Ckian

Oitoua pevyosuHa: mperabdail;
1 kancyna mictuts 75 Mr a6o 150 mr, a6o 300 Mr nperabariny;

OONOMIJNCHI peyo8uHU: TaKTO3a, MOHOTIApaT; KPOXMailb KYKyPYA3sHUU; TaJlbK;
000/10HKa kancyau: xenatul, Tutany giokcun (E 171), matentoBanuu cuHit V (E 131)
(ommsa kamcyn o 75 mr); xkemnaTuH, Tutany giokcupn (E 171) (gnsa kancyn no 150 mr);
tuTany miokcurn (E 171), eputpo3usn (E 127), kapmoi3uH (E 122), niaMaHTOBUU CUHIU
FCF (E 133), xenatus (gnsa kancyn oo 300 mr).

JIikapcbKa ¢opMma
Kancynu tBepzi.

OCHOBHI (pi3uKo-xiMIiuHI 81CMUBOCMI:

TBEPIi KaIlCyau 1Mo 75 MT: CUHBO-0isTi TBep/i XKejlaTUHOBI KallCyJId PO3MipoM «4»,
3aIl0BHEHI MOPOIIOK Malke 0ilIoro Kombopy;

TBepAi Karcynu mo 150 mr: 6imi-6ini TBepai :KenaTUHOBI KaIlCyId PO3MipoM «2»,
3aII0OBHEHI MMOPOIIOK MaMxke 0ilIoro Koabopy;

TBepmi Karncynu no 300 Mr: KopuuHeBOo-0iJ1i TBepi )KeTaTUHOBI KAIlCy/Iu Po3MipoM
«0», 3alOBHEHI MOPOIIOK MaiixkKe 0ilIoT0o KOJIbOpY.

®dapMaKoTepalneBTHYHA Irpyna

[TpoTtueninenTuyHi 3acobu, iHII MPOTUEITINIENTUYHI 3aCO0H.

Kog ATX NO3A X16.
®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmakoduHamika. [litoda pedoBUHa - mperabalil, 1110 € aHaJIOrOM raMMa-
aMiHoOMacasHOl KucnoTH [(S)-3-(aMiHOMeTHT)-5-MeTuIreKcaHoBa KKUcjioTal.

Mexani3M pfii. [Iperabarnin 3B’s13y€THCSA 3 HOTOMIiKHOIO CYyOOOUHUIIEIO (2— 0i10K)

OoTeHLiai3ajie2kHUX KaJIbL[IEBUX KaHaJIiB y [IeHTpaJIbHIii HEPBOBi CUCTEMI.

Kniniuna edeKTUBHICTE i Oe3neka




HetliponamuuHuti 6iavb. Ilig 4ac gocmnigzkeHb OyJi0 IPOOEeMOHCTPOBAaHO e(peKTUBHICTD
Impernapary [OJjis JIiKyBaHHS OiaOeTUYHOI HeMpoIarTii, IOCTrepneTUYHOol HeBpaJrii Ta
ypaXKeHHS COUHHOTO MO3KYy. E(eKTUBHICTh IpenapaTy IIpHU iHIIUX BUAAX
HeWpoIaTu4YHOoro 000 He BUBYAIIH.

[IperaGanin BuB4anu y npoieci 10 KOHTpOJIbOBaHUX KITIHIYHUX JOCITiAXKEHb
TPUBAJICTIO 00 13 TUXHIB i3 pexXUMOM [03yBaHHS IIpenapaTry 2 pa3u Ha oy Ta y
ITPoIleci MOCiIXXeHb TPUBAJIICTIO MO 8 TUXKHIB i3 peXXKMMOM [103yBaHHSA 3 pa3u Ha mooy.
3aramoM mmpodisni 6e3neku Ta eheKTUBHOCTI OJI1 pexKUMiB MO3yBaHHS 2 pa3u Ha Oo0y
Ta 3 pa3u Ha go0y Oynu MomiOHUMHU.

Y npoiieci KniHIYHUX OOCHIAXKEHb TPUBAIICTIO 10 12 THUXKHIB, Y AKUX IIperabaid
3aCTOCOBYBAJIX OJIs JIIKyBaHHS HEMPOIaTUYHOTO 000, 3MEHIIIeHHS 000
nepudepuyHOTro Ta eHTPAIbHOTO MMOXOOXKEHHS CIIOCTEPIranocs micias NepiIoro
TUXKHS Ta 30epiranocs IpoTSTroM YChOTO epiony JTiKyBaHHS.

Y nponeci KOHTPOIbOBAHUX KIIHIYHUX JOCIIAXKEeHb 3 BUBYEHHS IIepUPEPUIHOTO
HeuporaTuyHoro 600 y 35 % mallieHTiB, sKi 3acTocoByBanu nperabanid, Tay 18 %
MallieHTiB, sIKi OTPUMYyBau MJjalebo, cmocTepiramocs nmokpamaHds Ha 50 % 3a
IITKaJI0I0 OIiHKU 60J110. Cepep mallieHTiB, y SKUX He BUHUKAaJa COHJIMBICTh, Take
TMOKpaIlllaHHs crnocTepiranocs y 33 % mallieHTiB, siKi 3acTocoByBanu nperabari, Ta y
18 % martienTiB i3 rpymnu miaamebo. Cepen malieHTiB, y SIKUX BUHUKAaJla COHJIUBICTE,
YacTKa MallieHTiB, AKi BilImoBinu Ha Teparito, ctaHoBuia 48 % y rpymi nperabariny Ta
16 % y rpymi nnaue6o.

Y mpoiieci KOHTPOIBOBAHOTO KITIHIYHOTO OOCIIAXKEHHS 3 BUBYEHHS HEUPOIATUYHOTO
00J110 IIEHTPAJILHOT'O TTOXOMMXKEHHS ¥ 22 % ITallieHTiB, siKi 3acTOCOByBanu IperabdaiiH,
Tay 7 % mallieHTiB, AKi oTpuMyBaiu Ijanebo, cuocTepiranocs mokpamaHHsa Ha 50 %
3a MIKAJIOK0 OIiHKH OO0JIIO0.

Eninencisa

IlomaTkoBe niKyBaHHs. [Iperabaiid BUBYaIU y IIPOIECi TPhOX KOHTPOJIbLOBAHUX

KJIiHIYHUX JOCTiAXKeHb TPUBAIICTIO 12 THMXKHIB i3 pe2KMMOM [03yBaHHA 2 pa3u Ha OoOy
a6o 3 pa3u Ha Oo0y. 3aranom npodini 6e3meku Ta e(PeKTUBHOCTI OJIsT PEKUMIB
Oo3yBaHHS 2 pa3u Ha o0y Ta 3 pa3u Ha go0y Oynu momiOHuMU. 3MeHIIeHHS Y4aCTOTH
CyOOMHUX HallafiB CIIOCTEPIrasiocs BXKe Ha MeplIIOMYy THUXKHI.

IOitu. EpekTuBHICTL Ta 6e31eKa 3acTOCyBaHHS IIperabaiHy K OJOIOMiXKHOTO
JIIKapChKOTO 3aco0y IIpu eminencii ois giTeu Bikom Ao 12 pokiB Ta O MigJTiTKIB He
BcTaHOBNeHi. [100iUHi peakirii, 10 cnoCcTepirajaucs B AOCIiAXKEHHi 3 BUBUYEHHS
bapMakoKiHETUKM Ta IIePEHOCUMOCTI, 10 TKOT0 Oy/IM BK/IIOYEHi ImalieHTu BikoM Bif 3
MicsiitiB go 16 pokiB (n = 65) 3 nmapiiarbHUMU CYyIOMHUMU HallagamMu, Oynu momioHi oo



mobiyHUX peakiliil y mopocnux. Pe3ynbraTtl 12-TUXKHEBOTO I1J1a1le60-KOHTPOJIFOBAHOT O
OOCITim»KeHHsI 3a y4acTio 295 miTei BikoMm Big 4 mo 16 pokiB Ta 14-meHHOrO0 111amebo-
KOHTPOJIbOBAHOTO OOCHIAXKEeHHS 3a y4acTio 175 giteu BikoM Bifg 1 micsansg mo meHre 4
POKiB, MeTOI0 IKuX OyJya olliHKa e(peKTUBHOCTI Ta 6e3meku nperabdaiiHy siK J0gaTKOBO1
Teparlil napuiaJbHUX CyOOMHHMX HallafiB, Ta OBOX BiOKPUTHUX OOCIiOXKeHb Oe3reKun
TpuBaJIicTiO 1 pik 3 yyacTio 54 Ta 431 miTeu BiAIOBIAHO, BIKOM Bif 3 MiCAIIiB IO

16 pokiB 3 erminerncielo BKa3ylOTh Ha Te, 10 TaKi MoOiYHi peaxkIlil siK ImipeKkcis Ta
iH(eKITil BepXHiX AUXalbHUX IIJIAXIB y OiT€U CIOCTEPIraloThCA 4YacTile, HiX y
mopocinux (ouB. po3ginu «dPapMakokiHeTuKa», «Crocid 3acTocyBaHHS Ta DO3U» Ta
«ITobiuHi peakirii»).

Y 12-tuxHeBOMYy nialeb0-KOHTPOIOBAHOMY AOCIIAXKEHHI miTam (BikoMm Bim 4 mo

16 pokiB) npu3Havanu nperadasin mo 2,5 Mr/kr/moby (Makcumym 150 mr/mo0y),
nperabanin mo 10 mr/kr/moby (MmakcumyM 600 mr Ha mo0Oy) abo nnanebdo. [TpuHalMHI
3MeHIlIeHH Ha 50 % mnapuiajibHUX CYOOMHUX HamafdiB, IIOPIBHSIHO 3 BUXIOJHUM pPiBHEM,
croctepiranocs y 40,6 % mallieHTiB, sIKi 3acTocoByBasnu Iperabanid y mo3i 10 Mr/kr Ha
no0y (p = 0,0068 mopiBHSHO 3 myalebo), y 29,1 % mallieHTiB, SKi OTpuMyBaIn
nperabarin y gosi 2,5 Mr/kr/moby (p = 0,2600 nmopiBHAHO 3 maanebo), Ta y 22,6 % Tux,
XTO OTPUMYBaB I1yanebo.

Y 14-penHomy mnaneb0-KOHTPOJILOBAHOMY IOCHIMXKEeHHI OiTaM (BikoM Bim 1 micsiis mo
MeHIlle 4 POKiB) mpu3Havyanmu nperabarin 7 Mr/kr/mo0y, nperabanin 14 Mmr/kr/mo6y abo
maie6o. MenianHa mo60Ba YacToTa Cy[IOM Ha BUXITHOMY PiBHi Ta Ha 3aK/IIOUHOMY
Bi3UTi cTaHoBUIa BignoBigHo 4,7 i 3,8 gns nperabaniny B go3i 7 mr/kr/goody, 5,4 ta 1,4
s mpera6arniny B mo3i 14 mr/kr/mo6y Ta 2,9 i 2,3 g nnane6o. I[Tperadanin y mo3i

14 mr/kr/mo0y 3HaYHO 3MEHIIyBaB JIOTapu(dMidyHO IIepPeTBOPEHY YacTOTYy IaplliajilbHUX
CYOOMHMUX HamafiB mopiBHSIHO 3 aledo (p = 0,0223); nmperabanin y mo3i 7 Mr/Kr/moby
He ITPOJAEeMOHCTPYBaB IMOKpallleHHs ITOPiBHAHO 3 mJjialebo.

