THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

IIPAKCBAUHII®

(PRAXBIND®)

Cknao:

ditoua pevosuHa: imapyuusymao;

1 M7 po3uuHy O iH'ekmin/indys3ii MicTuts 50 Mr igapyuusymady;
1 dbnaxon (50 Mn po3YuHy) MiCTUTH 2,5 T ifapyiu3ymaly;

[mapynm3ymab Bupo6iseThcs 3a TexHonorielo pekoMbinanTHoi [THK i3 BUKOpUCTaHHAM OBapialbHUX
KJIITUH KUTAaWChKOTO XOM JYKa.

donomidcHi peyoguHU: HATPIlO alleTaT, TPUTIgpaAT; KUCIIOTa OIITOBA; copbiT; momicopbat 20; Boga mns
iH’ex1in.

1 dbnaxon (50 Mn po3YKHy) MiCTUTH 2 T copOiTy i 25 Mr HaTpiio (AuB. po3min «OcobIuBOCTI
3aCTOCYBaHHS»).

Jlikapcbka popmMa. Po3uuH a4 iH’ekuii/indy3in.

OcHosHi ¢izuko-xiMiyHi 8aacmusocmi: 6e36apBHUM ab0 371eTKa XKOBTYBATOI'0 KOJILOPY, ITPO30puit abo
3JIeTKa OIaJIeCIeHTHUY PO3YHUH.

dapMakoTepaneBTHYHA rpyna. AHTUIOTH.

Kom ATX VO3A B37.

dPapmakono2iuHi e1acmueocmi.
dapmakoOuHamika.
MexaHniaMm mii

Imapyuun3ymab € crmernudivyHUM peBEPCUBHUM areHToM OJis mabiraTpany. Bin siBnsie co6010 ¢pparMeHT
MOHOKJIOHA/IbHUX aHTUTIN mogunu (Fab), skuit 3B’s13yeThes 3 mabiraTpaHoM 3 qyKe BHCOKOIO



criopigHeHicTio, mpubau3Ho B 300 pasiB BUIOIO, HiXK 3B’g3yi04a CIIOPigHEHICTh mabiraTpaHy oo
TpoMOiny. [I71s1 KoMIIeKCy imapynusymab-mabiraTpan XxapaKTepHi IIBUKA Peakilis Ta Jyxe
TIOBITbHUYM PO3Iaf, pe3yIbTaToOM SKOTO € YTBOPEHHS AykKe cTabiIbHOro KoMIIekcy. Inapynusymad
CHUJIBHO i crieruivHo 3B’I3yEThCS i3 mabiraTpaHoM i #ioro MeTtabosiTaMu Ta HeUTpami3ye ixHil
QHTUKOATYJITHTHUU e(eKT.

KrniniyHa ebeKTHBHICTh Ta Oe3meka

HocmimKyBaHa MMOMYJISIlis MaIlieHTiB BKIII0Yasla 3M0POBUX JOOPOBOJIBIIB Ta MAI[iEHTIB 3 0COONMUBUMU
XapaKTepHUCTUKaMM, TaKUMU K BiK, Maca Tijla, paca, CTaTh i HAIBHICTb IOPYILIEHHSA QYHKII1 HUPOK.
[Tig gac 1ux gocmigXKeHb fiana3oH [03 imapyuu3ymaly cTaHoBUB Bif 20 M 1o 8 T, a 4ac IpoBeNeHHS
ingysii - Big 5 xBunuH g0 1 roguHM.

Pemnpe3eHTaTHBHI 3HaYeHHS (papMaKOKiHETUYHUX Ta apMaKOAMHAMIUHUX ITapaMeTpiB Oyiu
BCTaQHOBJIEHI ¥ 3M0POBUX NOOPOBOJIBIIIB BiKOM Bif 45 10 64 POKiB, SIKi 0OTpUMyBaiu 5 T ifapyuusymaoy.

Y pmocnigxeHH] M0N0 JIIKyBaHHSA JOPOCIIUX ITALli€HTIB IIPX 3arp0o3i HEKOHTPOJILOBAHUX YU
HeOe3MmeYHUX [JIS XKUTTS emi30/IiB KpoBoTedi (rpyna A) Ha ¢oHi 3acTocyBaHHS gabiraTpaHy abo y
pa3i BUHUKHEHHS HeoOXiMHOCTI HeBigK/IaHOI onepallil 4 eKCTPeHUX MaHinynsauii (rpyma B)
TIEPBUHHOIO KiHIIEBOIO TOUKOIO OYB MaKCHMaJIbHUH BiICOTOK HeMTpasi3alii aHTUKOaryIsTHTHOTO
edekTy mabiraTpaHy mpoTaroMm 4 roguH Iicig 3aCTOCYBaHHS imapyur3ymMaly Ha OCHOBi 3HaUeHb
po3BefeHoro TpoMbiHOBOro Hacy (pTY) abo ekapuHOBOro Yacy 3ropTtaHHsa KpoBi (E43K),
BCTaQHOBJIEHUX Yy LIeHTPaJbHiK 1abopaTopii. KInio9oBo0 BTOPUHHOIO KiHIIEBOIO TOUKOIO OyII0
BiTHOBJIEHHS reMOCTa3y.

PesynbraTty KiiHiuHOrO mocnigxeHHs mopo 503 namierTiB: 301 malieHT i3 cepiio3HOI0 KPOBOTEUEI0
(rpyna A) ta 202 mauieHTH, SKi BUMarajayd eKCTpeHUX MaHINyIALii/Xipypriyuux onepanii (rpyna B).
[Tpu6nM3HO NOJIOBUHA 3 LIMX IMAlli€HTiB B KOXHiN rpymi Oysa vonosivoi ctati. CepenHiil BiKk CTaHOBUB
78 POKiB, a cepenHill KJIipeHc KpeaTuHiHy - 52,6 mi/xB. 61,5 % nauienTis y rpymi A ta 62,4 %
nalieHTiB y rpymi B orpuMyBanu gabiraTpas B go3i 110 mr fBidi Ha mo06y.

