombocitebis ricxvi ar iqneba ≥100000/mm3 (≥75000/mm3 ks-s mqone pacientebisTvis). pacientebSi romlebsac aReniSnebaT mwvave neiTropenia (neitrofilebis ricxvi<500/ mm3 ≥7 dRis ganmavlobaSi) am mwvave periferiuli neiropaTia,dozireba unda Semcirdes 20%-iT. (25%-iT ks-s mqone pacientebisTvis). Semdgomi dozebisTvis (ix.4.4).
pacientebi RviZlis disfunqciiT: adeqvaturi monacemebi ar arsebobs dozirebis cvlilebisTvis pacientebSi RviZlis msubuqi an zomieri disfunqciiT (ix.4.4 da 5.2). RviZlis mwvave disfunqciis mqone pacientebs ar unda umkurnalon paklitaqseliT. 
4.3 ukuCvenebebi
pataqseli ukunaCvenebia pacientebSi mwvave momatebuli mgrZnobelobis reaqciebiT paklitaqselis mimarT an romelime Semavseblis mimarT, gansakuTrebiT polieToqsilebuli abusalaTinis zeTis mimarT (ix.4.4).

pataqseli ukunaCvnebia orsulobis da laqtaciis dros (ix.4.6) da ar unda gamoiyenon pacientebi, romlebSic neitrofilebis ricxvi < 1500/mm3 (<1000/ mm3 ks-s mqone pacientebisTvis).

kapoSis sarcomas dros pataqseli agreTve ukunaCvenebia pacientebSi Tanmxlebi, mwvave, arakontrolirebuli infeqciebisas. 

4.4 specialuri gafrTxilebebi da usafrTxoebis zomebi gamoyenebisas

pataqseli unda gamoiyenon iseTi eqimis meTvalyureobiT, romelsac aqvs kibossawinaaRmdego qimioTerapiuli agentebis gamoyenebis gamocdileba. radgan SeiZleba ganviTardes momatebuli mgrZnobelobis reaqciebi, mobilizebuli unda iyos Sesabamisi aRWurviloba.  

pacientebis premedikacia sawiroa kortikosteroidebiT, antihistaminebiT da H2 receptorebis blokerebiT. (ix.4.2).

pataqselis mireba saWiroa cisplatinze adre kombinirebuli gamoyenebisas (ix.4.5)

mniSvnelovani hipersensitiurobis reaqciebi romlebic xasiaTdeba qoSinis da hipotenziiT moiTxovs mkurnalobas, angioedema da zogadi urtikaria aRiniSna im pacientebis 1%-ze naklebSi, romlebic pataqsels iRebdnen adeqvaturi premedikaciis Semdeg. es reaqciebi savaraudod histamindakavSirebulia. mwvave hipersensitiurobis reaqicebis SemTxvevaSi pataqselis infuzia unda Sewydes maSinve, unda daiwyos simptomuri Terapia da pacienti ar unda gadatvirTon preparatebiT. 
Zvlis tvinis supresia (ZiriTadad neiTropeia) aris toqsiuri manifestacia da zRudavs dozas. saWiroa sisxlis xSiri analizi. pacientebSi mkurnaloba ar unda ganaxldes sanam neitrofilebis done ar iqneba ≥1500/mm3 (≥1000/mm3 ks-s mqone pacientebisTvis) da Trombocitebis ricxvi ar iqneba ≥100000/mm3 (≥75000/mm3 ks-s mqone pacientebisTvis). kapoSis sarkomas klinikur kvlevaSi, pacientebis umravlesoba iRebda granulocituri koloniis mastimulirebel faqtors (G-CSF).

gulis gamtarobis mwavve anomaliebi aRiniSna pataqseliT monoTerapiisas. Tu pacients uviTardeba gamtareblobis mniSvnelovani anopmaliebi pataqselis miRebisas unda daiwyos adeqvaturi Terapia da saWiroa gulis monitoring pataqseliT Semdgomi Terapiisas. hipotenia, hipertenzia da bradikarida aRiniSna pataqselis miRebisas. pacientebi Cveulebriv asimptomurni arian da Cveulebriv ar saWiroeben mkurnalbas. rekomendebulia sasicocxlo funqciebis xSiri monitoring, gansakuTrebiT pataqselis infuziis pirveli saaTis ganmavlobaSi.  mwvave kardiovaskului movlenebi iyo aRniSnuli ufro xSirad pacientebSi filtvis aramcireujredovani karcinomiT vidre ZuZus an sakvercxis kibos dros. paklitaqselTan dakavSirebuli gulis ukmarisobis erTeuli SemTxveva aRiniSna SidsTan dakavSirebuli ks-s klinikur kvlevaSi. 

rodesac pataqselis gamoyeneba xdeba doqsorubicinTan an trastuzumabTan kombinaciaSi ZuZus metastazuri kibos sawyisi mkurnalobisTvis, yuradReba unda miqeces gulis funqcias. rodesac pacientebi arian pataqseliT amgvari kombinaciiT mkurnalobis kandidatebiT, maT unda gaiaron gulis Semoqmeba anamnezis, fizikuri gasinjvis, eleqtrokardiogramis (ekg), eqokardiogramis da/an MUGA skanirebis CaTvliT. monitoringi iZleva gulis disfunqciis mqone pacientebis gamovlenis saSualebas. mkurnali eqimi frTxilad unda iyos antraciklinis kumulaciuri dozis (mg/m2) Sefasebisas rodesac iRebs gadawyvetilebas  ventrikuluri funqciis Sefasebaze. rodesac gmaokvleva aCvenebs gulis fuqnciis darRvevas, asimptomur SemTxvevaSic ki, mkurnalma eqimma sifrTxiliT unda Seafasos Semdgomi Terapiis klinikuri sargebeli gulis zianTan SedarebiT, gasaTvaliswinebelia potenciurad Seuqcevadi dazianebac. Tu SemdgomSi mkurnaloba grZeldeba, gulis funqciis monitoring ufro xSiri unda iyos (mag.yovel 1-2 ciklSi). damatebiTi informaciisTvis ixileT herceptinis an doqsorubicinis SPC .

miuxedavad imisa, rom periferiuli neiropaTia xSiria, mwvave simptomebi iSviaTad viTardeba. mwvave SemTxvevebSi rekomendebulia dozis Semcireba 20%-iT (25%-iT ks-s mqone pacientebisTvis) pataqselis yvela Semdgomi kursis dros. filtvis aramcireujredovani kibos mqone da sakvercxis kiboTi daavadebul pacientebSi, romlebic mkurnaloben pirveli xaziT, ptaqselis miRebam 3 saaTiani infuziis saxiT cisplatinTan kombinaciaSi gamoiwvia neirotoqsiurobis ufro maRali sixSire vidre pacientebSi, romlebic mkurnalobdnen monoTerapiis saxiT pataqseliT an ciklofosfamidiT cisplatinTan erTad.