Y 12-tuxHeBOMYy nialebo-KOHTPOIOBAaHOMY OOCITiNXKEHHI MalliEHTIB i3 TepPBUHHUMU
reHepanizoBaHuMM TOHIKO-KnoHiYHUMH (III'TK) Hanmagamu 219 mnaiieHTam BiKOM Bifg 5
oo 65 pokiB (3 HUX 66 ocib BikoM Bim 5 mo 16 pokiB) 6yno npu3HadeHo nperabdanid y
mo3i 5 mr/kr/modoy (MmakcumyMm 300 Mr Ha mo6y) abo 10 mr/kr/moby (MmakcumyMm 600 Mr
Ha moOy) um mianebo SK AonoMixkHy Teparnito. [IpuHaiiMHi 3MeHmeHHSA Ha 50 %
yactotu [II'TK Hanagis cnoctepiranoca y 41,3 %, 38,9 % ta 41,7 % naiieHTiB, AKi
oTpuMyBanu nperabaiid y mo3i 5 Mr/kr/mo0y, iperabanid y go3i 10 mr/kr/mo0y Ta
nsanebo BiAImoOBigHO.

MonoTepanis (y ImallieHTiB 3 ynepiie aiarHOCTOBAHMM 3aXBOploBaHHsIM). [Iperabariu

BUBYAaJIM y IIporeci 1 KOHTPOJIbOBAaHOTI'0O KIIIHIYHOTO JOCIIAXKEHHSI TPUBAJIICTIO 56
TUKHIB 3 pesKuMOM O03yBaHHS 2 pa3u Ha go0y. [Ipu 3acTocyBaHHi niperabaniny He
OyJI0 IOCSATHYTO MEeHIO1 e()eKTUBHOCTI ITOPiBHAHO 3i 3aCTOCYBaHHSM JIAMOTPUIKUHY,



3TigHO 3 OLIIHKOIO Yepe3 6 MICAILIB KiHIIeBOl TOYKM - BiICYTHOCTI CYJOMHUX Halamis.
[Ipera6ariH i JTaMOTPUOKUH Oy/IM OOHAKOBO Oe3IeYHUMU Ta JoOpe MepeHOCUInCs.

leHepanizoBaHUM TPUBOXKHUM po3naf. [Iperabarsin BUBYamu y mpoiieci 6

KOHTPOJIbOBAHUX OOCIIKEeHb TPUBAIICTIO 4-6 TUXKHIB, OOHOTO OOCHiAXKEeHHS
TPUBAJIICTIO 8 TUKHIB 3 y4acCTIO MAL[lEHTIB JIITHBOTO BiKy Ta OOHOI'O TPUBAJIOTO
OOCHIO>KEeHHS 3 BUBUEHHS NPOoQilaKTUKU PEUONBY 3 MOOBIMHOIO CIIiI0I0 ¢a3010
npodiTlakKTUKN PEUANBY TPUBAJICTIO 6 MiCSIIiB.

3MeHIIIeHH CUMIITOMIB reHepajli30BaHOr0 TPMBOXKHOTO PO3Jiady BiAIIOBIAHO A0 IIKaJIU
l'aminbTOHA A/Is OLWIHKYA TPUBOXKHOCTI (HAM-A) cocTepiranocs BxKe Ha MepPLIIOMY
TUXKHI.

Y nponeci KOHTPOJIbOBAHUX KIIIHIYHUX OOCIIAXKEHb (TpuBalicTio 4-8 TUXKHIB) y 52 %
MMalieHTiB, IKi 3acTOCOBYBasnu mmperadanid, Ta y 38 % maliieHTiB i3 rpynu nnaie6o
CIIoCTepirasocst moKpalllaHHsa He MeHIe Hixk Ha 50 % 3a 3arajbHOI0 KilbKicTio OaiB
3a mKano HAM-A Bifg TOo4aTKOBOTO PiBHSA A0 KiHIIEBOl TOYKH.

ITig yac KOHTPOJILOBaHUX OOCIIIOXKEHDb HEYITKICTh 30pYy 4YacTillle ciocTepiranacs y
Malli€eHTiB, sIKi 3aCTOCOBYBasu Imperabasid, HiXK y HalliEHTIB, IKi OTpUMYyBaIu maieoo.
Y GinbiocTi BUMIagKiB 1le SIBUIlle 3HUKAJIO IIPU ITPOJOBXKEHHI Teparrii.
Od¢dranbMmonoriune o6cTekKeHHs (BKII0UAIOYM IEPEBIPKY I'OCTPOTHU 30py, GopMaJibHYy
IIEePEBIPKY MOJISA 30PY Ta OOCIiAKEHHS OYHOI'0 JHA NPU PO3MUPEHiN 3iHUI) ¥ paMKax
KOHTPOJIbOBAHUX KIIIHIYHUX OOCIIOXKEHb BUKOHYBasiocsa y noHan 3600 maljieHTiB.
Cepepn 1uMx Iali€HTIB TOCTPOTa 30py noripmunaca y 6,5 % malieHTiB y rpymi
nperabaniny Tta y 4,8 % naiiieHTiB y rpyi niaie6o. 3MiHU OIS 30py BUsABIeHO y 12,4
% TMallieHTiB, sIKi 3acToCcOBYBasnu mmperadanid, Tay 11,7 % malieHTiB i3 rpymnu mnaie6o.
3MiHM Ha OYHOMY [OHi BUsiBNIeHi y 1,7 % mallieHTiB, siKi oTpuMyBasnu mperadanid, Tay
2,1 % martienTiB y rpyrmi nname6o.

@ibpomianeis. EpekTuBHicTh Iperabaniny Oyjia BCTaHOB/IE€Ha B omHOMY 14-
TUKHEBOMY IOABIMHO CJINMOMY I1/1a1ie60-KOHTPOJIbOBAHOMY MYJIbTULIEHTPOBOMY
pocnigxkeHHi (F1) Ta B omHOMY 6-TH2KHEBOMY PaHAOMi30BaHOMY OOCIIIAXKEHHI BifMiHU
(F2). V 11i gocmim»XeHHs 3aydalnucs NallieHTH 3 giarHo3oM «@didbpomianrisi» Ha 0CHOBI
KpUTEPiiB AMepuKaHChKOTr0 KOJIeAXKy PeBMaTOJIOril (momupeHuit 6inb mpoTsaroMm 3
MicsIIiB B aHaMHe3i Ta 0inb, HasgBHUYM B 11 yu Ginbirne 3 18 cunemudiyHmux 601H0BUX
TOYOK). [IoCHiI>KeHHs ITPOAeMOHCTPYBaIu 3HUXKEHHS OO0JII0 3a Bidya/IbHOIO
aHaJIOTOBOIO IIIKaJIok0. [ToKpallleHHS JogaTKOBO Oy/I0 IPOAeMOHCTPOBaHO 3a
3arajbHOIO OIIIHKOIO IallieHTa Ta 3a ONUTYBaHHSAM IIOOO0 BILUIUBY (piOpomianril.

[litu. Byno npoBeneHo miaiedo-KOHTPOIbOBaHEe MOCTIIXKEeHHS TPUBAJIICTIO 15 TUXHIB
3a yuacTio 107 mitest Bikom 12-17 pokiB 3 ¢pibpomianriero, siki 3aCTOCOByBau
nperabanin y mo3i 75-450 mr Ha mo0Oy. 3a pe3yIbTaTaMu OIiHKY MEePBUHHOI KiHIIEBOI



TOYKM e(PeKTUBHOCTI (3MiHa 3arajabHOI iHTEHCUBHOCTI 00110 Bim 6a30BOT0 PiBHSA OO
TUXKHS 15; po3paxoBaHO 3a AornomMorow 11-6ambHOl IMIKaIu OIliHIOBaHHS) OYII0
ITPOAEMOHCTPOBAHO YUCEJIbHO OiJIbIlle MOKpAIlleHHS CTaHy IMalli€HTiB, SKi
3acTOCOBYBasu Iperabaid, MOPiBHAHO 3 MalliEHTaMU, IKi npuiiManu 1nanebo, ane 1e
MMOKpalleHHs He OOCATIIO CTaTUCTUYHOI 3HayymiocTi. HaliyacTimuMu no0iyHuMET
peaxIrisiMu, sIKi CIIocTepiraaucs y KIHIYHUX OOCITiIXKeHHsX, Oy/I1 3allaMOpPOYeHHs,
HYIOOTa, TOJIOBHUM Oinb, 30iNbIIIeHHSI MAcCH Tijla Ta CTOMJIIOBAHICTh. 3araibHUM
mpodins 6e3meku y migniTKiB 6yB mMOmiOHUM 10 TAKOT'0 y IOPOCIuX i3 ¢pidpomianriero.

dapmakoKiHemukKa.

dapmMaKOKiHETMYHI ITOKa3HUKHM Iperadaiiny y piBHOBaKHOMY CTaHi OyJiu IogiOHUMU y
3M0POBUX NJOOPOBOIBIIIB, MAIIIEHTIB 3 EITiNIeICi€l0, AKi MpUMaIu IPOTHUEIiJIENITUYHI
IpenapaTH, Ta y MalliEHTiB i3 XpoHiYHUM O0IEM.

AGcopOis. [TperabariiH MIBUAKO BCMOKTYETHCS IIPU IIPUMOMI HaATIIE i JocsAarae
MaKCHMaJIbHOl KOHIIeHTpallil (Cmax) y I1J1a3Mi KPOBi IPOTATOM 1 TOOWHU ITiCIA
OOHOKpaTHOT0 abo 6araTokKpaTHOTO 3aCTOCyBaHHs. Po3paxoBaHa 0iofOCTYIIHICTh
nperabaiHy IIpu mepopayibHOMY 3aCTOCyBaHHI cTaHOBUTDH = 90 % i He 3aJIe’KUTh Bif
no3u. [Ipu 6araToKpaTHOMY 3aCTOCYBaHHi PiBHOBaXKHUM CTaH [OCSATAETHCS Yepe3
24-48 ropuH. [IIBUOKICTE BCMOKTYBaHHS ITperabaniHy 3HUXKYETHCS IPU OOHOYACHOMY
MIPUKOMI 3 12Kelo, 10 IIPU3BOOUTH OO 3MEHIIIEeHHSI Cmax nmpubnu3Ho Ha 25-30 % i
MIOOBXKEHHS 4YaCy OOCATHEHHS MaKCHMaJlIbHOl KOHIIeHTpallil (tmax) MPUOIIU3HO 0
2,5 roguau. OgHaK npuiioM nperadaiHy OgHOYACHO 3 12Kel0 He MaB KJTiHiYHO
3HAYYIIOTO BIJIMBY Ha CTYIIiHb MOT0 abCOpPOIIil.

Poznopin. ¥ npoiieci mokimiHiYyHUX OocmigXKeHb O0yJI0 IMOKa3aHo, 110 mperabarin
IIPOHUKAE KPi3b reMaToeHIledasiuamii 6ap’ep y MuilleH, urypis i MaBm. BcTtaHOBIIEHO,
1110 ITperabasiil IPOHUKAE KPi3b ITAIlEHTY YV IIYPIiB i Y MOJIOKO HIIypPiB y mepiofn
nakTalii. ¥ moguHu 06’eM po3mnofiny nperabaniny Iicis mepopaabHOr0 3aCTOCYBaHHS
ctaHoBUTH IMpubnu3Ho 0,56 n/kr. [Iperabasid He 3B’I3y€ThCS 3 OiTKaMM I1JIa3MU KPOBI.

Metabomi3M. ¥ nroguHu nperabaiiid 3a3Ha€ He3Ha4YHOro MeTtabomnismy. [licns

BBEOEHHS MO3U MiYeHOT'0 PafiioaKTUBHOIO MiTKOIO ITperadaniny npubiausxo 98 %
pafioaKTUBHOI peYOBUHY BUBOIOUIIOCS 3i ceuelo y BUTJISAAI HE3MiHEHOT0 nperabarriny.
YacTka N-MeTHUIb0BaHOI IMOXigHOI IperabaiHy - OCHOBHOTO MeTaloJIiTy IIpenapary,
III0 BU3Ha4aBCs y cedi, - ctaHoBuina 0,9 % Big BBemeHol mo3u. I1im yac mOKITiHIYHUX
OOCITim»KeHb He BimOyBaJsiocs palleMizallil S-eHaHTioMepa nperabaniny B R-eHaHTioMeD.