HediTpanizalis Mormia OyTH OlliHEeHA Ti/IbKY AJIST TUX IMAIliEHTIB, Y KOTO OyB IOJOBXKEHUHN Yac
KOaryJsiiii 7o mo4yaTKy Teparii igapyuusymaboM. Y 6inbIocTi maifieHTiB y rpymnax A Ta B
BifI3Hayasiach ITOBHA HeMTpasi3alis aHTUKOoaryIsaHTHOTo edekTy gabiratpany (pTY 98,7 %; E43K
82,2 %; AYTY 92,5 % y ouiHeHUX MallieHTiB 000X IpyM) y nepiti 4 TOOUHY Mic/ig BBeIeHHS 5 T
imapymu3ymaby. He#iTpanisyouuit epekt OyB 0UeBUIHUM Ofpa3y IiCJs 3aCTOCYBaHHS.

BigHoBneHHS remocTta3sy O6yno gocsaruayTo y 80,3 % obcTexXeHux MalieHTiB, SKi Malu 3HAYHY
KpOBOTEeUy, a HOpMaJIbHUM reMocTas crnocTepirascs v 93,4 % nauieHTis, ki moTpedyBanu eKCTPeHuX
MaHINyIALiN.

3 ycix 503 manienTi 101 mauieHT moMep; KOXHa 3 IIUX cMepTel Moria 6yt abo yCKIagHEHHIM
OCHOBHOT'O CTaHy, ab0 IOB’sI3aHOI0 i3 CyNyTHIMU 3aXBOpPIOBaHHIMU. BinMiueHo TpoMOoTHYHI
yCcKiafiHeHHs ¥ 34 xBopux (23 3 34 mallieHTiB He OTPUMYBaId aHTUTPOMOOTUYHY Teparlliio [
JiKyBaHHS YCKIagHEHHS), 1 B KOXKHOMY 3 LIMX BUMAAKiB TPOMOOTHYHI SIBUI[A MOXKHA PO3TJIANATH K
YCKJIagHEHHS OCHOBHOI'O 3aXBOPIOBaHHA NallieHTa. [10BiqoMIAIO0Ch IPO MOMipHI CUMIITOMHI
HiBUIIEHO] TiepYyTIUBOCTI (IUXOMaHKY, 6pOHX0CIIa3M, TilepBeHTUIIALII0, BUCHII i CBepOixK).
[TpuuKMHHO-HACTIAKOBUH 3B’30K MiX BBeNEHHAM ifapyunu3ymaby i moOiYHMME peaKlisiMu He MOXe
OyTH BCTAaHOBJIEHUM.

BnnuB Ha dapMakoguHaMiKy

dapmakoprHaMika imapynuusymaly micis BBeeHHs mabiraTpaHy eTeKcuaaTy BuB4Yanachk y 141



nalieHTa Iif 4ac gociigkeHs ¢as3u 1. Pe3ynbTaTy OPiBHIOBANIX 3 pe3yabTaTaMu y
perpe3eHTaTUBHIN Migrpymi 3 6 3M0PoBUX MOOGPOBOIBIIIB BiKOM Bif 45 M0 64 POKiB, SKi OTPpUMYBaIu
mo3y 5 I IMIJIIX0M BHYTPIITHbOBeHHOI iHQy3ii. CepemHs mikoBa eKCIo3ullis gabdiratpany y
IOCTiAXKyBaHUX 3M0POBUX NOOPOBOJIBINB CIIOCTepiranach B miama3oxi 150 Mr mabiraTpaHy eTeKCUIATY
nBigi Ha moOY.

Bnaue idapyyudymaby Ha ekcno3uyito ma aHmukoazyaiHmuy 0ito dabizampaHy

Ompasy micns BBeoeHHS imapyuu3ymMaly 71a3MoBi KOHIIEHTpallii He3B s13aHOT0 mabiraTpany
3HU3UIUCH Oinbil HixK Ha 99 %, Mo piBHIB, Ipu AKUX He OyJI0 MPOSBIB aHTUKOATYISTHTHOI [ii.

Y GinpImocTi mamieHTiB crocTepiranacs TprBaia 3MiHa KOHIIEHTpallii jabiraTpaHy B Ij1a3Mi KpoBi
npotarom 12 rogus (= 90 %). V miprpymni mami€eHTiB criocTepiranocs: BifTHOBIEHHS I1JIa3MOBUX PiBHIB
He3B’s13aHoro fabiraTpaHy Ta ogHOYacHe 30ilblIeHHS Yacy 3TOPTaHHS KPOBi, KMOBIPHO, B pe3yybTaTi
nepepo3mnopiny gabiratpany 3 nmepudepii. Lle BigbyBanocs yepe3 1-24 romuHM MiC/Is 3aCTOCYBAHHS
imapyuu3ymaly, TOJIOBHUM YHHOM ¥ MOMEHT dacy = 12 rof.

abiraTpaH IIPOJIOHTYE Yac 3rOPTAHHS MapKepiB KoaryisiiiHol akTUBHOCTI, a caMe: PO3BEeHOI0
TpoMObiHoBOr0 Hacy (pTY), TpombiHoBorO yacy (TH), akTUBOBAaHOTO YaCTKOBOT'O TPOMOOIIIACTHHOBOT'O
yacy (AYTY) ta ekapuHOBOTO0 4acy 3ropTaHHs Kposi (EU3K), - sKi matoTs npubnr3He ySIBIEHHS PO
IHTEHCUBHICTh aHTUKOATYJISHTHOIO BIIMBY. 3HAUYEHHS B MeXkKaX HOPMHU IIiC/I 3aCTOCYBaHHS
imapymu3ymaly CBIIYUTE PO Te, IO MAllieHT OiNnblile He OTPUMY€E aHTUKOATYISHTHY TepaIlilo.
3Ha4YeHHS BUILle HOPMHU MOXKe CBITUMTH ITPO 3aJIMIIKOBUM aKTUBHUY gabiratpan abo inmmi kminiywi
CTaHM, HaMIPUKJa[ PO HasABHICTE iHIMX 3aco6iB abo TpaHCcPy3iliny Koarysnonarito. Li TecTu
BUKOPUCTOBYIOThCS [IJIs OLIiIHKY aHTUKOATyJITHTHOTO epeKTy nabiratpany. [ToBHa abo TpuBaja 3MiHa
cIpuyYrHeHol gabiraTpaHoM IIPOJIOHTallii Yacy 3ropTaHHs KPOBi criocTepiranach oapasy micng iHgys3ii
imapyuu3yma0y, 0 TPUBAJIO BIPOLOBXK yChOT0 NEPioAy CIIOCTepeXeHHS (IoHaliMeHIIe 24 TOOUHN).