RviZlis dazianebis mqone pacientebSi SeiZleba gazrdili iyos toqsiurobis riski, gansakuTrebiT II-IV xarisxis mielosupresiis dros. ar arsebobs mtkicebuleba, rom pataqselis toqsiuroba izrdeba 3 saaTiani infuziis saxiT gamoyenebisas pacientebSi RviZlis funqciis zomieri dazianebiT. Tu pataqselis gamoyeneba xdeba ufro xangrZlivi infuziis saxiT, SeiZleba aRiniSnos mielosupresiis gazrda pacientebSi RviZlis funqciis saSualo an mwvave dazianebiT. pacientebis monitoringi saWiroa mielosupresiis ganviTarebis aRmosaCenad (ix 4.2). adeqvaturi monacemebi ar arsebobs dozis cvlilebis rekomendaciebisTvis pacientebSi RviZlis fuqnciis saSualo dazianebiT (ix. 5.2).
monacemebi ar arsebobs pacientebisTvis mwvave qolestaziT. pacienebi RviZlis mwvave dazianebiT ar unda mkurnalobdnen paklitaqseliT. 

radgan pataqseli Seicavs eTanols (396mg/ml), saWiroa sifrTxile centraluri nervuli sistemis mxriv da sxva gverdiTi efeqtebis gamo. 

specialri sifrTxilea saWiro pataqselis intra-arteriuli gamoyenebis Tavidan asacileblad, radgan cxovelebis kvlevebSi adgilobrivi tolerantobisas, intra-arteriuli miRebis Semdeg aRiniSnma qsovilebis mwavve reaqciebi. 

pataqseli filtvebis dasxivebasTan kombinaciaSi, qronologiis miuxedavad, SeiZleba iwvevdes intersticialur pnevmonits.

ks-s mqone pacientebSi mwvave mikoziti iSviaTia. mwvave reaqceibis ganviTarebisas paklitaqselis doza unda Semcirdes 25%-iT. 

4.5 urTierTqmedeba sxva samkurnalo saSualebebTan da urTierTqmedebis sxva formebi

paklitaqselis klirensze ar moqmedebs cimetidiniT premedikacia. 

rekomendebuli Terapiuli reJimi paklitaqselis gamoyenebisas pirveli xazis Terapiis saxiT sakvercxis kibos dros gulisxmobs pataqselis cisplatinamde gamoyenebas. rodesac pataqselis gamoyeneba xdeba cisplatinamde, misi usafrTxoebis profili iseTivea rogorc monoTerapiisas. rodesac pataqselis gamoyeneba xdeboda cisplatinis Semdeg, pacientebSi aRiniSneboda ufro Rrma mielosupresia da daaxloebiT 20%-iani daqveiTeba paklitaqselis klirebsisa. pacientebi ginekologiuri kiboTi, romlebsac mkurnaloben pataqseliT da cisplatiniT SeiZlena imyofebodnen Tirkmlis ukmarisobis ufro gazrdili riskis qveS vidre mxolod cisplatinis gamoyenebisas. 

radgan doqsorubicinis da misi aqtiuri metabolitebis gamoyofa SeiZleba Semcirdes paklitaqselis da doqsorubicinis mokle intervaliT gamoyenebisas, pataqseli ZuZus metastazuri kibos sawyisi TerapiisTvis unda gmaoiyenon doqsorubiciname 24 saaTiT adre (ix.5.2).

paklitaqselis metabolizmi nawilobriv katalizdeba citoqrom P450 izoenzimebiT CYP2C8 da 3A4. (ix.5.2). klinikurma kvlevebma aCvena, rom paklitaqselis CYP2C8 –Ti metabolizeba 6alfa-hidroqsipaklitaqselad, adamianebSi metabolizmis ZiriTadi gzaa. ketokonazolis erTdrouli gamoyeneba, romelic aris CYP3A4-is potenciuri inhibitori, ar ainhibirebs pacientebSi paklitaqselis eliminacias. aqedan gamomdinare, am samkurnalo saSualebebis erTad gamoyeneba SesaZlebelia dozis cvlilebis gareSe. sxva monacemebi paklitaqselis da CYP3A4-is sxva substretebis/inhibitorebis urTierTqmedebaze SezRudulia. aqedan gamomdinare, sifrTxilea saWiro paklitaqselis gamoyenebisas im medikamentebTan erTad, romlebic ainhibireben (mag. eriTromicini, fluoqsetini, gemfibrozili) an ainducireben (mag. rifampicini, karbamazepini, fenitoini, fenobarbitali, efivirenci, nevirapini) CYP2C8 an3A4-s.
kvlevebi kapoSis sarkomis mqone pacientebSi, romlebic iRebdnen mraval preparats, aCvenebs rom paklitaqselis sistemuri klirensi mniSvnelovnad dabali iyo nelfinaviris da ritonaviris gamoyenebisas, magram ara indinaviris gamoyenebisas. arasakmarisi informacia arsebobs proteazas sxva inhibitorebTan urTierTqmedebaze. Sesabamisad, paklitaqseli sifrTxiliT unda gamoiyenon pacientebSI, romlebic iReben proteazas inhibitorebs. 

4.6 orsuloba da laqtacia

pataqselma gamoamJRavna embriotoqsiuroba kurdRlebSi da fertiloba daaqveiTa virTxebSi. 

ar arsebobs informacia pataqselis orsul qalebSi gamoyenebis Sesaxeb. rogorc sxva citotoqsiuri preparatebis SemTxvevaSi, pataqselmac SeiZleba gamoiwvios nayofis dazianeba, amitom ukunaCvenebia orsulobis dros. qalebs unda urCion rom Tu pataqseliT mkurnalobis dros Tavidan aicilos daorsuleba, xolo orsulobis dadgomis SemTxvevaSi acnobos mkujrnal eqims. 
ucnobia gamoiyofa Tu ara paklitaqseli rZeSi. pataqseli ukunaCvenebia laqtacis dros. ZuZuTi kveba unda Sewydes Terapiisas. 

4.7gavlena avtomobilis marTvisa da meqanizmebTan muSaobis unarze

paklitaqseli ar moqmedebs am unarze. Tumca unda aRiniSnos, rom pataqseli Seicavs alcohols (ix.4.4 da 6.1).