BuBepenus. [Iperabanid BUBOOUTHECS 31 CUCTEMHOTO KPOBOTOKY ¥ HE3MiHEHOMY

BUTJISAMI, TepeBaxkHO HUpPKaMu. CepenHill mepion HaliBBUBEAEeHHS ITperabainy
CTaHOBUTH 6,3 roguuu. [I;1a3MoBUM Ta HUPKOBUM KITipeHC mTperabaiiHy mpsMo
MIPOMOPILiMHI OO0 KIIipeHCy KpeaTUHiHY (OuB. po3ain «®PapMakoKiHeTnKa. HupkoBa



HeOOCTaTHICTb»).

[NamienTaM i3 nmopylieHHsIMU GYHKIII HUPOK abo ImalieHTaM Ha reMofianidi HeoOximHa
KOPEKIIis go3u npemnaparty (guB. po3ain «Crocib 3acTocyBaHHS Ta A03u», Tabmuis 1).

JliHilHiCcTh/HeNiHiVHICTL. PapMaKOKiHeTHKa nperabaJiiHy € JTiHiNHOI0 OJIT YChOTO

PEeKOMEH0BAHOTO fiana3oHy A03. BapiabenbHicTh papMaKOKiHETUKY ITpeTrabatiny
cepeq mallieHTiB € HU3bKOI0 (< 20 %). PapMakoKiHeTUKa Ipu OaraToOKpaTHOMY
3aCTOCyBaHHIi € mepeabadyBaHOIO Ha IifCTaBi JaHMWX, OTPUMaHUX IIPU 3aCTOCYBaHHI
OOHOKpATHOI Ho3u. TaKuM YUHOM, HeMa€ NoTpebu y MIaHOBOMY KOHTPOJII
KOHIIeHTpallil mperabaiiny y mjaa3Mi KpoBi.

CraTh. Pe3ynbTaT KIiHIYHUX OOCIIOXKEHb CBig4YaTh PO BiACYTHICTH KIIIHIYHO
3HAYYIIOTO0 BIIJIMBY CTaTi Ha KOHIIEHTpaIlilo mperabaiiny y njaa3Mi KpoBi.

HupkoBa HemocTaTHICTh. KiipeHc mmperabaniny IpsiMo TPOIMOPIIMHUYN 00 KITipeHCy

KpeaTuHiny. Kpim 1poro, nperabaiii e¢peKTUBHO BUOAISETHCS 3 IIJIa3MU KPOBi 3a
OOIIOMOTro0I0 reMofiani3y (micns 4 ToOuH reMofiani3y KOHIleHTpallis nperabaniny y
IJ1a3Mi KpOBi 3MeHIIyeThCs Tpubnu3Ho Ha 50 %). OcKinbKu nperapaT BUBOOUTHLCS B
OCHOBHOMY HUPKaMM, IalliEHTaM i3 HUPKOBOIO HEJOCTATHICTIO HEOOXiTHO 3MEeHIIIyBaTU
0Oo3y IIpelapary, a IIicjs reMofiaidy 3aCTOCOBYBAaTU OOAATKOBY A03Y (OUB. PO3AiT
«Cmocib 3acTocyBaHHS Ta O03u», Tabmuis 1).

[TeuyinKoBa HegoCTaTHICTh. CrelianbHUX (papMaKOKiHETUYHUX OOCIIAXKEHb y ITalli€HTIiB

3 IIeYiHKOBOIO HeJOCTaTHiCTIO He nmpoBoaunu. OCKinbku nperadaild He 3a3Ha€E
3HA4YHOT0 MeTab0JIi3My Ta BUBOOUTHLCS 3i cedelo mepeBaxkHO B HE3MiHEHOMY BUTJISAI,
TO MaJIOMMOBIPHO, 11100 MOPYIIeHHSA (PYHKIII] NeYiHKKA MaJio 3HAUYyIINH BIJIUB Ha
KOHIIeHTpallito mperabdaniny B mj1a3Mi KpoBi.

Hitu. PapMakoKiHeTUKYy nperabaiiHy OILiHIOBaJIU y OiTeH 3 elisnerncieo (BiKoBi rpymu:
Big 1 mo 23 micsiriB, Big 2 go 6 pokis, Bim 7 mo 11 pokiB i Bim 12 mo 16 pokiB) npu
3acTocyBaHHi 103 2,5 Mr/Kr/moby, 5 mr/kr/mo6y, 10 mr/kr/moby Ta 15 Mr/kr/moby y
IpoIleci JOCTimXKeHHs 3 BUBYEHHS (papMaKOKIiHETHUKM Ta IIePpeHOCUMOCTi. ITicsa
IIepopabHOr0 3aCTOCYBaHHS ITperabaniHy OiTsSM HaTIle Yac JOCATHEHHS
MaKCHMalbHOI KOHIIEHTpallil y 1j1a3Mi KpoBi 6yB y IiJIOMy aHaJIOTiYHUM Yy BCiX BiKOBHUX
rpymnax i craHoBuB Bif 0,5 roovHU 00 2 TOOWH HiC/IA OIPUUOMY.

3HauyeHHSA Cmax i TITOI mif KPHUBOIO 3aIe2KHOCTI KOHILIeHTpallil Bifg dacy (AUC)
nperabaiHy 3pocTaiu JTiHiWHO 3i 30iIbIIIEeHHSIM O03U B KOXKHIiM BiKOBi#l rpymi. Y miTen
3 macoro Tina go 30 kr 3HayeHHSa AUC O0ynu Hux4uuMu Ha 30 %, 1110 3yMOBJIEHO
30inpmeHHaM Ha 43 % KJlipeHCy, CKOPUTOBaHOTO 3a MacoIo0 TiJla, ¥ IIMX Ialli€HTIB,
IIOPIBHSAHO 3 MaljieHTaMu 3 Maco:o Tinia = 30 Kr.



Kinnesui nepion HamiBBUBeIeHHS nperadajliHy CTaHOBUB y CepeqHbOMY NPUOJIN3HO
3-4 TOOVHU y OiTeu BIKOM 0 6 POKIB Ta 4-6 TOOUH y AiTeUd BIKOM Bif 7 POKIB.

Y nponeci nonynsauinHOro papMakKOKiHETUYHOTO aHalli3y JOBeOeHO, 110 KIipeHC
KpeaTUHiHy OyB 3HA4YII[0I0 KOBapiaToo OJisd KJIipeHCy IepopaibHOTOo nperabdaliny, a
Maca Tina Oya 3Ha4yIll0l0 KOBapiaToo AJIs YABHOTO 00’€MY PO3MOMily IIepopaabHOTr0
nmperabainy, i 1e# 3B’5130K OyB aHAJIOTiYHUM Yy HOiTel i MOpOCIuX MalliEHTiB.

dapMakoOKiHeTUKY nperabaiHy y nalieHTiB BikoM go 3 MicsIliB He BUBYaIu (OUB.
po3minu «®apMakoguHaMika», «Criocib 3acTocyBaHHS Ta o3u» Ta «I1ob6iuni
peaxiii»).

[MauienTu niTHBOrO BiKy. KitipeHc niperabaniHy Ma€e TEHOEHIIIO 10 3MEHIIIEHHS 3

BikoM. Take 3MeHIIIEeHHS KJIipeHCy IIperabaliHy Ipu WOro 3aCTOCYBaHHI ITepopaabHO
Y3TOOXKYETHCS 31 3MEHIIEHHSIM KITIpEHCY KpeaTHUHiHY, ITOB’I3aHUM 3i 30iNTbIIeHHAM
BiKy. [TamieHTaMm i3 mopymeHHIMHU QyHKITIl HUPOK, ITIOB’I3aHUMU 3 BiKOM, MOXKe
nmorpebyBaTUCS 3MEHIIEHHS 03U Iperabaniny (ouB. po3nin «Cmocib 3acTocyBaHHS Ta
mo3u», Tabnuis 1).

[Nepiom rogyBaHHA rpyanio. PapMakKOKiHETHKY IIperabaliHy Ipu MOTro 3aCTOCYBaHHI y

no3i 150 mr KoxkHi 12 roogun (mo6osa go3a 300 mr), omiHtoBanu y 10 XKiHOK, sKi
rooyBajiu Ipynnlo, lioHanuMeHIe yepe3 12 TuxXHIB micisa nosoris. 'ogyBaHHS IPyaOr0
He BIIJIMBajIo a00 Majio He3HAYHUM BIJIMB Ha (papMaKOKiHETHKY ITperadaiiny.
[Iperabanin moTpanssaB y TPyaAHE MOJIOKO, IIPU IIbOMY MOT0O CepeHi KOHIIeHTpallil y
PiBHOBaXKHOMY CTaHi CTaHOBUIU NMPUOIM3HO 76 % Big KOHIIEHTpAllil y mia3Mi KpoBi
MaTepi. Po3paxoBaHa [03a, SKy OTPUMY€E HEMOBJISA 3 TPYOHUM MOJIOKOM (IIpU
cepemHbOMY CIIOKUBaHHI Monoka 150 mi/kr/mo0y) Bim XKiHKH, sTKa IpUAMae
nperabanin y mo3i 300 Mr Ha moOy abo y MakcuMalbHi# 1o3i 600 Mr Ha gooy,
ctaHoBuTh 0,31 ab6o 0,62 mr/kr/mo0y BinmoBigHo. Lli po3paxoBaHi 03U CTAHOBIISTh
nmpubnu3Ho 7 % Bifg 3aranbHOl MOOOBOI MO3UW Y MaTepi y mepepaxyBaHHi Ha MTI/KT.

IToxa3aHHSA

HetliponamuuHuti 6i1b

[IpemapaT moKa3aHUM OJIs JTiIKyBaHHS HEMPOIIAaTUYHOTO 000 mepudepudHoro abo
IIEHTPAILHOTO ITOXOXKEHHS Y JOPOCIIUX.

Eninencis

[IpemapaT mMOKa3aHUM DOPOCIIUM y STKOCTi OJATKOBOTO IiKyBaHHS IIPHU ITapIliaTbHUX
CYOOMHMUX Halafax i3 BTOPUHHOIO reHeparisaliiero abo 6e3 Hel.

I'enepasnizosaHutli mpugodcHull po3aad



[IpemapaTt moka3aHuU [Jid JIIKyBaHHS I'€Hepali30BaHOIr0 TPUBOXKHOTO PO3Jiafay y
OOPOCIJIUX.

dibpomianzis
IIporunoka3aHHs

linmepuyyTnuBicTh MO Air040i pedyoBUHU abo M0 OYyOb-sIKOi 3 JOIOMIiXKHUX PEYOBHUH,
3a3Ha4YeHux y po3nini «Ckmag».

B3aemMonisi 3 iHOIHMH JTiIKapChbKHMH 3aco00aMu Ta iHIIIi BUIH B3a€EMOIil

Ockinbku nperabaJiiH eKCKPeTYEThCS IepeBaXkKHO y He3MiHEHOMY BUTJISAI 3i cedero,
3a3Ha€ He3HAYHOro MeTaboi3My B opraHi3Mmi moguau (< 2 % m03u BUOINISETHCS i3
ceuelo y popmi MeTaboiTiB), He iHTiOye MeTabo0i3M iHIIMX Ipelaparis in vitro i He
3B’sI3y€eThCA 3 OijTKaMu IJ1a3MU KPOBi, TO MaJIOMMOBIpPHO, 1110 mperadaid Moxe
CIIPUYUHATU (papMaKOKiHETUYHY B3a€MOit0 abo OyTu 00’€KTOM TaKOi B3aEMO/Iii.