IToxasHuku mecmy 2eHepauii mpomoiHy

IabiraTpaH YMHUTH BUPaKeHUH BIIJIB Ha IIOKa3HUKYU eHOOTeHHOro TpoMOiHoBoro moTeHuiany (ETII).
JlikyBaHHS ijapynu3yMaboM HOpMasli3yBaslo SIK CIIiBBiIHOIIEHHS Iepiofy iHimialll yTBOpeHHS
TPoMOiHy, TaK i CIiBBiIHOIIEHHS Yacy [0 MiKa M0YaTKOBUX PiBHiB uepe3 0,5-12 rogun micis
3akiHueHHs iHQy3il imapynu3ymady. Inapyunu3ymab sk MOHOTEpAIis He IPOSBISAB IPOKOATYISTHTHOTO
edekTy, BuMipsHoro sk ETII. Lle mae migcTaBy BBaXKaTH, 110 ifapyu3yMab He ITPOSIBIISIE
IPOTPOMOOTHYHOTO €(PEKTY.

IToemopHe 3acmocy8aHHs OabizampaHy emekcuiamy

Yepes 24 ropunu micns iHQy3il imapyru3ymaby IOBTOPHE 3aCTOCYBaHHS mabiraTpaHy eTeKCHUIATy
CIIPUYMHSJIIO 04YiKyBaHy aHTUKOATYISIHTHY [il0.

ImyHo2eHHiCMDb

Bynu nporecToBaHi 3pa3ku cCUpoOBaTKH, B34Ti y 283 matieHTiB y I dhazi gocnigxenns (224
noOpoBOIIbLI OTPUMYBaH imapyu3ymab), Ta 501 malieHT TeCTyBaBCS OJIST BUSIBIIEHHS aHTUTIN 0O
imapyuu3ymaly mo i micns nikyBaHHS. AHTHUTINIA 3 TePeXPEeCHOI0 PeaKTUBHICTIO [0 inapyuu3ymady
Oynu BusaBneHi mpubnusno y 12 % (33 3 283) mocnipxkyBanux y paziltay 3,8 % (19 3 501)
nanieHTiB. He crocTepiranmocst BIiuBy Ha papMakKOKiHETHKY ab0 Ha HelTpasidyoounil epexT
imapymu3ymaly uu peakuiil TinepuyTIUBOCTI.

[ToB’si3aHi i3 Teparmieo BipoOrifHO CTiKi [0 ifapyiu3ymMaly aHTUTiIa Y HU3BKUX TUTPaX
crioctepiranucs y 4 % (10 3 224) pocnigxyBauux y ¢hazil Tay 1,6 % (8 3 501) mauieHTis, 1110



CBiYMIO PO HU3bKUM IMyHOTEHHUY NOTeHIian ifapynu3ymaby. Y migrpyni 3 6 naifieHTiB y ¢asi |
imapynu3yma0b BBOOUIM 3HOBY Uepe3 [IBa MiCSIli micis mepioro BBefeHHs. [lepeq NOBTOPHUM
3aCTOCYBaHHSM aHTHUTINA [0 imapynu3ymaly He Oyny BUSBIIEH] y IIUX MallieHTiB. B ogHOro mamieHTa
TIOB’s13aHi i3 Teparmielo aHTHTINA 10 imapynu3ymaby Oynu BUSIBIIEH Iicas Opyroro BBefeHHs. [1eB’sITh
NalliEHTiB OTPHMaJIM IIOBTOPHY 03V ifapyiu3ymMaby IpoTsaroM 6 gHIB Imicisd IepIoi 103U
imapyuusyma0y. B xK0gHOT0 3 HUX He OyJI0 IO3UTUBHOTO TECTY IIPHU BUSBIEHHI aHTUTIN [0
imapymnusyma0y.

dapmakoKiHemuxka.

dapmakokiHeTHKa igapyuu3symMaly gocigKyBasnach y 224 MallieHTiB IIif 4ac MpoBedeHHS JOCIigKeHb
¢da3u 1. PesynpTaTu nopiBHIOBaIM 3 penpe3eHTaTUBHOIO MiATPYIO0 3 6 3TOPOBUX HOOPOBOIIBLIIB BIKOM
Bim 45 0o 64 POKiB, SKi OTPUMYBaIM 03y 5 T IIJITXOM BHYTPIITHEOBEHHOI iHPY3il.

Po3mnopin

Imapynu3ymab geMoHCTpye GaraToda3Hy KiHEeTHUKY PO3IOAiNy, a TaK0K 00MexXKeHUH
eKCTpaBacKyNISIpHUU po3nomin. Ilicnsg BHyTpilIHbOBEHHOI iH(Y3il B 7031 5 T TeOMETPUYHUM CepeHin
00’eM po3mnopiny B piBHOBaxkHOMY cTaHi (V) cTaHoBuUB 8,9 11 (reoMeTpuuHMM KoedillieHT Bapiariii
(gCV) 24,8 %).