4.8arasasurveli efeqtebi

sanam sxvagvarad ar aRiniSneba, Semdgomi diskusiebi exeba usafrTxoebis monacemTa bazas 812 pacientSi soliduri tumoriT paklitaqselis monoTerapiisas klinikur kvlevebSi. radgan ks-s mqone populacia specifiuria, specialuri Tavi, dafuZnebuli 107 pacientis kvlevaze, mocemulia paragrafis bolos. 

arasasurveli efeqtebis sixSire da simwvave zogadad SezRudulia pacientebSi, romlebic iReben paklitaqsels sakvercxis kibos, ZuZus kibos an filtvis aramcireujredovani kibos samkurnalod. aRniSnul toqsiurobebze asaki gavlenas ar axdebda. 

yvelaze xSiri mniSvnelovani arasasuerveli efeqti iyo Zvlis tvinis supresia. mwvave neiTropeia (<500ujredi/mm3) aRiniSna pacientebis 28%-Si, magram dakavSirebuli ar iyo cxelebis epizodebTan. mxold pacientebis 1%-Si aRiniSneboda mwvave neiTropenia 7 da meti dRis ganmavlobaSi. 
Trombocotopenia aRiniSna pacientebis 11%-Si. 3%-Si Trombocitebis ricxvi iyo <50000/mm3 erTxel mainc kvlevis dros. anemia aRiniSna 64%-Si, magram mwvave iyo (Hb<5mmol/l) mxolod 6%-Si. anemiis insidensi da simwvave dakavSirebulia hemoglobinis ZiriTad statusTan.

neirotoqsiuroba, gansakuTrebiT periferiuli neiropaTia aRiniSna ufro xSirad da mwvave iyo 175mg/m2-is gamoyenebisas 3 saaTiani infuziis saxiT (85% neirotoqsiuroba, 15% mwvave) vidre 135mg/m2 gamoyenebisas 24 saaTani infuziis saxiT (25% periferiuli neiropaTia, 3% mwvave). paklitaqselis cisplatinTan kombinirebisas. filtvis aramcireujredovani kkibos dros da sakvercxis kibos dros mkurnalobisas paklitaqselis 3 saaTiani infuziis saxiT romelsac moyveboda cisplatini, aRiniSna mwvave neirotoqsiurobis zrda. 
periferiuli neiropaTia SeiZleba ganviTardes pirvelikursis Semdeg da gauaresdes paklitaqselis eqspoziciis zrdasTan erTad. periferiuli neiropaTia ramdenime SemTxvevaSi iyo paklitaqselis moxsnis mizezi. sensoruli simptomebi Cveulebriv gaumjobesda an gadaiWra ramdenime Tvis Semdeg paklitaqselis moxsnidan. adre arsebuli neiropaTiebi gamowveuli wina mkuralobiT ar aris paklitaqselis gamoyenebis ukuCveneba. 
arTralgia da mialgia aRiniSna 60%-Si da mwvave iyo 13%-Si.

momatebuli mgrZnobelobis mniSvnelovani reaqicebi SesZlo fataluri gamosavliT (hipotenzia romelic saWiroebs mkurnalobas, angioedema, respiratoruli distresi romelic saWiroebs bronqodilataciur Terapias, zogani urtikaria) aRiniSna 02 (<1%) pacientSi. 34% (kursis 17%)-Si aRiniSna mcire hipersensitiurobis reaqciebi . es reaqciebi ZiriTadad siwiTle da qavili, ar moiTxovda Terapiul Carevas da saWiroa ar iyo paklitaqseliT Terapiis moxsna. 

ineqciis adgilis reaqicebi intravenuri gamoyenebis dros SeiZleba iwvevdes lokalizebul SeSupebas, tkivils, eriTemad da induracias. SemTxveviT eqstravazaciis dros SeIZleba aRiniSnos celutliti. kanis Camofcqvna aRiniSna, zogjer dakavSirebuli eqstravazaciasTan. SeiZleba ganviTardes kanis gauferuleba. iSviaT SemTxvevebSi aRwerilia kanis reaqciebis xelaxla ganiTareba eqstravazaciis adreul adgilze paklitaqselis sxva adgilas gamoyenebias –e.w “anamnezuri reaqcia”. eqstravazaciis specifiuri mkurnaloba am droisTvis ucnobia. 

qvemo cxrilSi mocemulia arasasurveli efeqtebi simwvavis miuxedavad, dakavSirebulia paklitaqseliT monoTerapiasTan 3 saaTiani infuziis gamoyenebias metastazebisas (812 pacientis mkurnaloba klinikur kvlevebSi) rogorc aRwerilia paklitaqselis post-marketinguli kvlevisas*.

qvemo CamoTvlili arasasurveli efeqtebis sixSire gansazRvrulia Semdegnairad: Zalian xSiri (≥1/10), xSiri (≥1/100, <1/10), araxSiri (≥1/1000, <1/100), iSviaTi ((≥1/10000, <1/1000), Zalian iSviaTi (<1/100000).

infeqciebi da invaziebi: Zalian xSiri: infeqica (ZiriTadad saSarde traqtis da zeda respiratuliinfeqciebi), fataluri gamosavlis aRwerili SemTxvevebiT. araxSiri: septiuri Soki. iSviaTi*:pnevmonia, perigoniti, sefsisi. 

sisxlis da limfuri sistemis darRvevevbi: Zalian xSiri: mielosupresia, neiTropenia, anemia, Trombocitopenia, leikopenia, sisxldena. iSviaTi*:febriluri neiTropenia. Zalian iSviaTi*: mwvave mieloiduri leikemia, mielodisplaziuri sindromi. 
imunuri sistemis darRvevebi: Zalian xSiri:mcire hipersensitiurobis reaqciebi (ZiriTadad siwiTle da qavili). araxSiri: mniSvnelovani hipersensitiurobis reaqicebi romlebic Terapias moiTxovs (mag.hipotenzia, angioedema, resporatoruli distresi, zogadi urtikaria, wva, zurigs tkivili, mkerdis tkivili, taqikardia, abdominuri tkivili,  kidurebis tkivili, diaforezi da hypertenzia). iSviaTi*:anafilaqsiuri reaqciebi. Zalian iSviaTi*:anafilaqsiuri Soki. 

metaboluri da kvebis darRvevebi: Zalian iSviaTi*:anoreqsia

fsiqiatriuli darRvevebi: Zalian iSviaTi*: konfuziis mdgomareoba

nervuli sistemis darRvevebi: Zalian xSiri: neirotoqsiuroba (ZiriTadad periferiuli neiropaTia).

iSviaTi*:motoruli neiropaTia (mcire distaluri sisustis gamomwvevi). Zalian iSviaTi*:avtonomiuri neiropaTia (wvevs paralizur gauvalobas da orTostazur hipotenzias), grand mal krunCxvebi, konvulsia, encefalopaTia, Tavbrusxveva, Tavis tkivili, ataqsia. 