JTocai0aceHHs in vivo ma nonyasauiiHull papmMakoKiHemu4yHull aHaai3. TaKuM 4uHOM,

Yy OOCJIIAXKEHHSIX in Vivo He CIIoCTepirajgocs KIiHiYHO 3Ha4YyIol (papMaKOKiHETUYHOI1
B3aeMoO[il Mixk nperabaninom i ¢peHiToiHOM, KapOaMa3eIliHOM, BaJIbITPOEBOIO
KHCJIOTOI0, TaMOTPUAKMHOM, TabaleHTUHOM, JIopa3enaMoM, OKCUKOLOHOM abo
eTa”HonoM. [TonynsauiiHui ¢papMaKOKiHETUYHHUN aHalli3 IIPOOEeMOHCTPYBaB, IO
repopabHi npoTuaiabeTnyHi 3acobu, miypeTuku, iHcymniH, ¢peHobapobiTan, TiarabiH i
TOIlipaMaT He MaloTh KJIiHIiYHO 3HAYYIIIOT0 BIIJINBY Ha KiIipeHC nmperabaiiny.

ITepopasvHi KOHMpauenmusu, HopemucmepoH ma (abo) emuHisecmpadio.

OmHOYacHe 3aCTOCYBaHHs ITperabaiiHy 3 mepoparbHUMU KOHTPAlleITUBAMHU,
HOpPeTHuCTepoHOM Ta (ab0) eTHUHiIECTPaAiooM He BIZIMBA€ Ha papMaKOKiHETHUKY
PiBHOBaXKHOTO CTaHY KOOHOTO 3 IIUX JIiIKAPChKUX 3aCO0iB.

Jlikapcovki 3acobu, w,o anausaroms Ha IIHC. IIperabanid MoxKe IIOTeHIliI0BaTH ePeKTH

€TaHOJIy Ta Jiopa3enaMmy. Y mepio NOCTMapKeTUHIOBOI'O Harjsaay MOBIOOMIISINA IIPO
BUTIAIKU OUXaJIbHOI HEJOCTATHOCTI Ta KOMM Y IAIli€EHTIB, sIKi mpuiiMasnu nperabain
pa3oM 3 iHIMMMHU JTiKapChbKUMHU 3acobaMu, 1110 IPUTHiYy0Th ¢yHKIio [ITHC.
[IperabaniH, iMOBipHO, ITOCUJTIOE TIOPYIIEHHS KOTHITUBHUX Ta OCHOBHUX MOTOPHUX
(pyHKILIN, 110 CHPUYXHEHI OKCUKOOOHOM.

B3aemo0ii y nauieHmis nimHb020 8iKy. CrellialbHUX OOCHIIXKeHb (papMaKOOUHaMidHOL

B3a€EMOIil 3 y4acTIO HOOPOBOJIBIIIB TiTHLOTO BiKy He IIPOBOOUIIN. [lOCTiIXKEeHHS
B3a€EMOIiI JIiIKapChKUX 3aC00iB ITPOBOOUJIIM JIUIIIE ¥ JOPOCIIUX TTAIli€HTIB.

OcCo006/1MBOCTi 11100 3aCTOCYBaHHSI



ITauieHmu 3 uykposum diabemom. BignmoBigHO M0 YMHHOI KITIHIYHOI ITPAaKTUKHU, OesKi

MalieHTu 3 IIYKPOBUM OiabeToM, Maca Tijla sskux 30inmbiIuiacs mig yac Teparrii
nperabaniHoM, MOXKYTb ITOTPeOyBaTH KOPEKIIil MO3U ITyKPO3HUKYBAIbHUX TiKaPChKUX
3aco0iB.

Peakuii einepuymausocmi. Ilicnsg Buxony npernapaTy Ha PUHOK ITOBiHOMIISIIIU PO

PO3BUTOK PeakxIlil rinepyyTIUBOCTi, BKIIOYA04YU aHTiOHEeBPOTUYHNM HaOpsak. [Ipu
BUHUKHEHHI TaKUX CUMIITOMIB aHTiOHEBPOTHUYHOTO HAOPSKY K HAOPSIK 00IuYYs,
nepiopanbHUM HaOpsiK a00 HaOPSK BEPXHIX NMXalIbHUX IISIXiB 3aCTOCYBaHHS
nperabaiHy ciif HeraiHO MPUIINHUTH.

IIIKipHi peakuii. Y 3B’13Ky 3 JIiKyBaHHSIM ITperabaiHOM PigKO MOBimOMJISIOCS IIPO

TSKKi MIKipHi mo6iuHi peakitil (TILITP), Bkmiogatoun cuHapom CTiBeHca-[[2KOHCOHa Ta
TOKCUYHUH ellifepMalbHUM HEKPOJIi3, AKi MOXKYTb OyTH HEOE3MeYHUMHU OJIT XKUTTSI
abo MaTu jeTarbHUM Hacigok. [1ig yac mpu3HadeHHS JTiKapChKOTo 3aco0y IallieHTaM
CJIif; TIOBIOMUTHU IIPO O3HAKU Ta CUMIITOMU Ta YBaXKHO CTEXUTHU 3a IIKIipHUMU
peakiisiMu. AK1io 3’ IBASIOTHCS 03HAKU Ta CUMIITOMH, III0 BKa3yIOTh Ha IIi peakiiii,
CIIii Hera’Ho BiIMIiHHUTUM 3aCTOCyBaHHS IIperabasiiHy Ta PO3rAsSHYTH aJlbTepPHAaTUBHE
JikyBaHHS (y pa3i HeoO6XigHOCTI).

3anamopo4eHHs, COHaAUuBICMb, Bmpama ceidomMocmi, cnaymaHicms ceidomocmi ma

NopyweHHs ncuxiku. 3acToCcyBaHHS nmperabajiiHy CyIIpoBOAXKYBaJIOCS ITOSIBOIO

3aaMOpPOYEeHHS Ta COHJIMBOCTI, 10 MOXKe 30ibIINTH PU3UK BUHUKHEHHS
TpaBMaTUYHUX BUNAOKIB (DafiHHS) Yy HaLllEHTIB JIITHBOTO BiKy. TaKOXK MiC/Is BUXOOY
IIperapaTy Ha pUHOK [IOBIHOMJISINA [IPO BUIIAOKU BTPATU CBIAOMOCTI, CILZIYyTaHOCTI
CBIIOMOCTI Ta HOPYIIEHHS IICUXIKU. Y 3B’43Ky 3 IIUM MallieHTaM CJIil pPeKOMeHyBaTu
OyTu 06epeXHUMHU, IOKU IM He CTaHYThb BifoMi MOXKJIUBi e(peKTU IHOTO JIIKapChKOTO
3aco0y.

Posaadu 3opy. Ilig 9yac KOHTPOJIBOBAHUX OOCIIAKEHb HEYITKICTh 30Py YacTille

CIIoCTepirasnacs y ImallieHTiB, aKi npuiiManu nmperadariH, HiXK y Malli€eHTiB, SgKi
oTpuMyBanu niaiebdo. Y OisbIIOCTi BUIIaAKiB e sIBUIIle 3HUKAJIO IIPU IPONOBKEHHI
Teparil. Y npoieci KIiHIYHUX OOCIIiAXKEeHb, Y IKUX IPOBOOUIN 0(hTaIbMOJIOTidYHE
00CTeXKeHHS, YaCTOTa BUIIAAKIiB IOTipIIIeHHS TOCTPOTH 30pY Ta 3MiHU MOJIA 30py Oyia
BHUIIIOIO y MAIli€EHTIB, 5IKi 3aCTOCOBYBaiu nperadasil, MOPiBHSIHO 3 IAlliEHTaMM i3 IpyIu
maie6o; YacToTa BUHUKHEHHS 3MiH Ha OYHOMY [Hi Oy/a BUIIOO Y IAlli€HTIiB i3 rpynu
mianebo (ouB. po3ain «®apmMakoguHaMika»).

[Ticnsa Buxony mpemnapaTy Ha PUHOK TaKOXK ITOBIMOMIISIIN PO MOOiYHI peakiiil 3 00Ky
OpraHiB 30py, BK/II0Yal04Y# BTPATy 30PYy, HEUITKICTh 30py abo iHIIli 3MiHU rOCTPOTHU
30py, 6araTo 3 gKuxX OyJI¥ TUMYaCOBUMHU. [icyigd NpUNIUHEHHS 3aCTOCYBaHHS
nperabaniny 11i CMMIITOMHU 3 O0OKY OpraHiB 30py MOXKYTh 3HUKHYTH a00 3MEHIITUTHUCH.



Hupkoesa HeOocmamHicmb. 3ahikKCOBaHO BUNAaAKU PO3BUTKY HUPKOBOI HEIOCTAaTHOCTI,

siKa iHomi Oyia 0O0POTHOIO ITiCcyIsA NPUITMHEHHS 3aCTOCYBaHHS nperadaiiny.

BiomiHa cynymHix npomueniienmuyHux npenapamis. Hapa3i HegocTaTHbO JaHUX

100 TOT'0, YU MOZKHAa BIAMIHATHU CYIIyTHI IPOTUENUIEIITUYHI IpenapaTy IIicJis TOro,
SIK Y pe3yJibTaTi JomaBaHHs nperadaiHy mo Teparil Oyae JOCATHYTO KOHTPOJIb CYIOM,
11100 meperuTH 4O MOHOTepaIrii mperabamiHoM.

Cumnmomu g8iOMiHU. Y OessKUX Talli€HTiB MiCJIg NTPUNUHEHHS KOPOTKOCTPOKOBOI ab0o

TPUBAJIOl Teparril mperabasiHOM CIIOCTeEpiraaucs CUMIITOMH BiIMiHUM IIpemnapary.
[ToBigoMmsinu mpo Taki ABuUIa: 6€3COHHS, TOJIOBHUMU 0iflb, HYOTa, TPUBOXKHICTBD,
miapesi, TPUMIONONIOHMM CUHOPOM, HEPBO3HICTH, emnpecis, 6iy1b, cygomMu, rinmeprigpos i
3arraMOpOYeHHs, IKi BKa3yioTh Ha (i3myHy 3anexkHicTh. L{io iHpopMmartiito crif
MMOBIIOMUTH IAIi€EHTY IIepeq M04YaTKOM Teparril.

CymoMu, 30KpeMa enuIenTUYHUN CTaTyC Ta BeJIUKI CyOJOMHI Hanaau, MOXYThb
BMHUKATH ITiJl Yac Teparril nperabasinomM abo HeBIOB3i ITicyIst MOT0 BimMiHU.

IaHi mopo BigMiHu nperaba’tiHy miciiss TpUBaJIOT0 3aCTOCYyBaHHS BKa3yIOTh Ha Te, 110
4YacTOTa BUHUKHEHHS Ta CTYIIIHb TAXKKOCTI CUMIITOMIB BifMIHN MOXYTh 3ajieXKaTH Bif
OO3MU.

3acmitiHa cepuesa HedocmamHicmy. [ToBigOMIISIIN PO 3aCTiWHY CEPILEBY

HeIOOCTaTHICTD y mesIKUX IallieHTiB, aKi npuiiManu nperabasnid. Taka peakxirist
criocTepiranacs 3ae0inbIIoro I Yac JiKyBaHHS ITperabaiiHoM HEWpPOIaTUYHOTO
00JII0 y TAIliEHTIB JIITHHOTO BiKY 3 YK€ iCHYIOUMMM CEPLIEBO-CYAUHHUMU
MMOopyIIeHHAMU. TaKUM nallieHTaM nperabaliH CiIifi 3aCTOCOBYBaTH 3 00epeKHICTIO.
[Tpu mpunuUHEHHI 3aCTOCYBaHHS nperaballiHy lie SBUIIE MOXKe 3HUKHYTH.

JIikysaHHs Hellponamu4Ho20 60110 UeHMpAa/abHO20 NOX00HCEeHH 1 BHACAIOOK

VPAaX}ceHHs1 cnuHHo20 Mo3KYy. Ilifm 4yac JIikyBaHHSI HEMPOIIATUYHOTO O0JII0

IIEHTPAJIbHOTO IOXOOXKEHHS, CHPUYNHEHOT0 YPaXXeHHIM COINHHOTO MO3KY,
306inbITyBasiacss 4acToTa NOOIYHUX peakliii y IiJIOMYy, a TaK0XK IMOOIYHUX peakllii 3
6oky LIHC, ocobmuBo coHnuBOCTi. Lle Moke OyTH IOB’sI3aHO 3 aAUTHUBHOIO Hi€I0
CYNIYTHIX JiKapChbKUX 3ac00iB (HampuKiaj, aHTUCIIACTUYHUX ITPenaparTiB), HeoOXigHUX
OJIs1 JIIKyBaHHS IILOTO cTaHy. 1{1o 06cTaBUHYy ciig 6paTu OO0 yBaru, Ipu3Hadaiouu
nmperabasil Ipu TaKOMY CTaHi.