BioTpancdopmarris

OmucaHo feKinbKa UIAXiB, SKi MOXKYTh poOUTH CBili BHECOK B MeTabomi3M aHTUTIN. BCi 1mi mmsaxu
BKJ/TI04aIOTh Oioferpanallito aHTUTiN J0 Ginbil ApiOHUX MOJIEKYII, TOOTO HU3BKOMOJIEKYIIIPHUX
NENTHU/IB i aMiHOKHKCIIOT, SIKi 3rogoM peabcopOyIOThCS Ta 3alydaloThCs [0 3arajlbHOT0 CUHTE3Y
0iJIKiB.

BuBeneHHda

Imapyun3ymab ImIBUAKO BUBOOUBCS 3 OpPraHi3My mpu 3aranbHoMy Kiipenci 47,0 mn/xB (gCV 18,4 %),
nepiofi HaliBBUBEeEeHHS ¥ 04aTKOBiM ¢a3i 47 xsunuH (gCV 11,4 %) Ta nepioni HaniBBUBENEHHS Y
tepMiHanbHiu $asi 10,3 rogunu (gCV 18,9 %). Ilicns BHYTPIIIHLOBEHHOT'O BBEIEHHS 5 T
imapyuusymady 32,1 % (gCV 60,0 %) mo3u OyJio BUSBIEHO Y Cedi IPOTATroM 6-TOMUHHOTO Iepioay
360py, a MeHIIe HiX 1 % - mpoTsarom HacTynHuX 18 roguH. [HIla YacTHHA NO3U BUBOOUTLCS IIJITXOM
KaTabo0i3My O6ifiKiB, TOJIOBHUM YMHOM HUPKaMHU.

[ToBimoMISANIK TIPO BUNAAKYU IPOTEIHYpil micys NikyBaHHS imapyun3ymadoM. TpaH3UTOpHA
IPOTelHypid € (i3i0/IOTIYHOI0 peaklli€lo Ha MiABUIEeHHS HaBaHTaXKeHHS Ha HUPKU BHACITIOOK
CroXkuBaHHS OinKa miciss 60II0CHOTO/HETPUBAJIOTO BBEAEHHS 5 I imapyu3ymMaly BHYTPIIHEOBEHHO.
[Tik TpaH3UTOPHOI MPOTEiHYpii 3a3BUYail JoCsATaBCS NTPUOITU3HO Yepe3 4 TOOUHMU ITIiCIIsT BBEeIEHHS
imapyuusyma0y. CtaH malfieHTa HopMastisyBaBcs MpoTAroM 12-24 roguH. B MoogWHOKMX BUIIaKax
TPaH3UTOPHA NPOTEIHYPis TprBana MoHap 24 TONUHHU.

[NanieHTH 3 MOPYIIEHHSAM QYHKITI HUDOK

[Tig 9ac mocnigxeHb pas3u I 3acTocyBaHHSA IIpenapaTy HPAKCBAPIHJI BUBYAJIOCS y IAI[l€HTIB 3
KJlipeHCcoM KpeaTuHiHy Bif 44 mo 213 mii/xB. IlanieHTH 3 KIlipeHCOM KpeaTUHIHY HUX4Ye 44 MJI/XB He
Opanu y4acTh y HOCTiAKeHHAX pa3u 1.

3a/Ie’kHO Bif] CTyIeHs MOPYyIIeHHS QPYHKIII HUPOK 3arajibHUi KJTipeHC 3HUKYBaBCS MOPIBHSHO 3
TaKHM y 3[I0POBUX JOOPOBOJIBIIB, 110 IPU3BOAUIIO [0 30iIbIIeH0l eKCI0o3ullil ifapyun3ymaoy.



3a pe3ynbTaTaMu papMakKOKiHETUYHOTO aHasi3y, OTpUMaHuMM ¥ 347 MAIli€HTIB 3 Pi3HUM CTyIIeHEM
TSKKOCTI HIDKOBOI HEIOCTATHOCTI (cepepHii kiipeHc KpeaTuHiny (CrCl) 21-99 mn/xB), cepenusa
ekcro3utris imapynusymaby (AUC, ,,,) 30inbimyeTscst Ha 38 % y MallieHTiB 3 He3HAYHUM IIOPYUIEHHSIM
¢yukuii HupoK (CrCl 50-< 80 mi/xB), Ha 90 % y mallieHTiB 3 TOMipHUM MOPYUIEHHSAM (QYHKIIl HIPOK
(30-< 50 mn/xB) Ta Ha 146 % y mali€HTIB 3 TSIXKUM NOPYyLUIeHHAM QyHKIII HUPOK (0-< 30 Mmn/xB).
Ockinbku mabiraTpaH BUBOIUTHCS TOJIOBHUM YMHOM HUPKaMHU, MigBUIIEHHS eKCIIo3ullii mabiraTpany
TaKOXK CIIOCTePIra€ThCs IPHU MOPYILIeHHi QYHKIIil HUPOK.

3BaXkaloyy Ha Iii faHi Ta 006cAT HeUTpasizalil aHTUKOATryISHTHOTO edekTy nabiraTpaHy y Nali€HTiB,
MOXKHa CTBEPAXKYBATH, 10 TOPYIIEHHS QYHKIIIl HUPOK He YMHUTD JKOOHOTO BIUIUBY Ha PEBEPCUBHUYI
edekT imapynusymady.

[NamieHTH 3 HOPVIIeHHAM QVHKINI IeYiHKT

He cnocrepiranocsa BonuBy NOpyLUIeHHS (DYHKIIII IEYiHKY, SIK€e OL[IHIOETHCS IIPU MOIIKOIXKEHH]
NeYiHKY 3a piBHEM 3MiH (QyHKITIOHaANIbHUX P00 MEeUiHKH, Ha papMaKOKiHETHKY ijapynu3yMaoy.