Tvalis darRvevebi: Zalian iSviaTi*: optikuri nervis da/an vizualuri darRvevebvi (skotomata) gansakuTrbeiT pacientebSI romlebmac miiRes rekomendebulze maRali doza. 

yuris da labirinTis darRvevebi: Zalian iSviaTi*:ototoqsiuroba, smenis dakargva, yurebSi Suili, Tavbrusxveva

gulis darRvevebi: xSiri: bradikardia. araxSiri: kardiomiopaTia, asimptomuri parkuWovani taqikardia, taqikardia bigeminiiT, AV blokada da sinkope, miokardiumis infarqti. Zalian iSviaTi*: winagulebis fibrilacia, supraventrikuluri taqikardia. 

sisxlZarRvovani darRvevebi: Zalian xSiri: hipotenzia. araxSiri: hipertenzia, Trombozi, Tromboflebiti. Zalian iSviaTi*: Soki. 
respiratoruli, gulmkerdis da mediastinuri darRvevebi: iSviaT*: qoSini, plevruli efuzia, intersticialuri pnevmoniti, filtvis fibrozi, filtvis embolia, sunTqvis ukmarisoba. Zalian iSviaTi*: xvela. 

gastrointestinuri darRvevebi: Zalian xSiri: gulsireva, Rebineba, diarea, lorwovanis anTeba. iSviaTi: nawlavis obstruqcia, nawlavis perforacia, iSemiuri koliti, pankreatiti. Zalian iSviaTi: mezenteruli Trombozi, fsevdomembranuli koliti, ezofagiti, Sekruloba, asciti, neiTropeniuri koliti. 

hepato-biliaruli darRvevebi: Zalian iSviaTi: RviZlis nekrozi, RviZlismieri encefalopaTia (aRwerilia fataluri gamosavalic).

kanis da kanqveSa qsovilis darRvevebi: Zalian xSiri: alopecia. xSiri: tranzitoruli da msubuli cvlileebi frCxilebsa da kanze. iSviaTi: qavili, gamonayari, eriTema. Zalian iSviaTi: stivens-jonsonis sindromi, epideramluri nekrolizi, mravalformuli eriTema, eqsfoliaciuri dermatitis, urtikaria, onuqolizisi (pacientebi unda gaafrTxilon xelebis da fexebis dacvaze).

ZvalkunTovani da SemaerTebeli qsovilis darRvevebi: Zalian xSiri: arTralgia, mialgia. 

zogadi darRvevebi da administraciis adgilis mdgomareobebi: ineqciis adgilis reaqciebi (lokaluri SeSUpebis, tkivilis, eriTema, SemTxveviTma eqstravazaciam SeiZleba gamoiwvios celuliti, kanis fibrozi da kanis nekrozi). iSviaTi: asTenia, pireqsia, dehidracia, edema, sisuste. 

gamokvlevebi: xSiri: ast mwvave momateba, tute fosfatazas mwvave momateba. araxSiri: bilirubinis mwvave momateba. iSviaTi: sisxlSi kreatininis momateba. 

ZuZus kiboTi daavadebuli pacientebi romlebic iRebdnen paklitaqsels damatebiTi Terapiis saxiT AC mkurnalobis Semdeg, aRniSnavdnen ufro metad neirotoqsiurobas, momatebuli mgrZNobelobis reaqciebs, arTralgias/mialgias, anemias, infeciebs, cxelebas, gulsirevas/Rebinebas da diareas vidre pacientebi, romlebic itarebdnen mxolod AC mkurnalobas/ Tumca am movlenebis sixSire  SeeTavseboda paklitaqseliT monoTerapias.
kombinirebuli mkurnaloba

Semdegi ganxilva exeba or did kvlevas pirveli xazis qimioTerapiisa sakvercxis kibos dros (paklitaqseli+cisplatini: 1050 pacientSi), or III fazian kvlevas ZuZus metastazuri kibos pirveli xazis mkurnalobisas:erTi ikvlevda kombinacias doqsorubicinTan (pakltiaqseli+doqsorubicini: 267 pacienti) da meore ikvlevda kombinacias trastuzumabTan (dagegmili qvejgufis analizi, paklitaqseli+trastuzumabi: 188 pacienti) da or III fazian kvlevas filtvis aramcireujredovani kibos Sorswasuli formis samkurnalod (paklitaqseli+cisplatini: 360 pacienti) (ix.5.1).

sakvercxis kibos pirveli xazis qimioTerapiis dros 3 saaaTiani infuziiT gamoyenebisas, neirotoqsiuroba, arTralgia.mialgia da hipersensitiurobis reaqciebi aRiniSna ufro xSirad da mwvaved vidre pacientebSi, romlebic paklitaqseliT mkurnalobdnen da Semdeg irebdnen cisplatins vidre pacientebSi, romlebic iRebdnen ciklofosfamids da cisplatins. mielosupresia naklebad xSiri da mwvave iyo paklitaqselis 3 faziani infuziis gamoyenebisas cisplatinTan erTad vidre ciklofosfamidis da cisplatinis gamoyenebisas. 

ZuZus metastazuri kibos pirveli xazis qimioTerapiisas neiTropenia, anemia, periferiuli neiropaTia, arTralgia, mialgia, asTenia, cxeleba da diarea aRiniSna ufro xSirad da mwvaved vidre maSin, rodesac paklitaqseli (220mg/m2) gamoiyeneboda 3 saaaTiani infuziis saxiT 24 saaTSi doqsorubicinis miRebidan (50mg/m2) stantartul FAC TerapiasTan SedarebiT (5fu-500mg/m2, doqsorubicini 50mg/m2, cikloifosfamidi 500 mg/m2). gulsireva da Rebineba naklebad xSiri iyo paklitaqselis (220mg/m2)/ doqsorubicinis (50mg/m2) reJimisas standartul FAC reJimTan SedarebiT. kortikosteroidebis gamoyeneba SeiZleba xels uwyobdes gulsirevis da Rebinebis sixSiris da simwvavis Semcirebas paklitaqselis/doqsorubicinis jgufSi).
rodesac paklitaqseli gamoiyeneboda 3 saaaTiani infuziis saxiT trastuzumabTan kombinaciaSi ZuZus metastazuri kibos pirveli xazis qimioTerapiis dros, Semdegi movlenebi (paklitaqselTan da trastuzumabTan maTi kavSiris miuxedavad) aRiniSna ufro xSirad vidre paklitaqseliT monoTerapiisas: gulis ukmarisoba (8% da 1%), infeqcia (46% da 27%), wva (42% da 4%), cxeleba (47% da 23%), xvela (42% da 22%), gamonayari (39% da 18%), arTralgia (37% da 21%), taqikardia (12% da 4%), diarea (45% da 30%), hipertonia (11% da 3%), epistaqsisi (18% da 4%), akne (11% da 3%), martivi herpesi (12% da 3%), SemTxveviTi dazianeba (13% da 3%), uZiloba (25% da 13%), riniti (22% da 5%), sinusitis (21% da 7%), da ineqciis adgilis reaqicebi (7% da 1%). sixSiris zogierTi es gansxvaveba SeiZleba gamowveuli iyos paklitaqsel/trastuzumabiT mkurnalobis xangrZlivobis da sixSiris gazrdiT monoTerapiasTan SedarebiT. ramdenime movlena aRwerili iyo igive sixSiriT paklitaqseliT/trastuzumabiT kombinaciiT da paklitaqseliT monoTerapiisas. 
rodesac doqsorubicinis gamoyeneba xdeboda paklitaqselTan erTad ZuZus metastazuri kibos dros, gulis SekumSvis anomaliebi (≥20% Semcireba marcxena parkuWis gandevnis fraqciisa) aRiniSna 15%-Si 10%-Tan SedarebiT standartul FAC reJimTan. gulis SegubebiTi ukmarisoba aRiniSna <1%-Si orive, paklitaqsel/doqsorubicinis da standartuli FAC reJimisas. trastuzumabis gamoyeneba paklitaqselTan kombinaciaSi pacientebSi, romlebic adre mkurnalobdnen antraciklinebiT aisaxa gulis disfunqciis sixSiris da simwvavis zrdiT monoTerapiiT namkurnaleb pacientebTan SedarebiT (NYHA I/II klasi 10% da 0%, NYHA III/IV klasi 2% da 1%) da iSviaTad iyo dakavSirebuli sikvdilTan (ix. trastuzumabis produqtis maxasiaTeblebis Sejameba). yvela SemTxvevaSi am erTi gamonaklisisgan gansxvavebiT, pacientebi pasuxobdnen Sesabamis mkurnalobas. 