ITpueHiyeHHs duxaHHA. TTOBIiHOMIISIIIOCS IIPO BUIIAOKHU TSAXKKOIO MPUTHIYEHHS OUXaHHS

y 3B'sI3KYy 31 3acTOocyBaHHSM nperabariny. [TallieHTH 3 MOPYIIEHOI0 OUXaIbHOIO
dyHKI1Ii€I0, pecnipaTopHUMU a00 HEBPOJIOTIYHUMHU 3aXBOPIOBaHHSIMM, HUPKOBOIO
HeIOOCTaTHICTIO, OMHOYAaCHUM 3aCTOCyBaHHSAM memnpecaHTiB [IHC Ta ocobu miTHLOTO
BiKy MOXYTh MaTHU OiTbIINIM PU3UK BUHUKHEHHS 1i€l TIXKKO01 mo6iuHol peakil. s



IIMX TAIliEHTIB MOXKe 3HaJ0OUTHUCS KOPUTYBAHHS TO3H.

CyiuudaavHe mMucieHHA ma nogeldiHka. [ToBimoMIssIu Ipo BUIIAAKU CYIIUAAIbHOTO

MUCJIEHHS Ta IIOBEOIHKM Yy Ialll€eHTIB, IKi OTpPUMYyBaJIu Tepallilo IIPOTUEIIIENTUYHUMU
npenapaTaMu 3a OesKMMM IIOKa3aHHSAMU. 3a pe3yjlbTaTaMi MeTaaHaJllily JaHuX,
OTPUMAaHMX Y IIPOIIeCi paHAOMi30BaHUX IJIalle00-KOHTPOIbOBAHUX OOCIIiAXKEHD
IPOTHENUIENITUYHUX IIpelapaTiB, TAKOXK CIIOCTEPirasocs HeBeJIUMKe MMiIBUIlleHH S
PHU3UKY MMOSBU CYIIMOAIBHOTO MUCJIEHHS Ta NOBEOiHKM. MeXaHi3M BUHUKHEHHS IIbOT0
PU3UKY HEeBIIOMUU, a HasiBHI IaHI He BUKJIIOYAIOTh MOXKJIUBOCTIL iCHyBaHHSA
ITiIBUIIIEHOTO PU3UKY ITPU 3aCTOCyBaHHI nmperabajiny.

Y 3B’3Ky 3 IIMM He0OXiTHO peTeIbHO CIIOCTEPIraTH 3a HalliEHTaMU [JI51 BUSIBJIEHHS
O3HaK CyllMaaaIbHOTO MUCJIEHHS i TOBEOIHKY Ta PO3TJISHYTHU OOLIIbHICTH
NpHU3HaYEeHHS BiAIIOBIOHOTO HMiKyBaHHS. Y pa3i MOsSBU O3HAK CYyIIIUOAIbHOTO MUCJIEHHS
abo0 moBediHKM IallieHTaM (Ta ocobaM, siKi HOTIAAal0Th 3a HUMU) CIIiZl 3BEPHYTHUCS I10
MEOUYHY OOIIOMOTY.

IToeipweHHs PYHKUIT HUXMCHIX 8i100i1i8 W.1YHKOBO-KUWK08020 mMpakmy. [ToBimomMisaan

PO sIBUIIIA, TTOB’si3aHi 3 MOTipiIeHHAM (QYHKII1 HUXKHIX BiIiliB IIIyHKOBO-KHUIITKOBOTO
TPaKTy (HEeNpOXigHICTh KUILEYHUKY, IapaliTuYHa HeIPOXigHICTh KUILIEeYHUKY, 3a10p),
ITPY 3aCTOCYBaHHi nperabasiHy pa3oM i3 mikapchbKUMU 3acoO0aMu, 10 MOXKYTh
CIIPUYMHUTH 3aIl0p, HAIIPUKJIa 3 OMiOIJHUMHU aHanbreTuKamu. [Ipu ogHOYaCcCHOMY
3acToCyBaHHi nmperabariHy Ta OITiOifiB CIIim BXKUTHY 3aXO0MdiB AJ11 NPOodiTaKTUKU 3aIl0piB
(0oco6/MBO y XKIiHOK Ta IMalli€HTIB JIITHHOTO BIKY).

OO0HouacHe 3acmocye8aHHs 3 onioidamu. PEKOMEHIYETHCS HOTPUMYBATUCS
00epeKHOCTI IIpU ITpU3HadYeHHi mperabajiHy ogHOYAaCHO 3 OmioigaMu Yepe3 PU3uK

npurHidveHHsa QyHKHil [ITHC (guB. po3nin «B3aemopnisa 3 iHIIUMY JTiIKapChbKUMU
3acobaMu Ta iHIIi BUOYW B3aEMOMIi»). Y mOCHigXKeHHi BUIIaJ0K-KOHTPOJIb 0Ci0, sIKi
3aCTOCOBYIOTH OIiOIAH, MiABUIIEHUN PU3UK CMEPTHOCTI, IOB’I3aHO0il 3 omioigamMu, 6yB y
Malli€eHTiB, sIKi 3aCTOCOBYBasu IperabdaiiH OogHOYAaCHO 3 OITioioM, ITIOPiBHSAHO 3 TaKUM
IIpY 3aCTOCYBaHHI IUllle OMiOIfiB (CKOpUTrOBaHe CIIiBBigHOImeHH mmaHciB [aOR], 1,68
[95 % I, 1,19-2,36]). Takui nigBUIEeHUN PU3UK CIIOCTEPITraBCs IIPU HU3BKUX J03aX
nperabaniny (= 300 mr, 1,52 aOR [95 % [IOI, 1,04-2,22]) 3 TeHOeHIIi€l0 10 30inbIIIeHHS
PHU3UKY IIPU BUCOKUX Ho3ax nperabaniny (> 300 mr, 2,55 aOR [95 % [II 1,24-5,06]).

HenpasubHe 3acmocy8aHHsl, 3/1084#CUBAHHA abo 3aaedcHicmb. [ToBimoOMIISIIN TIPO

BUIIaJKM HENIPaBUJILHOTO 3aCTOCYBaHHSA, 31I0BXKUBaHHA Ta 3ajexXHocTi. Cifg 3
00epeKHICTIO 3aCTOCOBYBAaTH IIpeliapaT IMalliEHTaM 3i 37I0BXKMBaHHSIM Pi3HUMU
pedyoBHHAMH B aHaMHe3i; HeoOXigHO CIIoCcTepiraTu 3a malliEeHTaMU [JIs1 BUSBJIEHHS
CUMIITOMIB HEITPaBUJILHOTO 3aCTOCYBaHHS, 31IOBXKMBaHHSA a00 3a/Ie3KHOCTI Bif
nperabaniny (IIOBimOMIISIIM PO BUMNAAKU PO3BUTKY 3BUKAHHS, II€PEBUIIIEHHS
IMpU3Ha4YeHol J03U; ITOBediHKH, CIPSIMOBAHOl Ha OTPUMaHHS IIperapary).



EHuegansonamis. TToBimoMnsinu mpo BUIIAOKKU eHIledaomnarii, 1110 BUHUKAIIU

IIepeBaXKHO y MAllieHTiB 31 CYIIyTHIMU 3aXBOPIOBAHHSIMU, 1110 MOXYTh CIPOBOKYBaTHU
eHIedanoImnariio.

2KiHKu penpoO0yKmugH020 8iKy. 3aCTOCyBaHHs IIperabaiiny y ImepiioMy TpUMeCTpPi

BaTiTHOCTI MOXKe CIPUYUHSATH 3HAYHi BpoaxKeHi medekTu 1ioma. [IperabarriH He ciifg
3aCTOCOBYBATH B II€PiOA BariTHOCTI, SIKIIIO TiIBKU OYiKyBaHa KOPHUCTH OJI MaTepi SBHO
He IlepeBUlIllye MOTEHIINHUYN PU3UK 714 IIoga. 2KiHKY penponyKTUBHOTO BiKy IIOBUHHI
BUKOPUCTOBYBATH ePeKTUBHI 3acO00M KOHTpAIIENil ITim yac JiKyBaHHS (OUB. PO3Min
«3acToCyBaHHS Y IIepiof BariTHOCTI abo romyBaHHS I'PYOOI0»).

HenepeHnocumicmb nsakmo3su. IlpenapaT MICTUTE J1aKTO3Y. llaljieHTaM 3 TaKUMU

PiOKiCHUMU CITafKOBMMM 3aXBOPIOBAaHHSIMMU K HEIIEPEHOCUMICTh rajlakKToO3H, JJaKTa3Ha
HepocTaTHiCTh Jlanma a6o cuHAPOM MasibaOCcopO1il IJTI0OK03U Ta TajllaKTO3U He CIIif
3aCTOCOBYBaTHU ey IIpenapar.

[Ipenapat micTuTh Kapmoi3uH (E 122), IKui MOXKe CIPUYUHATH ajlepridyHi peakilil.
3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py0010.

2KiHKHM penpoayKTHUBHOTIO BiKy/3aco0u KOHTpPAIleIil o XiHok. 2KiHKH1

PETIPOOYKTUBHOTO BiKYy ITOBUHHI BUKOPHUCTOBYBaTU €peKTUBHI 3acoO0M KOHTpAlEeMIIii
i yac nmikyBaHHSA (OUB. po3min «OcoOIUBOCTI 3aCTOCYBaHHS»).

BariTHicTb. Y mpoiieci gocrimkeHb Ha TBapuHax 0yJjia MpogeMOHCTPOBaHa
pernpoayKTUBHA TOKCUYHICTh. [JoBegeHo, 1110 mperadasil IIpOHUKAE Yepe3 IIIaleHTy
mypiB. [IperabGanin MoxKe IMTPOHUKATH Yepe3 IJIalleHTy JIIOAUHH.

3Ha4yHi BpOOKeHi Bagu po3BUTKY. [laHi o6cepBalliiHOTO OOCHIAXKEHHS, IPOBEIEHOT0 Y
Kpainax CKaHOMHAaBII, i yac IKoro crmocTepiranu 3a OinbmI Hizk 2700 BariTHOCTSIMH,
y pasi 3acTocyBaHHs nperabdaniHy B IepIIoMy TPUMECTPi BariTHOCTI OyJio
ITPOAEMOHCTPOBAHO OiIbIIly ITOIMPEHICTh 3HAYHUX BPOIKEHUX Baa Po3BUTKY (3BBP)
cepeq MONyJNsAlil AUTSIYOTro BiKy (XKMBUX a00 MEPTBOHAPOMXKEHUX OiTel), sKi
ImiggaBasvcs BIIJIMBY IIperabaltiHy, TOPiBHSHO 3 MOMYJISII€0, SKa He ITiggaBanacs
TakoMy BIIuBY (5,9 % nopiBusaHO 3 4,1 %).

Pu3uk po3Butky 3BBP y miTel y pa3i 3acTocyBaHHs nperabaniHy MaTepsiMu y
IIepIIoMy TpuMecTpi OyB [ello BUIIUM IIOPiBHSHO 3 MOMYISIl€lo OiTel, sKa He
migmaBajiacsd TaKOMY BIIJIMBY (CKOPUTOBaHMM KOe(iIieHT IMOIMUPEHOCTI Ta 95 %
moBipuuu inTepBain: 1,14 (0,96-1,35)), Ta HOPiBHAHO 3 HOMYJIALIEIO, sIKa IIiggaBagacs
BILUTUBY namoTpumxkunay (1,29 (1,01-1,65)) abo gynokcetuny (1,39 (1,07-1,82)).