Imapymm3ymab BUBYABCS 3a y4acTiO 58 MallieHTiB 3 Pi3HUM CTyIeHeM IOpYyIIeHHST QYHKINI nevinku. ¥
NOPiBHSHHI 3 272 nauieHTaMu 6e3 mopyiieHHs GyHKIII nedinku cepenHiit AUC imapyuusyma0y
3MiHIOBaBCA Ha -6 %, 37 % Ta 10 % y xBopux 3 mipgBumenasam ACT/AJIT Big 1 go < 2 pasiB Bifg
BepxHbol MexXi HopMu (N = 34), Big 2 mo 3 pasiB Bif BepxHboi Mexki HopMmu ( N = 3) i > 3 paaiB Bif
BepxHbol MexXi HopMu (N = 21) BigmoBigHo. Ha mifgcraBi gaHux ¢hapMakoKiHeTuKu 12 maifi€eHTiB i3
3axBOpIOBaHHSM Ieuinky, moka3uuk AUC igapyuusymaby 36inbmuBcs Ha 10 % nopiBHSHO 3
BiITIOBiTHMM ITOKA3HMKOM Y TallieHTiB 63 3aXBOPIOBAHHS MEYiHKHU.

Bronus BiKy, cTaTti Ta pacu

Crath, BiK Ta paca He YMHSAThH KJIiIHIYHO 3HAUYIIOIO BIJIUBY Ha (papMaKOKiHETUKY imapyuu3ymaly.

KniniuHi xapakKTepuCTHKH.
Iloka3zaHHA.

IIpenapat ITPAKCBAMH]I € crenudivauM peBepCHBHIM areHTOM Mis gabiraTpady Ta IpH3HadeHuil
[JIs1 HOPOC/IMX MAllieHTiB, sIKi OTpUMYIOTE TiKyBaHHS npenapaToM [IPAJTAKCA (gabiraTtpany
€TeKCHUJIaT), KOJIX PallTOBe CKaCyBaHHS aHTUKOATYISTHTHOTO eheKTy HeobXigHe:

. OJ1s1 TPOBEEeHHS HEBIIKIIAHOI oIepallii/ eKCTPeHUX MaHiMmysIil;

® Ipu BUHUKHEHHI 3arpo3u XKUTTIO YU IIPpU HeKOHTPOHBOBaHifI KpOBOTe‘-Ii.

IIpomunoka3aHHA.

BipcyrtHi.

B3aemodia 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

Hocnigxenns B3aeMopii npemapaty IPAKCBAMH]I 3 inmmMu TikapceKuMY 3ac00aMu He



IIPOBOAMINCE. 3 OTJISINY Ha (hapMaKOKIHETHYHI BIaCTUBOCTI Ta BUCOKY CIeIu(idHiCTh 3B’ I3yBaHHS 3
nabiraTpaHoM, KTiHIiYHO 3HAYYII B3a€MOZIi 3 iHIMKUMYU JTiKapChKUMU 3ac06aMU € MalOMMOBIDHUMM.

Pe3ynbTaTy JOKMTiHIYHUX [OCTiOXXEHb CBIIYUIN IIPO BigCyTHICTh B3a€EMOIi i3:
. Ba30MIPECOPHUMU 3ac0o0aMu;

. KOHIIeHTpaTaMu (paKTopa 3ropTaHHS KPOBi, a caMe: KOHIleHTpaTaMU IpOTPOMOiHOBOTO
koMmiiekcy (KIIK, Hanpuknag 3-ro Ta 4-ro gpakTopa), KOHIIEHTpaTaMy aKTHBOBAHOTO
npotrpombinoBoro kommekcy (KATIK) Ta pekoMOiHaHTHUM (paKTOpOM 3ropTaHHs KpoBi Vila;

. iHIMMMY aHTUKOATYNISHTaMU (HanmpuKiag iHriditopamu TpoMOiHy, OKpiM mabiraTpany,
inribiTopamu dakTopa Xa, BK/II0YaOYX HU3bKOMOJIEKYIIPHUI rellapyuH, aHTaroHicTaMu BitTaminy K,
rerapuHoM).

TakuM yuHOM, imapynu3ymab He iHTiIOyeE Ait0 iHIIKMX aHTUKOATYISHTIB.

Oco6 1ueocmi 3acmocyeaHHsi.

Imapyuu3ymab crenudivyHo 3B’g3y€ThCA 3 JabiraTpaHoM Ta MOBHICTIO HEWTpai3ye oro
aHTUKOAryIsSHTHUM edeKT. BiH He yCyBa€ Ait0 iHIIUX aHTUKOATYISHTIB (OUB. PO3Tin
«®apMakoIoTiyHi BIacTuBOCTI. PapMaKoguHaAMiKa»).

IIpenapaT IIPAKCBAWH]I M0Ha 0OJHOYACHO 3aCTOCOBYBATH 3i 3BMYAHHUMHY MiITPUMYBaTbHIMH
3axofaMH, AKi BBaXKal0Th MEIUYHO HEOOXiTHUMU.

BifgcTexyBaHICTh

3 MeTOl10 MOJINIIEeHHS BiicTeKyBaHOCTi 6i0yoTiyHuX TiKapchkux 3ac0o6iB NOTPiOHO YiTKO 3amucyBaTu
Ha3By Ta HOMep Cepil BBEEHOT 0 IIpenapary.

[ligBuIleHa YYTIUBIiCTh

Pusuk 3actocyBanHs npenaparty IIPAKCBAMH]I namieHTaM 3 BifoMOIO TilepuyTNHBICTIO (HaIpUKIIaz
aHadinakTOITHUMU peakisiMu) 10 igapyuu3ymady abo 0o Oymb-IKUX iHIIMX KOMIIOHEHTIB IIpenapaTy
IOTPiOHO peTebHO 3BaXKUTH CTOCOBHO IMMOTEHIIIMHOI KOPUCTI TaKOI HEBIIKIaJHOI MEeOUYHO1
moroMoru. Y pa3i BUHUKHEHHS aHadinakTHYHOI peakiiii a0o iHII0I cepio3HOi alepriyHoi peakiril
3aCTOCYBaHH4 IIpernaparTy TIPAKCBAWH]I cnif HeraifHO IPUNIKHUTH Ta PO3IOYATH BifIIOBIAHY
Teparito.