radiaciuli pnevmoniti aRiniSna pacientebSi romlebic itarebdnen radioTerapias. 

SidsTan dakavSirebuli kapoSis sarkoma: hematologiuri da hepatologiuri arasasurveli efeqtebisgan gansxvavebiT (ix. qvemoT), arasasurveli efeqtebis sixSire da simwvave zogadad msgavsia ks-s mqone pacientebsa da pacientebSi, romlebic itareben paklitaqseliT monoTerapias sxva soliduri tumorebisas, romelic dafuZnebulia 107 pacientis klinikur kvlevaze. 

sisxlis da limfuri sistemis darRvevebi: Zvlis tvinis supresia iyo ZirTadi dozis SemzRudavi toqsiuroba. neiTropenia aris yvelaze mniSvnelovani hematologiuri toqsiuroba. mkurnalobis pirveli kursis ganmavlobaSi, mwvave neiTropenia (<500 ujredi/mm3) romelic ganviTarda pacientebis 20%-Si. mkurnalobis Sua periodSi, aRiniSna mwvave neiTropenia 39%-Si. neiTropenia aRiniSneboda >7 DDdRe 41%-Si da 30-35 dRe 8%-Si. is moixsna 35 dReSi yvela pacientSi. meoTxe xarisxis neiTropeniis insidensi 7 an meti dRis ganmavlobaSi iyo 22%.
neiTropeniuri cxeleba dakavSirebuli paklitaselTan aRiniSna 14%-Si da 1.3%-Si mkrunalobis ciklisa. iyo 3 septiuri epizodi (2.8%) paklitaqselis miRebisas, romelic iyo fataluri. Trombocitopenia aRiniSna pacientebis 50%Si, da iyo mwvave (<50000ujredi/mm3) 9%-Si. mxolod 14%-Si aRiniSna Trombocitebis raodenobis daqveiTeba <75000ujredi/mm3-mde, mkurnalobis periodSi erTxel mainc. paklitaqselTan dakavSirebuli sisxldenis epizodebi aRiniSna <3%-Si, magram hemoragiis epizodebi iyo lokalozebuli. 

anemia (Hb<11g/dl) aRiniSna 61%-Si da iyo mwvave (Hb<8g/dl) 10%-Si. wiTeli ujredebis gadasxma saWiro gaxda 21%-Si.

hepato-biliaruli darRvevebi: pacientebSi (>50% progeazas inhibitorebiT namkurnalebi) RviZlis normaluri funqciiT 28%, 43% da 44-Si aRiniSna bilirubinis, tute fosfatazas da ast momateba. yvela am SemTxvevaSi zrda mwvave iyo 1%-Si.
4.9 Warbi dozireba

paklitaqselis Warbi dozirebisTvis antidoti ar arsebobs. pirveladi garTulebaa Zvlis tvinis supresia, periferiuli neiropaTia da mukoziti. 