AHari3z KOHKPETHUX BaJl PO3BUTKY ITOKa3aB OilbIll BUCOKUY PU3UK BUHUKHEHHS Bafl
PO3BUTKY HEPBOBOI CUCTEMHU, O4Y€el, opodalliaIbHUX PO3IIiIUH, Bag PO3BUTKY



CEeYOBUITbHUX MIJIIXiB Ta CTAaTeBUX OPTaHiB, ajie KilbKicTh TaKUX Baf Oyia
HEBEJIMKOIO, a OLIIHKM HeTOYHUMHU. [Ipenapat He CJiif 3aCTOCOBYBaTH B IIepiof
BariTHoOCTi 6€3 HarajabHOI ITOTPeOu (KOIU OYiKyBaHa KOPHUCTH IJIsI MaTepi SIBHO
IepeBUIIyE MOXKJIMBUMN PU3UK OJIA MJI00a).

[lepion ropmyBaHHA rpyanio. HeBesnrka KinbKicTh niperabarsiny Oyia BUsIBJIEHA y MOJIOLI

XKIHOK, §IKi romyloTh rpyanio. Crifg moBigOMUTH XKiHKaM, SIKi TOOyIOTh TPYAOIO, IO
royBaHHS I'PyOAI0 He peKOMEHAYEThCSA V IIePion 3aCTOCyBaHHSA nperadartiny.

®eptunbHicTh. KniHiuHi maHi momo BriuBy nperadasniny Ha GepTUIbHICTD XKiHOK

BimcyTHi. Ilig yac KIiHIYHOTO OOCTiAKEeHHS BIIJINBY IIperabaliHy Ha PyXJIUBICTh
CIIepMaTo30i[iB 3MOPOBi HOOPOBOIIBIII YOJIOBIUOl CTaTi 3aCTOCOBYBasu Iperabatin y
po3i 600 mr Ha goOy. ITicns 3acToCcyBaHHS IIpemapaTy IpPOTIroM 3 MicSIiB 2KOOQHOTO
BILIMBY Ha PYXJIUBICTh CIEPMAaTO301[iB HE BUSIBIIEHO. Y IIPOIECi JOCTigXKEeHHSA
bepTUIbHOCTI ¥ caMUllb HIyPiB CIOCTepiraBcst HebGaKaHUM BIJIMB Ha PENIPOAYKTUBHY
dysKLIi0. Y mponeci gocnigkeHHs GepTUIRHOCTI y CaMIIiB HIypPiB CIIOCTepiraBcs
HeOaXaHUU BIJIMB Ha PENIPOAYKTUBHY (PYHKIIiIO Ta pPo3BUTOK. KiTiHiuyHa 3HAUYYIIiCTh
X pe3yJIbTaTiB HeBigOMa.

30amHicmb 8naueamu Ha weuodKicmb peakuii npu kepysaHHi asmompaHcnopmom abo
IHWuUMuU mMexaHiamamu.

[IperabaniH MoxKe MaTyU He3HAYHMUM a00 MOMIpHUMM BOJIMB Ha 30aTHICTbL KEPyBaTHU
TPAHCIIOPTHUMH 3aco0aMu Ta ITpalfoBaTH 3 MeXaHidMaMmu. [TperadaiH Mmoxke
CIPUYUHATHA 3allaMOPOYEHHS 1 COHJIUBICTh 1 TAKUM YMHOM BIIJIMBAaTU Ha 30aTHICTH
KepyBaTU TPAHCIOPTHUMH 3aco0aMU Ta IpalfoBaTy 3 MexXaHi3MaMu. Y 3B’I3Ky 3 LIUM
HallieHTaM CJIif peKOMeHOyBaTHh YTPUMYBATHUCS Bil KepyBaHHS TPAaHCIIOPTHUMU
3acobamu, Big poOOTH 3i CKJIagHOI0 TEXHIKOIO UM Bif iHIIIOI ITOTEHIIiTHO Hebe3mevyHoil
OisIIbHOCTI, IIOKK HEe CTaHe BigoMO, UM BIIJIMBAE 1eH JIiKapChbKHM 3acib Ha IXHIO
30aTHICTh 0 TAaKOI MisIIbHOCTI.

Cmocid 3acTocyBaHHs Ta I03H

Cnocib 3acmocysaHHs. [IpenapaT npuiMaT He3aJIeXXHO Bif BXKUBaHHS 1XKi. [TlaHuM
JIiIKapChbKUM 3acib mpu3HaYeHUM BUKJIIOYHO OJIS IIepOpPaIbHOTO 3aCTOCYBaHHS

Iiama3oH g03 mpernapaTry Moxe 3MiHoBaTucsa y Mexkax 150-600 mr Ha goOy. [Jo6oBy
O03y PO3MONiIATH Ha 2 ab0o 3 IpuiioMu.

Heuponatuunuii 6inb. Teparrito mperabanmiHoM MoKHa po3rnodyaTu 3 go3u 150 Mr Ha
noOy, po3mnomaizeHoi Ha 2 abo 3 mpuiioMu. 3aJexHO Bif iHAMBigyanbHOI BimImmoBimi Ta

IIePEeHOCHUMOCTI IIpernapary nauieHToM Oo3y MoxHa 30inbimuTu mo 300 Mr Ha moby
yepe3 3-7 OHIB, a MPU HEOOXiMHOCTI - 0 MakKcuMaJsibHOI mo3u 600 Mr Ha mo0y IIle Iicas



7 OHIB.

Eninencisi. Tepamnito mpera6aniHoM MoxKHa po3nodaTu 3 mo3u 150 Mr Ha gooy,
posnofineHoi Ha 2 abo 3 mpuiiomMu. 3ajexKHo Bifl iHOMBimyasIbHOI BiAOBiAi Ta
IIepeHOCUMOCTI ITperapaTy MalliEHTOM 403y MoxKHa 30inbmutu 1o 300 Mr Ha moby
ITiCcJIg mepLIoro THUXKHS JiKyBaHHs. [lle yepe3 1 TuXKOeHb H03y MOXKHa 30iTBIIUTH OO
MaKcuMaabHOl - 600 MT Ha mo0y.

['eHepanizoBaHUM TPUBOKHUM po3nam. [1o3a, IKy po3NOAinsaioTh Ha 2 abo 3 mpuiioMu,

MoKe 3MiHIoBaTuCsa y Mexkax 150-600 mr Ha goOy. [TepioguyHo ciig nepernsgaTu
HeOoOXigHiCTh IPOMOBXKEHHS Teparrii. Teparito nperabaniHoM MOXKHa PO3I0oYaTH 3
mo3u 150 Mr Ha moOy. 3ajexXHOo Bifl iHAMBiAyaIbHOI BiATIOBiAi Ta MEePEeHOCUMOCTI
mpernaparty ImallieHTOM 403y MoxKHa 30inbmuTu 1o 300 Mr Ha o0y micas ImepIioro
TUXKHSA JTiKyBaHHA. [TicJis 11e OMHOTO TUXKHS MPUKOMY H03y MOXkKHa 30imbmuTtu 0o 450
MT Ha mo0y. Ille yepe3 ofuH TUXKIOEHb O3y MOXKHa 30iIbIIUTH IO MaKCUMasbHOI - 600
MT Ha go0y.

dibpomianrisi. PekoMeHoBaHa fio3a IIpelapary O JIiKyBaHHSA ¢idbpomianrii

ctaHoBuTh Bixg 300 go 450 Mr Ha goOy. JIiKyBaHHS CJIil pO3MOYUHATH i3 3aCTOCYBaHHSA
no3u 75 Mr 2 pa3u Ha mo0y (150 Mr Ha moOy). 3anekHo Bim epeKTUBHOCTI Ta
IMePeHOCUMOCTi, 03y MoxKHa 30inburyBaTtu mo 150 Mr 2 pa3u Ha o0y (300 Mr Ha goby)
IPOTSATOM OOHOTO TUXKHA. [[J14 MalleHTiB, O AKUX 3acTocyBaHHs no3u 300 Mr Ha
no0y € HemoCcTaTHbO e(heKTUBHUM, MOXKHA 30iTbIIUTY O03y [0 225 Mr 2 pa3u Ha o0y
(450 Mr Ha go0y). Xoda iCHye moCHimKeHHS 3acTocyBaHHSA mo3u 600 Mr Ha gooy,
OOKa3iB TOro, 10 3aCTOCyBaHHA ITi€el Jo3u Oyde MaTH OOOAaTKOBY IIepeBary, HeMae;
TAaKOXK TaKa J03a Majia Tiplly IIepeHocuMicTb. bepyduu o yBaru mo3o3ajiekHi mobiuHi
peaxiiii, 3acTocyBaHHs 103 Buille 450 Mr Ha o0y He peKoMeHAyeTbCs. OCKinbKU
nmpenapaT BUBOOUTHCSA TOJIOBHMM YMHOM HUPKAaMH, CIIi KOPUTYBATHU 03y IperaparTy
nalieHTaM i3 MopymeHHAMHU QYHKIII HUPOK.

BioMmina nperabaniny. BigmoBimHo mo miro4yol KiTiHIiYHOI IPaKTUKY, IPUNNHSATHA TEPaIiio

nperabaiHOM PeKOMEHOYETHCS IIOCTYIIOBO, IPOTATOM IIIOHAUMEHIIIe OHOTO TUXKHS,
He3aJIeXXHO Bif moka3aHb (OuB. po3minu «OcoO6IuBOCTI 3acTocyBaHHS» Ta «[106iuHi
peaxkiii»).

[MopymenHs GyHKIII HUPOK. [Iperadanid BUBOOUTHCS 31 CUCTEMHOT'O KPOBOTOKY Y

He3MiHeHOMY BUTJISAMAL, MepeBaxkHo HUpKaMu. OCKiIbKY KIIipeHC nperabdainy npsamo
NPOHOPLIIMHUN A0 KJIIpeHCY KpeaTuHiHy (OquB. po3ai1 «PapMaKOKiHETUKaA»),
3MEHIITyBaTH OO3Y IalliEHTaM i3 MOpyIIeHHAMU QYHKIIl HUPOK CIIiJ iHAMBiAyalbHO, K
3a3HaveHo B Tabnuili 1, BignmoBigHo mo KiipeHcy KpeatuHiny (CLcr), sKui BU3Ha4YaTU
3a popPMYyJIOIO:



1,23 x (140 - BiK (poku) X Maca Tina (Kr))

CLcr (mn/xB) =]

1 (x 0,85 mis KiHOK)

piBEHBb KpeaTHHIiHY y IJIa3Mi KPOBi (MMOJIB/TT)

[Iperabanin eeKTUBHO BUOANSETHCSA 3 MJIa3MU KPOBi 3a JOIOMOT 010 remofianisy (50

% mpemnapaty npoTsarom 4 roguH). [ malieHTiB Ha reMofianidi ;oOoBy mo3y
nperabaiHy ciif KOpuUryBaTH BignoBigHO m0 ¢yHKII1 HUPOK. KpiM mo6oBoi mo3y,
oIpa3y MicJis KOXKHOI 4-TOOMHHOI IPolieqypu reMofgianidy HeoOXiTHO 3aCTOCOBYBATH

OOOaTKOBY O03y mpemnaparty (auB. Tabmuio 1).

Tabnuisa 1

Kopexk1isi mo3u nperabariHy BifiltoBimHO 0 QyHKITI HUPOK

KaipeHCc KpeamuHiHy
(CLCT) (ma/x8)

3azanvHa 0obosa 0o3a npezabaniHy *

Peoicum
003YBAHHA

ITouamkosa 0o3a

MakcumaiavHa 0o3a

(m2/006y) (m2/000y)
2 abo 3 pa3u Ha
= 60 150 600
mo0y
2
> 30 - < 60 75 300 abo 3 pasu Ha
noGy
1 2
> 15- < 30 25-50%* 150 abo 2 pau xa
noGy
<15 25 75 1 pa3 Ha goOy
[omaTkoBa Oo03a micig remopnianisy (Mmr)
OpgHOKpaTHa
25%* 100

mosat




* 3aranbHy H000BYy mo3y (Mr/mo0y) CiIim po3moainuTyu Ha AeKinbKa MpuiioMiB
BiOMIOBITHO [0 peXXuMy OO3yBaHHS, 1100 OTPUMATH 03y OJIS OOHOKPATHOI'O IPUHOMY
(Mr/mo3y).