CragkoBa HEIEepPEeHOCUMICTh KTO3U

PekomenpnoBana fo3a mpemnaparty [IPAKCBAMHI]I micTuTh 4 T copOiTy SK [OTIOMiXKHOI pe4OBUHH. Y
IaIi€HTIB 3i CIaIKOBOIO HENePEeHOCUMICTIO (PPyKTO3U ITapeHTepaIbHe 3aCTOCYBaHHS COpOiTy
acCoI[il0BaJIOCh i3 BUHUKHEHHSM TillorikeMil, rimogocdaTtemii, MeTab0IivHOTO anupo3y, 3i
36inbIIEHHSIM PiBHS CE4Y0BOI KMCIOTH, TOCTPOIO ITIEYiHKOBOIO HEJOCTATHICTIO i3 MOPYLIEHHIM
€KCKPETOPHOI i CHHTeTHYHOI (PyHKII Ta 31 cMepTio. ToMy [Jg MaIliEHTIB 3i CIIafiKOBOIO
HEeIepeHOCHUMiCTI0O PPYKTO3HU MOTPIOHO PeTeNbHO 3BaXKUTH PU3HUK JIiIKyBaHHS IIperapaToM
[TIPAKCBAMHI] CTOCOBHO TIOTEHMUIHHOI KOPUCTi TaKOi HEBIgKIagHOI MEIUYHOI TOITOMOTH. SKIIO IIi
IallieHTH 3aCTOCOBYIOTH IIpernapar TTPAKCBAMHI]I, cnix HajaBaty IHTEHCUBHY MeIUYHY NOIIOMOI'Y
1y yac 3acTocysanHs npemnapaty [IPAKCBAVMH]I Ta mpoTtarom 24 romyH micis #oro BBeIeHHS.



TpomboeMOOIiuHi YCKIaIHEeHHS

[TamieHTH, sIKi 3aCTOCOBYIOTh fabiraTpaH, MalOTh OCHOBHE 3aXBOPIOBAHHS, IIJ0 IPOBOKYE PO3BUTOK
TpoMO0eMOOIIYHUX YCKIaHEHb. 3MiHa Tepalil mabiraTpaHoM 30ibIIye PU3UK PO3BUTKY CYIYTHHOL
TPOTPOMOOTHYHOI Aii y uux manieHTiB. [1[[o6 3MEHIIUTH PU3UK, CIIifl BITHOBUTH aHTUKOATY/ISTHTHY
Tepariio, K TinbKu 1e Oyme HeoOXigHUM 3 MeIUYHOI TOUKM 30PY (muB. po3min «Crocib 3acToCyBaHHS
Ta MO3U»).

Busnauenus 6inka B ceui
IIpemapaT IIPAKCBAVH] ciprynHsie TPaH3UTOPHY IIPOTEiHypilo AK disionoriyny peakmio Ha
IigBUINEHHS HaBaHTAXKeHHS Ha HUPKYU BHACIIIOOK CIOXKKBaHHS 0inKa micis 60II0CHOT0/HETPUBAJIOTO

BBe[IeHHS 5 T imapyuu3ymaly BHYTPIIIHbOBEHHO (IKB. po3Min «®apMaKOJIOTiuHi BIaCTHBOCTI.
dapMaKOKiHETUKA»).

TpaH3uTOpHA IPOTEIHYPis He CBITYUTD ITPO HUPKOBY HEIOCTATHICTS, 110 CIIifl BpaxyBaTH IIpu
IIPOBEIeHHI aHaJIi3y ceyi.

BwMmicT HaTpiio

[Ipenapat HPAKCBAPIHJZ[ MicTUTh 50 MI HaTpPilo Ha OAHY [03Y, 1[0 eKBiBaJIEeHTHO 2,5 %
pekoMennoBaHoi BOO3 MakcuManbHOI mOOOBOI 03K HATPIIO [AJIST MOPOCIINX, STKa CTAHOBUTH 2 T.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BariTHiCcTb

HeMmae xopHUX faHUX LIOA0 3aCTOCYBaHHA IIpernapary HPAKCBAPIHJZ[ BariTHUM XKiHKaM.
HocmimKeHHS PENPOAYKTUBHOI TOKCUYHOCTI Ta eMOPiOTOKCHYHOCTI He MIPOBOUIIKChH, 3BaXKal0o4yy Ha
XapaKTep Ta LilboBe KIiHiYHe 3aCTOCYBaHHS JIiKapChkKoro 3acoby. [IpenmapaT TIPAKCBAWH]I MmoxHa
3aCTOCOBYBATH y IIepiof BariTHOCTI, AKIIO OYiKyBaHa KJIiHiYHA KOPUCTH IlepeBaXae MOTeHI[iNH]
PU3UKH.

['ogyBaHHSA TPYOOIO
Hesigomo, 41 MpoHUKAE igapyuu3ymab/i#oro MeTaboIiTi B TpyAHE MOJIOKO.

QepTUILHICTE

[laHi 010 BIUIMBY IIpenapaTy [IPAKCBAMHI]I Ha (epTHIIBHICTD BifICYTHI.

30amHicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHiamamu.

[IpemapaT 3aCTOCOBYIOTH TUJIBKM B YMOBaXxX CTallioHapy.

Cnocib 3acmocyeaHHsi ma do3u.



[Tpemapat 3aCTOCOBYETHCS TilTbKK B YMOBaX CTalliOHAPy.

[To3u
PexoMeHpoBaHa fo3a npemaparty IIPAKCBAMHII ctaHoBUTh 5 T (2 X 2,5 1/ 50 Min).

