Ckian

Oitoua pevyosuHa: mperabdail;
1 karncyna mictuth 75 Mr nperabaniny;

OONOMIJNCHI peyo8uHU: TaKTO3a, MOHOTIApaT; KPOXMailb KYKyPYA3sHUU; TaJlbK;
000JI0HKa KaIlCyJiu: XKeJlaTuH, Bofda, TuTaHy miokcup (E 171), HaTpito naypuncynbdar,
KPEeMHiIo JioKcua KOJIoimHui 6e3BogHUM, 3ajriza okcu yepBouuu (E 172) (onsa kamcyn
o 75 mr ta 300 Mr); yopHHa: IIejakK, 3ajila okcug yopaui (E 172),

I POIiJIEHTJIIKOJIb, KaJlit0 TIAPOKCHUL.

JIikapcbKa ¢opMma

Karncynu.

OCHOBHI (pi3uKo-xiMIiuHI 810CMUBOCMI.

Kancyau no 75 me: TBeppi Hempo3opi (Gini/moMapaHyeBi) )KeTaTUHOBI KaIlCyJu,
po3Mmipy 4, 1110 MiCTSATh IMOPOIIOK Oiytoro abo Matizke 6iyoro Konbopy. BinnmedyaTok Ha
kopnyci «<PGN 75», Ha Kpuiuedtli - «Pfizer» 4opHUM YOPHUIIOM.

®dapMaKoTepaneBTHYHA Irpymna
[TpoTtueninentuyHi 3acobu. Iuuri npotuemninentuyHi 3acodu. Kog ATX NO3A X16.
dapMakogHHaMiKa

[liroua peyoBHHa - ITperabariH, 1110 € aHAJIOTOM raMMa-aMiHOMacsHol KucnoTu [(S)-3-
(amiHOMETHII)-5-MeTUIreKcaHoBa KHCJIoTal.

MexaHi3M mii.

[Iperabanin 3B’I3YETHCSA 3 MOIIOMiXKHOI0 CyOOOUHUIIEIO (az—d 0i10K)
MOTeHIliaI3aleKHUX KalbIliEBUX KaHaJIiB y IIeHTpasibHil HepBoBiu cucteMi (LIHC).

Kniniuna edeKTUBHICTD i Oe3nexka.

HetiponamuuHuti 6inb.

ITig vac mocmigkeHb OYJI0 IPOIEMOHCTPOBAaHO ePeKTUBHICTE ImpenaparTy ojis
JIiIKyBaHHS OiabeTHYHOl HeWpomarTii, TOCTrepreTUYHOl HEBPAITil Ta ypaxKeHH
CIIMHHOTO MO3KYy. EpeKTuBHICTD ITpemnapaTy Npu iHIIUX BUOAX HEUPONIATUYHOTO OO0



HE BHBYaJIU.

[Tperabanin BuB4anu B xofi 10 KOHTPOIbOBAaHUX KIIHIYHUX OOCIiOXKEHb TPUBAJIiCTIO
0o 13 TUXKHIB 3 pe’KUMOM OO3yBaHHS IIpenapaTy OBidi Ha moOy Ta B XOHi HOCHIiOXKeHb
TPUBAJIICTIO OO0 8 TUXKHIB 3 PEXKUMOM [03yBaHHS TpUUi Ha Ao0y. 3aranom npodimi
Oe3rneku 1 ePeKTUBHOCTI OIS PEXKUMIB [03yBaHHS [Bidi ¥ Tpudi Ha go0y Oyu
MOmiOHUMHU.

Y xomi KniHIYHUX OOCTiAXKeHb TPUBAIICTIO M0 12 THMXKHIB, B IKUX TiKapChKUM 3acibd
3aCTOCOBYBAJIX IJIsI JIIKYBaHHSI HEMPOIIAaTUYHOTO O0JII0, 3MEHIIIeHHST 000
nepudepuyHOro Ta HeHTPAJIbHOI0 MOXOOXKEHHS CIIOCTEPIrasocs MiCyIs IIepIIioro
TUKHS Ta 30epiranocs IMpoTSATOM YChOTO Iepiofy JTiKyBaHHS.

Y xomi KOHTPOJIbOBAHUX KJIIHIYHUX AOCIIOXKEHb ITepuepuyHOoro HeMpornaTuayHoro
6osio y 35 % mallieHTiB, siKi 3acTocoByBanu nperabarid, Tay 18 % naiieHTiB, sSKi
OTpUMYyBaIHu Mialedo, crmocTepiramocs mokpaitaHds Ha 50 % 3a IIKaiow OIliHKU
6omro. Cepef MallieHTiB, y IKUX He BUHMKAJIa COHJIMBICTb, TaKe ITOKpPaIllaHHsI
croctepiranocs y 33 % mallieHTiB, sIKi 3acTocoByBanu nperadanid, Tay 18 %
nalieHTiB 3 rpymnu miaiebdo. Cepeq Mali€eHTiB, y SKMX BUHUKAala COHIUBICTh, YacTKa
MalieHTiB, sIKi BiIIoBinu Ha Tepamito, ctaHoBuNa 48 % y rpyni nperabaniny tTa 16 % y
rpyrmi miaaie6o.