**3acTocoByBaTH IperabaliH y BifMOBiMHOMY MO3yBaHHi.
* DopmaTkoBa mo3a - Ie MogaTKOBa OJHOKPATHA [034.

[leuyiHKOBa HEOOCTATHICTh. [171g MAIli€HTIB i3 MOPYIIEeHHSIMHU QYyHKITi] MeYiHKN

HeoOXxigHOCTi B KOpeKIii mo3u HeMae (OuB. po3ain «PapMaKoKiHETHUKA»).

[NamieETH DiTHBOTO BiKYy. [IJ1a mMalli€HTIB IiTHBOTO BiKy Yepe3 HmoTripmieHHS QYyHKITi1
HUPOK MOXKe 3HaJoOUTHCS 3MEeHIIIeHH M03u nperabaniny (ous. po3gin «OcobGIuBOCTi
3aCTOCyBaHHS»).

Himu.

Besmneka Ta epeKTHBHICTS npemnaparty Jlirato®

IIPY UOr0 3aCTOCYBaHHI OITAM BiKOM [0
18 pokiB He BcTaHOBJEeHi. [loCcTyIIHa Ha Iiek Yac iHdopMallisi HaBefeHa B pO3mimi
«IToGiuHi peakilii», a TakoXkK y po3ainax «®apMakoarHaMika» i «®apMaKOKiHETUKA»,
OOHAK, CIUPAIYUCh Ha HUX, HEMOXKJINBO HaJaTHU XKOOHUX PEKOMeHAalliil 1100

OO3yBaHHS IIili KaTeropil malli€eHTiB.
Ilepemo3yBaHHs

[Ticnss BUXOOy IpemapaTy Ha PUHOK MOBIMOMIISIIN, 10 HalYaCTilIUMU ITOOIYHUMH
peakligaMu Ipu nepeno3yBaHHi nperabainy Oy/id COHNIUBICTD, CIIJIyTaHICTh
CBimoMOCTi, 30ymKeHHS Ta HeCIIOKil. TaKoK HagXOOUIIX IMOBiMOMJIEHHS PO CyIOMHU.
Pignko moBigomisizocs mpo Bumagku KoMu. JIiKyBaHHS Iepefo3yBaHHS IIperadaiiny
MOJISATAE y 3arajbHUX IIiATPUMYBaJIbHUX 3aX0dax Ta 3a IMOTpedu MoKe BKITIOUATH
remopiani3 (ouB. po3gin «Crmocib 3acTocyBaHHSA Ta OO3U», Tabmuns 1).

IToGiuni epexTn

Y kniHiuHIN IporpaMi mociigKeHHs nperabdaniny uoro orpuManu moxHang 8900
namiedTis, 3 HuUX 5600 - y4aCHUKH NOABINHO CJINuUX mniaiebo-KOHTPOIbOBaHUX
nocrigkeHb. HayacTilimMu 3apeeCcTpOBaHMMU NOOIYHUMHU peakliaMu Oyiu
3arraMoOpOYeHHs Ta COHNMUBICTh. [100iuHiI peakilii 3a3Bu4ai Oynau 1erkoro abo
IIOMIPHOTO CTYIIeHs. Y BCiX KOHTPOJIbOBAHUX OOCIIIAXKEHHSIX BIJCOTOK MAIli€HTIB, AKI
IepepBanu Tepamiio, cTaHoBUB 12 % cepeq mallieHTiB, sKi npuiiManu nperadariiH, Ta 5
% cepepq mallieHTiB, AKi oTpuMyBanu Inamne6o. HaltyacTimuMy mob6ivHMMY peakiisiMy,
III0 TIPU3BEJIN [10 TIepePUBaHHS Teparrili nperabaninoM, OyIu 3allaMOPOYEHHS Ta
coHNMUBiCTh. HUuK4e HaBeneHi Bci MOOiUHi peakirii, 1110 BUHUKAIU YacTillle, HiXK Ipu



3acTocyBaHHI naie6o, Ta Oinbllle HiK B OOHOTO MallieHTa; I1i mobiyHi peakiii
3a3HaveHi 3a CUCTeMaMH OpraHiB Ta 3a YaCTOTOIO: OyzxKe 4dacTo (= 1/10); gacTo (Big
= 1/100 mo < 1/10); HewacTo (Big = 1/1000 mo < 1/100); pigko (Bigm = 1/10000 mo

< 1/1000); myxe pigko (< 1/10000); vacToTa HeBigoMa (He MoxKe OyTH OlliHEeHa Ha
OCHOBIi HasIBHUX JaHUX). Y KOXKHIl I'PyIIi 3a 4aCTOTOI0 BUHUKHEHHS MOOiYHI peakiril
IIpeaCcTaBlIeHl y MOPSOKY 3HUXKEHHS CTYIIeHs IXHbOl CepHo3HOCTi. 3a3HadeHi mobiuHi
peaxirii TakoK MOXYTb OyTHU ITOB’sI3aHi 3 mepebiroM 0CHOBHOT'O 3aXBOPIOBAHHS Ta/abo
CYIIyTHIM 3aCTOCYBaHHSM iHIINX JIiKapChbKuX 3aco0iB. ITim wac mikyBaHHS
HEeWpPOIIaTUYHOTOo O0JII0 IIeHTPaIbHOTO MMOXOXKEHHS, CIPUYNHEHOT0 YPaXXKeHHIM
CIIMHHOTO MO3KY, 30i/lbIllyBajiacs 4YacToTa IT00iYHUX peakllil y LiJloMy, YacToTa
nobiunux peakiiu 3 60oky LTHC, oco6n1uBo COHNMUBICTE (OUB. po3min «OcobImBOCTI
3acToCyBaHHsI»). [lomaTKOBI mMoOiYHi peakilil, IIpo sKi MOBiOOMIISIIIOCS ITiCIsT BUXOMY
IIpenapaTy Ha pPUHOK, HaBe[leHi HUXX4Ye U [IO3HaYeHi KypCUBOM.

IHdeKIIil Ta iHBa3il. YacTo: Ha30(papuHTIT.

3 60Ky KpPOBi Ta JrimbaTHyHOl cucTeMu. HedyacTo: HeUTpoOmIeHis.

3 60Ky iMyHHOI cucteMu. HedacTo: 2inepuymaugicmb. Pinko: aHzioHe8pomuuyHul
Habpsk, anepeiuHi peakuyii, aHadinakToimHi peakirii.

[MopyieHHst 0OMiHy pe4yoBuH, MeTabonidamy. YacTo: migBuIlleHHs aneTUuTy. HewyacTo:

BTpaTa aleTuTy, rinoriikeMid.

3 60oky ncuxiku. YacTo: epopuyHUM HACTPiM, CIIyTaHIiCTh CBiMOMOCTI, HpaTiBIUBICTD,

me3opieHTalliss, 0e3COHHSsI, 3HUXKEeHHs J1i0igo. HewacTo: ramiomuHallil, maHiuyHi aTaky,
HEeCIIOKil, 30y KeHHs, melpecis, IpUrHideHn HacTpid, mifHeCeHU HacCTpil, azpecis,
3MiHM HaACTPOIO, MemepCcoHari3allisi, yrpyaHeHui gobip Ci1iB, MaToJIOTiYHI CHOBUOIHHS,
rmocuneHHs Jibimo, aHopra3Mmisi, anaTis. Pimko: po3rajibMOByBaHHS, CylluaanbHe
MUCJIEHHS, CyllluganbHa MIOBediHKa.

3 60Ky HEPBOBOI cucTeMu. [[yKe 4acTO: 3allaMOPOYEHHS, COHJIUBICTDb, TOJIOBHUM Oiflb.

YacTo: aTakcisi, mOpyIIeHHs KOOpAXWHallil, TpeMop, AU3apTpis, aMHe3is, HoTipIIeHHs
nmaMm’siTi, TOPYIIEHHS yBaru, apecTesis, rinecTtes3isi, cefaTuBHUMN e(DeKT, TOPYIIeHHS
piBHOBary, jeTaprisi.

HeugacTo: cuHKONE, CTyOp, MiOKJIOHisSI, Bmpama cgidomocmi, ICUXOMOTOPHA
rinepakTUBHICTh, AUCKIHE3isI, IOCTypaJibHEe 3allaMOPOYEeHH, IHTEHLIIUHUN TPEMOD,
HicTarMm, opyuieHHs KOTHITUBHUX (QPYHKIIN, NOPYWEHHA NCUXiKuU, po371afgyd MOBJIEHHS,
rinopednekcis, rimepecTe3dis, BifuyTTs IIe4iHHSA, areB3is, 3ad2a/1bHe He30YHCAHHA,
arartisi, HaBKOJIOPOTOBa ITapecTe3isi, MioKJIoHyC. Pigko: cydomu, mapocMis,
rinokiHesis, gucdaris, mapkKiHCOHI3M, rimanresis, 3aJ1eXKHICTh, MO30YKOBUU CUHAPOM,
CUHIOpPOM 3y04acToro Kojieca, KoMa, menipii, eHiledasomnaTis, eKcTparipaMigHui



cuHpapowM, cuHapoM l'ieHa-Bappe, BHyTpillIHbOYEepeHa rinepTen3isi, MaHiaKalbHi
peakiiil, mapaHOIOHi peakiiil, po3Jiagu CHY.

3 60Ky opratiB 30py. HacTo: HeUiTKiCTh 30py, AUIIIONisA, KOH IOHKTUBIT. HedacTo:
BTpaTa nepudepuyHoro 30py, IMOPYyIIeHHS 30py, HaOpsK odel, medeKTu mois 30py,
3HUKEHHS TOCTPOTH 30py, Oi/b B 04ax, acTeHomiss, POTOIICisI, CyXiCTh B OUaXx,

IIigBUIIIEHEe CITbO30BUIIJIEHH S, TOAPa3HEeHH o4yel, 6y1edapuT, IMOPYIIEeHHS aKOMOallii,
KPOBOBUJIMB B OKO, CBiTJI000513Hb, HAOPSK CiTKiBKU. Pimko: empama 30py, kepamum,
OCIIMJIOIICisI, 3MiHa 30POBOT0 COPUNHATTS TIMUOUHU, Mifmpia3, cTpabi3M, SCKpPaBiCThb
30py, aHi30KO0pisA, BUPa3Ku POriBKH, eK30(TaabM, Tapajlid O4YHOro M’si3a, ipuT,
KepaTOKOH IOHKTUBIT, Mi03, HiYHa CIinoTa, opranbMoIierisa, atpodiss 30poBOro HEPBAQ,
HaOpsK OMCKa 30pOBOT0 HEPBA, IITO3, YBEIT.

3 60Ky opraHiB ciyxy Ta piBHoBaru. Yacrto: Bepturo. Heuacro: rimepaky3is.

3 Ooky cepud. HewacTo: Taxikapmisi, aTpioBeHTPUKYIsIpHa OJioKaja IepIIoTro CTYIIeHs,
CUHYCOBa Opagukapisi, 3acmitiHa cepuesa HedocmamHicms. Pinko: nodogoiiceHH s

iHmepesaay QT, cuHyCcOBa TaxiKapfisi, CHHyCOBa apUTMisd.

3 60Ky cynuH. HeuacTo: apTepianbHa TillOTeH3isl, apTepiabHa rilepTeH3sis,

[IPUILJINBHY, TillepeMisi, BIOYyTTs XOJIOOY B KiHIIBKAX.