Y migrpymi naiieHTiB BiTHOBIEHHS IIJTa3MOBUX KOHIIEHTpAlli#l He3B s13aHOr0 mabiraTpaHy Ta
OIHOYaCHa IIPOJIOHTAllid Yacy 3ropTaHHs KPOBi CIIOCTepiraaucs NpoTarom 24 roguH micis
3acToCyBaHHA imapynu3ymaby (ouB. po3nin «®apmakonoriusi BnacTuBocTi. ®apMakofuHaMiKa»).

CIif pO3TNISHYTH [OILILHICTL BBEEHHS IPyroi fo3u 5 r npemapaty [IPAKCBAMH]I y Takux
BUIIAKaX:

® penngus KJIIHIYHO 3Ha‘-IYU.IOi KpOBOTe‘-Ii pa30M 3 IIPOJIOHTOBAHMM YaCOM 3IrOPTaHHSA;

. SIKII[0 MOKJIMBUM PEIMAUB KPOBOTEUi CTAHOBUTH 3arPO3y [JIsS KHUTTS Ta CIIOCTEPIraeThCs
IIPOJIOHTOBAHUM YaC 3rOPTAHHS;

. malieHT notpebye MpoBefieHHs APYTol HEBIOK/IaAHOI omepallii/ eKCTpeHol MaHimysIil Ta Mae
IIPOJIOHTOBAHUM YaC 3TOPTaHHS.

BipmoBigHMMU mapaMeTpaMu Koaryisillii € akTUBOBaHUY YaCTKOBUM TPOMOOIIIACTHHOBUM Yac
(AYTY), po3penenust TpomOiHOBuUY Yac (pTY) Ta ekapuHOBUY Yac 3ropTaHHs Kposi (EY3K) (guB.
po3pin «®apmMakosoriyHi BacTUBOCTI. PapMakofguHAMiKa»).

MaxkcumanbHa f060Ba go03a [OCTifiKeHa He Oya.

BinHOBHIEHHS aHTUTPOMOOTHYHOI Tepamii

JlikyBauHs npenapatoM [IPATAKCA (gabiratpaHy eTeKcuiaaT) MOXKHa IIOBTOPHO
po3noynHaTy yepe3 24 rogunu micis 3actocyBaHHA npenapaty [IPAKCBAWH]I kmiHidyHO
cTabiTbHUM IAIliEHTaM Ta IiCJIs MOCSATHEHHS HaJeXXHOT0 reMoCTasy.

ITicns 3acTocyBanHs npenaparty IIPAKCEAMH]I B 6ynb-sKiil MOMEHT MOKe 6yTH po3moyaTa
iHITa aHTUTPOMOOTHYHA Teparis (Hanpukiaj BBefleHHs HU3bKOMOJIEKYISIPHOTO TellapuHy) y
cTabiIbHUX MAIliEHTIB Ta IiCNIs JOCATHEHHS HaJIe2KHOT'0 TeMOCTa3y.

BigcyTHICTh aHTUTPOMOOTHUYHOI Tepallii MigBUIIy€E PU3UK PO3BUTKY CYIYTHHOI
IPOTPOMOOTHYHOI [il, TOB’SI3aH01 3 iICHYI0YKMM 3aXBOPIOBaHHSIM a00 CTaHOM.

OxpeMi momynsii

ITarieHTH JIITHLOTO BiKY

[TamieHTaM MTHLOTO BiKY (Bim 65 POKiB) KOPEKIIis 03U IpenapaTy He MoTpidHa (OuB. po3min
«PapMakoJIOTiyHi Bj1acTUBOCTI. PapMaKOKiHETUKA»).

[lammieHTH 3 MOPYIIEHHAM (QYHKII1 HUPOK

[TauienTam 3 OpPYIIEHHSIM (QYHKIII HUPOK KOPEKIIisl 103U IpenapaTy He MoTpidHa.
[NTopyureHHs QyHKIII HUPOK He BIIJIUBA€E Ha 3BOPOTHUI edeKT inapyuusymaldy (IUB. po3min
«®apMakoIoriyHi B1acTUBOCTI. PapMaKOKiHETHKA»).



[TalieHTH 3 TOPVIIEeHHIM GVHKIINI IeYiHKu

[TamienTam 3 mopyueHHSAM QYHKIII MeYiHKy KOPEKIlis 03U IpenapaTy He OTpiOHa (IuB.
po3ain «®apMakKooriyHi B1acTuBOCTI. PapMaKOKiHETHKA»).

Cnocib 3acmocyBaHH s

[l71g BHYTPIIIHBOBEHHOT'0 3aCTOCYBaHHS.

IIpenapat IIPAKCBAWH]I (2 x 2,5 r/ 50 MJI) BBOASTH BHYTPIITHHOBEHHO Y BUTJISAMI IBOX
mocIimoBHUX iHQY3ii mpoTsaroMm 5-10 XBuIMH KoXHa a00 y BUTTISIAI 60IIOCHOI il €KIIil.

[Tepen 3acTOCYBAHHSIM PO3YHUH ITOTPIOHO MEPEBIPUTH Bi3yaslbHO HA MeXaHiuHi BKIIIOUEHHS Ta 3MiHYy
3abapBiIeHHS.

IIpenapar [TIPAKCBAMH]I He MoXHa 3MilTyBaTH 3 iHIIKMHU JTiKapChbKUMHU 3acobamu. [IpenapaT
MOZKHA BBOIUTH Yepe3 paHillle BCTAHOBIEHUY BEHO3HUM KaTeTep. KaTteTep CIifi mMpoMUTH PO3YUHOM
xyopupny Hatpito 9 mr/min (0,9 %) mns in’ekiii mo Ta micng iHdys3ii. [Himi iHdy3il He ciig BBoguTH
IapanenbHO Yepes3 OOUH AOCTYIH A BHYTPIIIHEOBEHHOT'O BBEOEHHS.

IIpenapat ITPAKCEAMH]I He MiCTHTb KOHCEPBAHTIB, (JIaKOH 3 IIPelapaToM Ipu3HadeHuil TiTbKH
[J1 OMHOPa30BOT0 BUKOPUCTAHHS (AUB. po3min «TepMiH IpuUmaTHOCTI»).