5.farmakologiuri maxasiaTeblebi

5.1farmakodinamiuri maxasiaTeblebi

farmakoTerapiuli jgufi/aTq kodi: citostatikuri agenti, L01CD01
paklitaqseli aris axali antimikrotubuluri agenti, romelic xels uwyobs mikromilakebis Sekrebas tubulinsi dimerebidan da astabilizebs mikromilakebs depolimerizaciis saSualebiT. es stabiloba aisaxeba normaluri dinamiuri reorganizaciis inhibirebiT mikromilakebis qselSi, romelic aucilebelia vitaluri interfazisa da mitozuri ujredebis funqcionirebisTvis. damatebiT, paklitaqseli ainducirebs mikrotubulebis aranormalur masas ujredis ciklSi da mikrotubulebis mravlobiT varskvlaves mitosis dros.
sakvercxis kibos pirveli xazis mkurnalobisas pakltaqselis usafrTxoeba da efeqturoba or didi randomizebul kontrolirebad kvlevaSi (ciklofosfamidis 750mg/m2+cisplatini 75mg//m2 TerapiasTan SedarebiT). kvlevaSi (BMS CA 139-209) 650 pacientisa IIb-c, III an IV stadiisa sakvercxis pirveladi karcinomisa, pacientebi iRebdnen paklitaqseliT mkurnalobis maqsimum 9 kurss (175mg//m2  3saaTiani infuziis saxiT), rasac moyveboda cisplatini (75mg//m2) an kontrolirebuli mkurnaloba. sxva did kvlevaSi (GOG 111/B-MS CA 139-022), Sefasda maqsimum 6 kursi paklitaqselis (135mg//m2, 24 saaTiani infuziis saxiT), romelsac axlda cisplatini (75mg//m2) an kontrolirebuli mkurnaloba 400 pacientSi sakvercxis pirvelaikibos III/IV stadiiT, >1sm rezidualuri daavadebiT sawyisi laparatomiis Semdeg, an distanciuri metastazebiT. Tumca pakltiaqselis ori gansxvavebuli dozireba erTmaneTisTvis ar SeudarebiaT, orive kvlevaSi pacientebs, romlebic mkurnalobdnen paklitaqselis da cisplatinis kombinaciebiT aRiniSneboda pasuxis mniSvnelovnad maRali sixSire, progresirebis ufro didi dro da xangrZlivi gadarCenis periodi standartul TerapiasTan SedarebiT. gazrdili neirotoqsiuroba, arTralgia/mialgia magram Semcirebuli mielosupresia aRiniSneboda sakvercxis Sorswasuli kibos dros pacientebSi, romlebic iRednen paklitaqsrel/cisplatinis 3 saaTian infuzias im pacientebTan SedarebiT, romlebic iRebnen ciklofosfamids/cisplatins. 
ZuZus kibos damatebiTi Terapiisas, 3121 pacienti kvanZ dadebiTi ZuZus kiboTi mkurnalobda paklitaqseliT an ara qimioTerapiiT doqsorubicinis da ciklofosfamidis 4 kursis Semdeg (CALGB 9344, BMS CA 139-223). saSualo Semdgomi periodi iyo 69 Tve. paklitaqseliT namkurnaleb pacientebs aReniSnebodaT daavadebis recidivis riskis Semcireba 18%-iT im pacientebTan SedarebiT, romlebic iRebdnen mxolo AC Terapias (p=0.0014) da sikvdilis Semcireba 19%-iT im pacientebTan SedarebiT, romlebic iRebdnen mxolo AC Terapias. retrospeqtuli analizebi aCvenebs sargbels yvela pacientSi. pacientebSi hormone negatiuri/ucnobi simsivneebiT, daavadebis recidivis riskis Semcireba iyo 28% (95%CI: 0.59-0.86). pacientebis qvejgufSi hormon pozitiuri simsivneebiT, daavadebis recidivis riski Semcirebuli iyo 9%-iT (95%CI: 0.78-1.07). Tumca kvlevis dizaini ar iTvaliswinebda gafarToebuli AC Terapiis efeqti 4 ciklze didxans. ar SeiZleba mxolod am kvlevis safuZvelze gamoiricxos rom aRniSnuli efeqtebi SeiZleba nawilobriv gamowveuli iyos qimioTerapiis xangrZlivobis gansxvavebiT sxvadasxva mxarSi (AC 4 cikli; AC+paklitaqselis 8 cikli). aqedan gamomdinare, paklitaqseliT damxmare mkurnaloba unda ganixilon rogorc gaxangrZlivebuli AC Terapiis alternative.
meore did klinikur kvlevaSi ZuZus kibos kvanZdadebiTi kibos damxmare Terapiisas, igive modeliT, 3060 pacienti iyo randomizebuli iReba an ara paklitaqselis 4 kurss maRali doziT (225mg/m2) 4 AC kursis Semdeg (NSABP B-28, BMS CA 139-270). saSualo Semdgomi peridis 64 Tvis xangrZlivobiT, paklitaqseliT namkurnaleb pacientebSi aRiniSneboda daavadebis recidivis riskis ufro maRali Semcireba 17%-iT im pacientebTan SedarebiT romlebic mxolod AC GTerapias iRebdnen (p=0.006). paklitaqseliT mkurnalona asocirebuli iyo sikvdilis riskis SemcirebiT 7%-iT (95%CI: 0.78-1.12). yvela analizis mixedviT upiratesoba eniWeboda paklitaqselis xazs. am kvlevaSi pacientebSi hormone receptor dadebiTi simsivneebiT aRiniSneboda daavadebis recidivis Semcireba 23%-iT (95%CI: 0.6-0.92). pacientebis qvejgufSi hormone negatiuri simsivneebiT daavadebis recidivis riski mcirdeboda 10%-iT (95%CI: 0.7-1.11). 
ZuZus metastazuri kibos pirveli xazis mkurnalobisas, paklitaqselis efeqturoba da usafrTxoeba Sefasda or centralur, III fazian, ranomizebul, kontrolirebul kvlevaSi, pirvel kvlevaSi (BMS CA 139-278), bolusuri doqsorubicinis (50mg/m2) da 24 saaTis Semdeg paklitaqselis kombinacia (220mg/m2 3 saaTiani infuziis saxiT) (AT), Sedarebuli iyo standartul FAC reJimTan (5-fu 500mg/m2, doqsorubicini 50mg/m2, ciklofosfamidi 500 mg/m2,) orives miReba xdeboda yovel sam kviraSi 8 kursis ganmavlobaSi. am randomizebul kvlevaSi, aRricxuli iyo 267 pacienti ZuZus metastazuri kiboTi, rolebsad adre Catarebuli qondaT qimioTerapia an mxolod ara-antraciklinuri qimioTerapia damxmare saxiT. Sedegebma aCvena mniSvnelovani gansxvaveba progresirebis droebs Soris pacientebSi, romlebic iRebdnen AT Terapias da pacientebSi, romlebic iRebnen FAC reJims (8.2 da 6.2 Tve p=0.029). gadarCenis saSualo sixSire upiratesi iyo paklitaqselis/doqsorubicinis gamoyenebisas vs FAC (23.0 vs 18 Tve, p=0.004). AT da FAC mkurnalobaSi 44% da 48% iRebda Semeg qimioTerapias taqsanebis CaTvliT 7% da 50%. saerTo pasuxis sixSire agreTve mniSvnelovnad maRali iyo AT dros FAC-Tan SedarebiT (68% vs 55%). sruli pasuxi nanaxi iqna pakliteqseli/doqsorubiciniT namkurnalebi pacientebis 19%-Si da FAC namkurnalebi pacientebis 8%-Si. efeqturobis yvela Sedegi damowmebuli iyo brma damoukidebel gadaxedviT. 
meore centralur kvlevaSi, Sefasebuli iyo paklitaqselis da gerceptinis kombinaciis efeqturoba da usafrTxoeba dagegmil qvejgufis analizSi (ZuZus metastazuri kibos mqone pacientebi, romlebic adre iRebdnen damxmared antraciklinebs) HO648g kvleviT. herceptinis eeqturoba paklitaqselTan kombinaciaSi im pacientebSi, romlebsac adre miRebuli ar qondaT damxmare antraciklinebi damtkicebuli ar yofila. trastuzumabis (4mg/kg datvirTvis doza da Semdeg 2mg/kg yovelkviraSi) da paklitaqselis (175mg/m2) kombinacia 3 saaTiani infuziis saxiT sam kviraSi erTxel Seadares 188 pacientSi ZuZus metastazuri kiboTi HER2 Warb eqspresias (2+ an 3+ gazomili imunohistoqimiiT), romlebic adre mkurnalobdnen antraciklinebiT. paklitaqselis miReba xdeboda 3 kviraSi erTxel mimumum 6 kursiT, trastuzumabis gamoyeneba ki xdeboda yovelkvireulad daavadebis progresirebamde. kvlevam aCvena mniSvnelovani sargebeli paklitaqselis/trastuzumabis kombinaciisa daavadebis progresirebis dros (6.9 da 3.0 Tve), pasuxis sixSirisas (41% da 17%), pasuxis xangrZlivobisas (10.5 da 4.5 Tve) mxolod paklitaqselTan SedarebiT. yvelaze mniSvnelovani toqsiuroba paklitaqselis/trastuzumabis gamoyenebisas iyo gulis disfunqcia (4.8).