3 60Ky OMXaJIbHOIL CHCTEeMH, TPYOHOI KIITKKM Ta cepemocTinHa. YacTo:
dapuHromapuHreanbHuM 0inb. HeyacTo: 3aguIiKa, HOCOBa KPOBOTeYa, Kalllellb,

3aKJIaJIeHiCTh HOCA, PUHIT, XPOIIiHHS, CyXiCTh CIIM30BOI 000JI0HKK HOCa. Pimko: Habpsk
/le2eHb, CTUCHEHHSI B T'OPJIi, TapuHTOCIIa3M, allHOoe, aTejleKTa3, OpPOHXioJIiT, TMKaBKa,
(}ibpo3s nerexis, mosixaHHsa. YacToTa HeBiloMa: IPUTHIYeHHS OUXaHHS.

3 60Ky IIJTYHKOBO-KHIIIKOBOT'O TPAaKTy. YacTo: O6r0BaHHs, Hydoma, 3amop, diapes,

MeTeOopu3M, 3OYTTs XKUBOTA, CyXiCTh y POTi, racTpoeHTepuUt. Heuacro:
ractpoe3odareanbHa pedIroKCHa XBOpo0Oa, rinepcekpeliisi CJIMHH, TinecTe3is poTOBOI1
IIOPOXKHUHMU, XOJIEUCTIT, X0JIeJIiTia3, KOJIIT, HJIYHKOBO-KHUIIIKOBA KPOBOTEYa, MEJIEHA,
Habpsk A3uKa, peKTajlbHa KpoBoTeda. PimKo: acuT, maHKpeaTuT, HaOPSK sI3UKa,
nucdaris, agpTO3HUN CTOMaTUT, BUpa3Ka CTPaBOXOOy, MIepiofgoHTalbHUM abciec.

lenmaTo6iniapHi mopymenHsi. HeyacTo: migBullleHU# piBeHb Me4iHKOBUX epMeHTiB*.

Pinko: xxoBTsaAHULA. [ly>Ke piOgKo: IIe4YiHKOBa HEIOCTATHICTh, IellaTur.

3 O0OKYy IIKipH Ta IMiAIKipHOol TKaHWHU. YacTo: mpojexHi. HewacTo: nmanynbo3He

BUCHUIIAHHS, KPOIUB'IHKA, Tieprimpos, ceepbisic, ajomerrisi, CyXiCTh IIIKipu, eK3eMa,
ripcyTu3M, BUpPa3KH LIKipHU, Be3UKYI0-0yJIbO3HUM BUCHUTII. PimKo: cuHOpom
CmiseHca-[]2cOHCOHA, TOKCUYHUH ellifepMalbHUM HEKPOJIi3, XOIOOHUM IIiT,
ekcdoriaTUBHUM IepMaTHUT, TiXeHOITHUM IepMaTuT, MejlaHO03, Po3Jjiafgu 3 60Ky HIrTiB,
neTexiaJbHUM BUCHUII, IypPOypa, OYCTYISPHUN BUCHUII, aTpo@isa MIKipH, HEKPO3 MIKipH,



IIKIpHI Ta DiAMIKIpHI BY3JIUKU.

3 00Ky OIIOPHO-PYXOBOT0 anapaTy Ta CIOJYYHOl TKaHWHHU. YacTo: M'sI30Bi CyooMH,

apTpa’ris, 6inb y crimHi, 6inb v KiHITiIBKax, crta3Mu M’'s13iB mmi. HewacTo: HaOpskK
cyriio6iB, Mianris, rmocinyBaHHsa M’s13iB, 0inb y 1I1l, CKyTiCTh M’g3iB. PigKo:
pabmomiorris.

3 60Ky HUPOK Ta CEeYOBUBIOHMX HIIsAXiB. HeyacTo: HeTpuMaHHS cedi, Iu3ypis,

anpOyMiHypis, TeMaTypisi, yTBOPeHHS KaMeHiB y HUpPKax, HedpuT. Pigko: HUpKoOBa
HeOOCTaTHICTh, OJIIrypis, 3ampumKa ceui, TOCTpa HUPKOBa HEOOCTaTHICTH,
TJIOMEepPYyJIOHEe(pPUT, IieToOHEePPUT.

3 60Ky cTaTeBOl CUCTEMHU Ta MOJIOYHMX 3aJ103. HacTo: epeKTuIbHa OUCHYHKITiS,

iMmnoteHuiss. HegacTo: ctaTeBa AUCPYHKIIiS, 3aTPUMKa €KY, AucMeHopes, 0inb y
MOJIOYHUX 3ajI03aX, JIeUuKopesi, MeHoparis, MeTpoparisa. Pinko: ameHopesi, BULOiJIEHHS 3
MOJIOYHHUX 3aJ103, 30i7bIIIeHHS MOJIOYHUX 3aJ103, 2iHeKomMacmis, uepBinuT, 6amaHirT,
eniguauMiT.

3aranbHi po3naau Ta peakil y Micii BBegeHHs1. YacTo: nepudepudHuil HaOpsK,

HaOpsK, MOPYIIeHHS XOOU, TTaAiHH, BiTUyTTs CII'SHIHHSA, HE3BUYaWHi BiT4yTTH,
IMigBUIIIeHa BTOMITIOBaHiCTh. HeyacTo: reHepani3oBaHuil HAOPSAK, HAOPAK 06.auyus,
CKYTiCTb y rpynsax, 0inb, kap, cupara, o3H00, 3arajibHa cilabKicTh, He3MyKaHHSI,
abciiec, 3amnajieHHs XKUPOBOI TKaHUHU, peaklii poTouyTauBocTi. Pigko: rpanynsoMma,
YMHCHE 3alOofisTHHS IIKOOY, 3a04epeBUHHMNMN (HiOpo3, oK.

JIabopaTopHi mocaimkeHHs:. YacTo: 30inbIIeHHa MacHu Tifna. HedacTo: 30ibIIeHHS

piBHSA KpeaTuHpOChHOKiHA3U ¥ KPOBi, 30i/IbIIIeHHS PiBHS I'IIOKO3UW B KPOBi, 3MEHIIIEHHS
KiTbKOCTi TpOMOOIIMTIB, 30iIbIIIeHHS PiBHS KpeaTWHIHY B KPOBi, 3MEHIIIEHHS PiBHS
KaJIilo B KPOBi, 3MEHIIIEHHA MacHU Tila. Pigko: 3MeHIIIeHHS PiBHSA JIEUKOLIUTIB Y KPOBI.

* 30inbIIeHHS PiBHA anaHiHaMiHoTpaHcdepa3u (AJIT) Ta acnapTaTaMiHoTpaHcdepas3u
(ACT).

Y mesikux malli€eHTiB Micas NPUIIMHEHHS KOPOTKOCTPOKOBOI ab0 TpHBasol Teparrii
nperabaiHOM CIIOCTEpIraanucsa CUMIITOMH BiIMiHU mpemnapaTty. [1oBimoMIsinuy IIpo TakKi
peaxiiii: 6e3COHHS, TOJIOBHUM 0iNlb, HyIOTA, TPUBOXKHICTH, Aiapesi, TPUIIONOAIOHUM
CUHIIPOM, CyIOMH, HEPBO3HICTh, Aempecis, Oinb, rinmeprimpo3 i 3arraMopoYeHHsI, sSIKi
BKa3yIOTh Ha (Pi3WUHy 3aleXkHicTh. LI10 iHdopMallito CiIif IIOBiJOMUTH IIAlliEHTYy Hepeq
IIOYaTKOM Teparril.

IaHi mogo BigMiHu nperaba’tiHy miciiss TpUBaJIoTro 3aCTOCYyBaHHS BKa3yIOTh Ha Te, 110
4acTOTa BUHUKHEHHS Ta CTYIIiHb TSIKKOCTi CUMIITOMIB BiIIMiHU MOXYTh OyTHU
00303aJIE’XHUMH.



Himu. ITpodinb 6e3neku nperabdaniny, BCTAHOBJIEHUM Yy IPOIIECi I’ ATU OOCTIIXKEHD 3
y4acTIO IeJilaTpUYHUX Malll€HTiB i3 mapliaJbHUMU CYOOMHMMU HalagaMu i3
BTOPMHHOIO TeHepasisalliero abo 6e3 Hel (12-TuxKHeBe OoCiimKeHHs e(peKTUBHOCTI Ta
Oe3reKkHu y mallieHTiB BikoM Bim 4 mo 16 pokiB, n = 295; 14-geHHe OOCITigXKEeHHSI
e(eKTHUBHOCTI 1 6e3MeKHU y MalliEHTIB BikoM Bif 1 micsig mo meHmie 4 pokis, n = 175;
OoCHigKeHHs (papMaKOKiHETHKH Ta IEPEHOCUMOCTI IIpemapary, n = 65; Biomkpure
OOCIiAKEeHHS 3 BUBYEHHS Oe3neKu TpuBaiicTio 1 pik, n = 54 tan = 431), OyB
nmonioHuM mo mpo@isio, TKUM CIoCTepiraBCcs y HOCHIAXKEHHSIX Y MOPOCIUX 3
erminernciero. HalinomupeHimmmMy mobivyHUMHY peakilisiMu, 1[0 CIIocTepiranuch y 12-
TUKHEBOMY [OCJigKeHH]i Teparrii mperabaniHoMm, Oy/I¥ COHJIMBICTD, MipeKcis, iHdeKIIil
BEPXHiX AUXaJIbHUX LIISAXiB, MiABUILIEHHSA alleTUTY, 30iIbIIIEeHHSA MaCH Tifla Ta
Ha3ogapuHriT. HalinmommupeHimuMu 1mobivHMMU peakIilisiMu, 110 CIIocTepiranuck y 14-
OEeHHOMY OOCJIiAXKeHHi Teparlil nmperabasninoM, Oy COHNIMBICTL, iHDEKIIil BepXHix
OUXaJIbHUX IIISAXIB i mipekcis (ouB. po3ginu «PapMakoguHaMika»,
«@apmakoKiHeTuKa» Ta «Crocib 3acToCyBaHHS Ta DO3U»).

ITogioomaeHHs1 npo nido3prosaHi nobiuHi peakuii. IToBigoMeHHs po moOiyHi peakiii
ITicst peecTpaliil TikapchKoro 3aco0y Ma€ BaKJiMBe 3HaYeHHs. Lle mae 3mory
IIPOBOOUTY MOHITOPUHI CIIiBBITHOIIIEHHSI KOPUCTH/PU3UK IIPU 3aCTOCYBAHHI IIbOTO
JIiKapCchbKOTro 3aco0y. MeguyHuM Ta (apMalileBTUYHUM MOpalliBHUKAM, a TAaKOXK
naimieHTaM abo iX 3aKOHHUM IIpefCTaBHUKAM CJIifl TOBiHOMJISITH IIPO YCi BUIIagKHU
ITi03pIOBaHUX MOOIYHUX peaklliii Ta BilCyTHOCTi e(DeKTUBHOCTI JIIKapChbKOT0 3aco0y
yepe3 ABTOMaTHU30BaHy iH(GOpMalliliHy cucTeMy 3 (hapMaKOHATrIsaAy 3a ITOCUIaHHSIM:
https://aisf.dec.gov.ua

VYMoBM 30epiranas

30epiraTtu B OpuUTiHaIbHIM YyIAaKOBIIi B HEJOCTYIIHOMY OJIS OiTE€M MicCIIi.
VYnakoBka

ITo 7 xarmicyn y 6iictepi; mo 2, 3 abo 8 6icTepiB Yy KapTOHHiM KOPOOITi.
KaTeropis Bignycky

3a penemnTomM.

BupooHuKk

Medochemie LTD (Central Factory)/Mepokewmi JIT]I (LleaTpanbHuii 3aBOm).

Micue3HaxoaKeHHsI BHPOOHHKA Ta aJipeca MicCIlsi IPOBadKeHHsI HOI' 0
IisIIHLHOCTI.



1-10 Constantinoupoleos Street, Limassol, 3011, Cyprus/ 1-10 Bym.
Koucrantunynonec, Jlimaccon, 3011, Kiop.