Himu.

Besneka Ta eeKTHBHICTL 3acTocyBaHHs npemnapaTy IIPAKCEAMH]I mitsam (BikoM mo 18 pokis) He
BCTAHOBJIEHI.

ITaHUX HEMAE.

Ilepedo3yeanns.
KrniniyHOro focCBigy 11010 IIepeno3yBaHHs IIpenapaTy HPAKCBAI;IHJZ[ HeMae.

HaitBuma pasosa mo3a mpenapaty [IPAKCBAVH]I, mo mocyifKyBanach y 3[0POBUX TOGPOBOIBIIIB,
craHoBuia 8 r. 2KomHux curHariis mogo 6e3neku He Oy0 BUSIBIIEHO Y IIiil MOMYJISIIl.

ITo6iuni peakuii.

Be3nexy 3acTocyBaHH IIpenaparTy HPAKCBAI;IHJZ[ OITiHIOBAJIM IIiT Yac mocrnimxeHHs ¢a3u Il 3a
yuacTio 503 mailieHTiB, ki orpuMyBainu npenapat [IPAITAKCA (gabiraTpaHy eTeKcuiar), Ipu
3arpo3i HEKOHTPOJIbOBaHUX KPOBOTEY ab0 y pa3i BUHUKHEHHS HeoOXiqHOCTI HeBigK/IagHOl oneparii
Yy eKCTPEeHUX MaHIMyJsAIlii, TaKoxK 6e3MeKy OLiHIOBaIX 3a y4acTio 224 moOpOBOJIbIIB ITif Yac
pmocriipxkeHHs (a3u I.

He BusiBIeHO XOOHUX MOOIYHUX peakili.



[ToBigoMIeHHS PO IMif03pI0BaHi M00iYHI peakiril

[ToBimoMnenHs npo mobiuHi peakilil micnis peecTpallii 1ikapchbKoro 3aco0y Ma€e BaXK/IMBe 3HAYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CHIBBiIHOIIEHHS KOPUCThH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JiKapchbKoro 3acoby. MeguyHuM Ta ¢apMalleBTUUHUM IIpalliBHUKAM, a TaK0OX IallieHTaMm abo ixHiM
3aKOHHUM IIpefCTaBHUKAM CJIif] IOBiOMJISITH TIPO YCi BUIIAAKHU Iif03PI0OBaHUX IMOOIYHMX Peakllii Ta
BifiCyTHOCTI e(peKTUBHOCTI JTiKapChKOT0 3aco0y yepe3 aBTOMaTu30BaHy iH(opMalliiHy CUCTEMY 3
dhapMakoHarasAmy 3a MocunaHHsAM: https://aisf.dec.gov.ua

Tepmin npudamHocmi.
4 poxKH.

[Ticns BimKpuTTA dakoHa Po3uuH 30epirae xiMiuHy Ta QizuyHy cTabibHICTh MPOTATOM 6 TOOUH IIPU
KIMHATHI{ TeMIepaTypi.

3 MiKp0OO0iOJIOTiUHOI TOUKM 30DPY, SKILIO METOJ BiTKPUTTS He BUK/II0Ya€ PU3UKY MiKpOOHOTO
3apaXeHHs, IIpernapaT NOTPiOHO 3acToCcyBaTH ofpa3y. AKIo npenapaT He BUKOPUCTAHO Opasy, 3a
TPUBAJIICTh Ta YMOBH 30epiraHHs N0 BUKOPUCTAHHS Hece BidIOBifalbHICTh BUKIIIOUHO KOPHUCTYBAY.

YMoBu 30epiraHHsi.

30epiratu npu TeMmepatypi 2-8 °C. He 3amopoxyBaTu. 36epiraTu B OpuUTriHaNbHiM YIIAKOBII AT
3axMCTY Bif cBiTa. 36epiraTé y HEHOCTYITHOMY [AJIS AiTEN MicCIIi.

[Tepem BUKOPUCTAHHSIM HeBimKpuTHil (rrakoH Moxke 30epiraTucs npu KiMHaTHIN TeMrepartypi (oo
30 °C) npotsroMm 48 roguH 3a yMoBU 30epiraHHs B OPUTiHaIbHIN yIIaKOBIi OIS 3aXUCTY Bif mil cBiTHa.
Po3uuH He TOBMHEH MififaBaTHCS BIIJIUBY CBiT/a MPOTATOM Oinbliie 6 roguH (v HEBIOKPUTHUX (1aKoHaX
Ta/ab0 Ipu BUKOPUCTAHHI).

YMoBu 30epiraHHs 1iKapChbKOTo 3aco0y Micis BiIKPUTTS OUB. V Po3mini «TepMiH npumaTHOCTI».

HecymicHicme.
IIpenapaT IIPAKCBAWH]I He cnif 3MilnyBaTy 3 iHMMME JTIKapCEKUMHY 3aC00aMH.

He BusaBneHo HecyMichicTs npemnapaty [IPAKCBAWH]] i3 indys3ifiHuMu cucTeMaMy 3
noJIiBiHinxXIOPUAY, NoMieTueny abo moiypeTany Ta 3i MIIpULlaMu 3 MOJIIPOIiNIEHY.

YnakoBka.

[To 50 mn y dhakoHi, mo 2 ¢pakoHM Yy KapTOHHIN KOPOOIIi.


https://aisf.dec.gov.ua

Kareropis Bigmycky. 3a peLenTom.

BupoOHUK.

Bepiurep Iarensxaiim ®apma 'M6X i Ko.KI'/ Boehringer Ingelheim Pharma GmbH & Co. KG.

Micue3HaxoIKeHHsI BAPOOHHKA Ta ajipeca MicIisi MPpoBaIXKeHHS HOT0 Tis/TbHOCTI.

Bipkennopdep tpacce 65, 88397 bibepax/Pucc, Himeuunna/ Birkendorfer Strasse 65, 88397
Biberach/Riss, Germany.