filtvis aramcireujredovani Sorswasuli kibos mkurnalobisas, pakltiaqseli 175mg/m2-s gamoyenebas axlda cisplatini 80 mg/m2 , es Sefasda or III fazian kvlevaSi (367 pacieti paklitaqselis Semcvel reJimebze). orive kvleva iyo randomizebuli. erT kvelvaSi gamoiyenes cisplatini 100mg/m2, meoreSi teniposidi 100mg/m2 rasac axlda cisplatini 80 mg/m2  Semadareblis saxiT (367 pacienti Semadarebelze). Sedegebi orive kvlevaSi msgavsi iyo. pirveladi gamosavlisTvis, sikvdilobisTvis ar iyo mniSvnelovani gansxvaveba pakltiaqselis Semcvel reJimsa da Semadarebels Soris (gadarCenis saSualo dro 8.1 da 9.5 Tve paklitaqselis Semcveli reJimisas, 8.6 da 9.9 Tve Semadareblisas).  amis msgavsad, progresis gareSe gadarCenis dro mniSvnelovnad ar gansxvavdeboda kvlevebSi. mniSnvelovani upiratesoba iyo klinikuri pasuxis sixSireSi. sicocxlis xarisxis Sedegebi ukeTesia paklitaqselis Semcveli reJimisas periferiuli neiropaTiis dabali sixSiris gamo (p<0.008).
SidsTan dakavSirebuli kapoSis sarkomis mkurnalobisas, paklitaqselis efeqturoba da usafrTxoeba gamoikvlies araSemadarebel kvlevebSi, pacientebSi Sorswasuli kapoSis sarkomiT, romlebic adre mkurnalobdnen sistemuri qimioTerapiiT. pirveladi dasrulebis wertili iyo simsivnis saukeTeso pasuxi. 107 pacientidan 63 rezistentuli iyo liposomuri antraciklinebis mimarT. es qvejgufi savaraudod Seadgens gulius efeqturobis populacias. saerTo warmatebis sixSire (sruli/nawilobrivi pasuxi) mkurnalobis 15 ciklis Semdeg iyo 57% (CI 44-70%) liposomuri antraciklinebisadmi rezistentul pacientebSi. pasuxebis 50%-ze meti cxadi gaxda pirveli 3 ciklis Semdeg. liposomuri antraciklinebisadmi rezistentul pacientebSi, Sedegi SedarebiTi iyo pacientebisTvis, romlebsac arasdros ar qondaT miRebuli proteazas inhibitorebi (55.6%) da im pacientebSi, romlebsac miRebuli qondaT erTi proteazas inhibitori paklitaqseliT mkurnalobamde 2 TviT adre (60.9%), daavadebis progresirebis saSualo dro gulis populaciaSi iyo 468 dRe (95%CI 257-NE). saSualo gadarCenis daTvla ver moxerxda, magram yvelaze dabali 95% kavSiri iyo 617 dRe gulis pacientebSi.

5.2 farmakokinetikuri maxasiaTeblebi

intravenuri miRebis Semdeg. paklitaqseli amJRavnebs bifazuri daqveiTeba plazmuri koncentraciisa.

paklitaqselis farmakokinetika ganisazRvra 3 da 24 saaTiani infuziis Semdeg doziT 135 da 175mg/m2. saSualo terminaluri naxevarsicocxlis periodi meryeobs 3.0-dam 52.7 saaTamde da gulisxmobs aradayofil (nawilobriv) gamoyofas, sxeulis sruli klirensi meryeobda 11.6-24.0l/sT/m2-mde. sxeulis sruli klirensi qveiTdeboda paklitaqselis maRali plazmuri kontentraciebisas. saSualo myari ganawilebis moculoba meryeobda 198-688l/m2 Soris, miuTiTebda intensiur eqstravaskulur ganawilebas da/an paklitaqselis qsovilebTan kavSirs. 3 saaTiani infuziisas, gazrdili dozebi aisaxeboda araxazovani farmakokinetikiT. 135mg/m2-dan dozis 175mg/m2-mde gazrdisas Cmax da AUC gaizarda 75 da 81%-iT. 
100mg/m2 dozis intravenuri miRebidan, 3 saaTiani infuziis saxiT 19 ks-s mqone pacientSi, saSualo Cmax iyo 1530ng/ml (761-2860ng/ml) da saSualo AUC 5619ng.sT/ml (2609-9428 ng.sT/ml). klirensi iyo 20.6l/sT/m2 (11-38) da ganawilebis moculoba iyo 291 l/m2 (121-638). terminaliuri Sefasebisas naxevargamoyofis periodi iyo saSualod 23.7 saaTi (12-33).

pacientis sistemuri eqspoziciis pacientSi variabeloba iyo minimaliuri. ar arsebobs paklitaqselis akumulaciis mtkicebuleba mravlobiTI miRebisas. 

in vitro kvlevebSi adamianis Sratis cilebis kavSirisa gamoCnda, rom saSUalod 89-98% SekavSirebulia. cimetidinis, ranitidinis, deqsametazonis an difenhidraminis gamoyeneba ar moqmedebs paklitaqselis cilebTan SekavSirebaze. paklitaqselis ganawileba adamianebSi srulad Sefasebuli ar aris. ucvleli preparati SardSi gamoyofis saSUalo moculoba meryeobs dozis 1.3-dan 12.6%-mde, rac miuTiTebs intensiur araTirkmlismier klirensze. RviZlSi metabolizmi da biliaruli klirensi SeiZleba ar warmoadgendes paklitaqselis ganawilebis mTavar meqanizms. paklitaqseli metabolizdeba ZiriTadad citoqrom P450 enzimebiT, radiomarkirebuli paklitaqselis miRebis Semdeg, saSualod ganavalSi gamoiyo radioaqtivobis 26.2 da 6% 6alfa-hidroqsipaklitaqselis saxiT. 3’p-hidroqsipaklitaqseli da 6alfa-hidroqsipaklitaqseli. am hidroqsilebuli metabolitebis warmoqmna katalizdeba CYP2C8, -3A4, -T da oriveTi erTad. Tirkmlis an RviZlis disfunqciis efeqti paklitaqselis ganawilebaze 3 saaTiani infuziis Semdeg gamokvleuli ar aris. erTi pacientidan miRebuli farmakokinetikis monacemebi, romelic imyofeboda hemodializze da iRebda paklitaqselis 3 saaTian infuzias 135mg/m2 doziT iyo aradializze myofi pacientis monacemebis farglebSi. 

klinikur kvlevebSi sadac paklitaqselis da doqsorubicini erTad gamoiyeneboda, doqsorubicinis da misi metabolitebis ganawileba da eliminacia iyo gaxangrZlivebuli. doqsorubicinis plazmaSi saerTo gamoyofa iyo 30%-iT maRali rodesac paklitaqselis miRebas ucbad moyveboda doqsorubicini, vidre preparatebs Soris 24 saaTiani intervalisas.

sxva TerapiebTan kombinaciaSi paklitaqselis gamoyenebisa, gTxovT gadaxedoT cisplatinis, doqsorubicinis an trastuzumabis produqtis maxasiaTeblis Sejamebas, am medikamentebis gamoyenebisTvis. 

5.3 preklinikuri usafrTxoebis monacemebi

paklitaqselis karcinogenuri potenciali gamokvleuli ar aris. Tumca paklitaqseli aris potenciurad karcinogenuri da genotoqsiuri agenti, dafuZnebuli mis farmakodinamiur moqmedebaze. paklitaqseli ar amJRavnebda mutagenobas ZuZumwovrebis kvlevisas in vitro da in vivo.

6. farmacevtuli Taviseburebebi

6.1 Semavseblebis sia

makrogolglikolis ricinoleati, eTanoli uwylo, anhidruli limonmJava. 

6.2 SeuTavsebloba

polioqsilTilebuli abusalaTinis zeTi SeiZleba aixaxos DEHP-(di-eTilheqsil)fTalati) datutianebiT plastiuri polivinil qloridis (PVC) konteinerebSi, im doneze, rom izrdeba dro da koncentracia. Sesabamisad, ganzavebuli pataqselis damzadeba, Senaxva da miReba unda moxdes ara PVC Semcvel aRWurvilobaSi. 
6.3 Senaxvis vada

2 Tve.

ganzavebuli xsnarebi: 

≤ 25°C an 2-8°C

7 dRe deqstrozis 5% xsnarSi ganzavebisas an

14 dRe natriumis qloridis 0.09%ian saineqcio xsnarSi ganzavebisas.

6.4 specialuri usafrTxoebis zomebi Senaxvisas

inaxeba 25°C –ze dabal temperaturaze

inaxeba originalur SefuTvaSi sinaTlisgan dacvisTvis. 

gayinva cudad ar moqmedebs produqtze.

ganzavebuli xsnarebi: ix.paragrafi 6.3

6.6 specialuri usafrTxoebis zomebi ganadgurebisa da sxvagvarad SenxvisTvis

Senaxva: rogorc yvela antineoplaziuri agentebisas, sifrTxilea saWiro pataqselis Senaxvisas. ganzaveba unda moxdes aseptiur pirobebSi trenirebuli personalis mier dezinficirebul garemoSi. adeqvaturi damcavi xelTaTmanebis tarebaa saWiro. usafrTxoeba unda daicvan kanTan da lorwovan garsebTan kontaqtis asacileblad.  kanTan kontaqtisas, RniSnuli ubani unda daibanon sapniT da wyliT. adgilobrivi gamoyenebis Semdeg, yurebSi xmauri, wva da siwiTle aRiniSna. lorwovan garsebTan kontaqtisas, saWiroa saswrafo garecxva wyliT. inhalaciisas, qoSini, gulmkerdis tkivili, yelis wva da gulisreva aRiniSna. 
gauxsneli flakonebis gayinvisas, SeiZleba aRiniSnos daleqva, romelic gaiwoveba oTaxis temperaturisas. produqtis xarisxi ar ziandeba. Tu xsnari rCeba mRvrie an gauxsneli naleqebi warmoiqmneba, flakonebi unda gadaagdon.

nemsiT mravlobiTi Cxvletisas da produqtis gamoyofisas, pataqselis flakonebi mikrobiologiurad, qimiurad da fizikurad stabiluri rCeba 28 dRemde 25°C-mde. sxva Senaxvis droebi da pirobebi momxmareblis pasuxismgeblobis qveSaa.

“qimiuri ganawilebis wveti” ar unda gamoiyenon radgan SeiZleba gamoiwvios flakonis kolafsi, SigTavsis sterilobis dakargviT. 

momzadeba intravenuri miRebisTvis: infuziamde, pataqseli unda ganazavon aseptiur pirobebSi natriumis qloridis 0.9%iani saineqcio xsnariT, deqstoris 5%iani saineqcio xsnariT an deqstrozis 5%iani da natriumis qloridis 0.9%iani xsnariTm an deqstrozis 5%iani da ringeris xsnariT, saboloo koncentraciamde 0.3-1.2mg/ml-mde.

qimiuri da fizikuri gamoyenebis stabiloba sainfuziod gamzadebuli xsnarisa gamovlinda 5 da 25°C-ze 7 dRis ganmavlobaSi deqstrozis 5%ian xsnarSi ganzavebisas da 14 dRis ganmavlobaSi natriumis qloridis 0.9%ian xsnarSi ganzavebisas.

mikrobiologiuri TvalsazridiT, produqti unda gamoiyenon maSinve. TU gamoyeneba maSinve ar xdeba, gamoyenebisas Senaxvis dro da pirobebi momxmareblis pasuxismgeblobis qveSaa da normaSi ar unda aWarbebdes 24 saaTs 2-8°C-ze. sanam ganzaveba ar moxdeba kontrolirebul aseptiur pirobebSi.
xsnaris ganzavebis Semdeg igi gankuTvnilia mxolod erTjeradi gamoyenebisTvis. 

damzadebisas, xsnarebi SeiZleba iyos bundovani, rac ar qreba filtraciiT. pataqselis gamoyeneba unda moxdes xazovani filtriT mikrokorpusuli membraniT ≤0.22um. potencialis mniSvnelovani dakanargi ar aRiniSna xsnaris intravenuri Seyvanisas xazovani filtris saSualebiT.

aRiniSna pataqselis infuziis dros daleqvis iSviaTi SemTxvevebi, Cveulebriv 24 saaTiani infuziis dasrulebisas. Tumca daleqvis mizezi axsnili ar aris, is savaraudod dakavSirebulia ganzavebuli xsnaris supersaturaciasTan. daleqvis riskis Sesamcireblad, pataqseli unda gamoiyenon ganavebidan rac SeiZleba Cqara da Tavidan unda aicilon gadaWarbebuli vibracia an kankali. infuziis adgilebi unda damuSavdes gamoyenebamde. infuziisas, xsnaris aRweriloba unda iyos regularulad Semowmebuli da infuzia unda Sewydes daleqvis gamovlenisas.
DEHP-s mimarT pacientis eqspoziciis minimaliaciisTvis, romelic SeiZleba aRiniSnos plastiur PVC infuziis flakonidan, badidan an sxva samedicino instrumentidan, pataqselis ganzaebuli xsnari unda Seinaxon ara PVC flakonebSi (minis, polipropilenis) an plastiur CanTebSi (pilipropileni, polielofini) da gamoyeneba unda moxdes polieTilen-xazovan miRebis badiT. filtrebis gamoyeneba (mag.IVEX-2) romelic aerTianebs Sida da/an gareTa plastizebul PVC tubebs ar aisaxa DEHP mniSvnelovan datutianebaSi. 
ganawileba: damzadebisTvis, miRebisTvis  gamoyenebuli yvela saSualeba unda gadiodes ganawilebas lokaluri gaidlainebis mixedviT citotoqsiuri SenaerTebis gamosayeneblad.

7.marketingis uflebamosilebis mflobeli

vianeqs s.a-tatoius quCa., 14671 nea eriTria

tel.:0030 210 800 9111

8.marketingis uflebamosilebis ricxvi (ebi)

9. uflebamosilebis/ganaxlebis TariRi

10.teqstis Semowvmebis TariRi
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