Y xomi KOHTPOJILOBAHOT'O KITIHIYHOTO MOCHIIXXKEeHHST HeMPOIIaTUYHOTO O0JII0
IIeHTPAJIbHOTO MOXOMXKEeHHA y 22 % MallieHTiB, sIKi 3acTOCOBYyBasu mmperadarsil, Ta y
7 % mallieHTiB, AKi oTpuMyBaIu mnanebo, criocTepiranocs mokpainauusa Ha 50 % 3a
IIIKAJIOIO OIliHKU OO0IIo.

Eninencis.

IlomaTkoBe mikyBaHHs. [IperabasiH BUBYaIu B X0/i 3 KOHTPOJILOBAHUX KJTIHiYHUX

OOCIiAXKeHb TPUBAJIICTIO 12 THUXKHIB 3 pesKUMOM OO3yBaHHA OBidi abo Tpudi Ha moOy.
3aranoM mpodisi 6e3neku 1 epeKTUBHOCTI [JI peKMUMiB HO3yBaHHS ABidi ¥ TpUUi Ha
noOy Oynu MOmiOHUMU.

3MEeHIIIEeHHS YaCTOTH CYyOOMHUX HamamiB CHOCTepil"aJ'IOCH B2Ke€ Ha IMepuoMy TUKHI.

Hitu. EdpekTuBHicTh Ta 6e3meKa nperabdaiiny SK HOIIOMiKHOTO 3aco0y IIpH elrijencii
o711 giTed BikoMm mo 12 pokiB Ta OJisd migiriTKiB He BcTaHOBIeHi. [106iuHi peakirii, 110
CIIOCTepiraaucs B JOCHIAXKEHHi 3 BUBUYEHHS (papMaKOKIHETUKH Ta MEPEHOCUMOCTI, OO0
sIKOTO Oy/Iu BKIIIOYEHi ImallieHTHu BiKoM Bif 3 mics1iiB o 16 pokiB (n=65) 3
napiiiaTbHUMH CyOOMHUMM HallagamMu, Oyu rmomibHi mo moOiyHMX peakilil y JOPOCIINX.
Pe3gynbraTé 12-TMXKHEBOrO 1aneb0-KOHTPOJILOBAHOTO OOCIIIKEHHS 3a y4acTio 295
miTed BikoM Bim 4 mo 16 pokiB Ta 14-meHHOTO I1/1a11e00-KOHTPOJILOBAHOTO JOCITiIXKEeHHS
3a y4dacTio 175 mites BikoMm Bimg 1 micsis go meHIe 4 pokiB, MeTOI0 siKuX OyJia OIliHKa



edekTUBHOCTI Ta 6e3meku nperabdaninHy K JOOaTKOBOI Teparlil napilialbHUX CyJOMHUX
HarlamiB, Ta BiOKPUTOTO OOCIimXKeHHs 0e3meKu TpuBaiicTio 1 pik 3a y4dacTio 54 miten
BiKOM Bif 3 Mics11iB Jo 16 pokiB 3 erriyiericielo BKa3ylTh Ha Te, 110 TaKi mo0iuHi
peakiii, K Imipekcis Ta iHpeKIlil BepXHiX AUXaIbHUX IIISIXiB, Y HiT€M CIIOCTEPIraloThCs
4acTillle, HiXK y JOPOCIUX MalliEHTIB 3 eminernciero (auB. po3minu «Crocid
3aCTOCYBaHHS Ta mo3u», «ITobiuHi peakirii» Ta «®apMaKOKiHETHUKA»).

Y 12-tukHeBOMY I1/1alie60-KOHTPOIHOBAHOMY AOCIIAXKEeHHI OiTaM (BikoM Bifm 4 oo

16 pokiB) npu3Havanu nperadasid mo 2,5 Mr/kr/mody (Mmakcumym 150 Mr/mo0y),
nperabanid mo 10 mr/kr/mody (MmakcumyM 600 mr/mo6y) abo miare6o. ITpuHaiiMHi 50%
3MEHIIIeHH IapliiaJIbHUX CyOOMHUX HallafiB, V IIOPIBHIHHI 3 BUXIOHUM PiBHEM,
croctepiranocs y 40,6 % nalilieHTiB, SKi oTpuMyBanu nperabaiid y mo3i 10 Mr/kr Ha
nooy (p=0,0068 nopiBHsaHO 3 mnanedo), 29,1 % mallieHTiB, SKi oTpUMyBaIu
nperabanin y mo3i 2,5 mr/kr/mo6y (p=0,2600 nmopiBHsiHO 3 1my1aiebo) ta 22,6 % THx, XTO
OTpUMYyBaB Ianebo.

Y 14-penHomy mnnaieb0-KOHTPOJILOBAHOMY OOCHIMXKEeHHI OiTaM (BikoM Bim 1 micsiis mo
MeHIlle 4 POKiB) Ipu3Havyanau nperabain 7 Mr/Kr/mo0y, nperabanid 14 Mmr/kr/moby abo
mwiane6o. MenianHa no6oBa YacToTa CyIoM Ha BUXiIHOMY PiBHIi Ta Ha 3aKII0YHOMY
Bi3uTi cTaHoBuUIa BigmoBigHo 4,7 i 3,8 mns nmperabaniny B go3i 7 mr/kr/mody, 5,4 ta 1,4
st mpera6arniny B mo3i 14 Mmr/kr/mo6y Ta 2,9 i 2,3 gnsa nnane6o. [Iperabanin y mo3i

14 mr/kr/mo0y 3HAaYHO 3MEHIITYBaB JIorapuGMidyHO ITepeTBOPEHY YacTOTy HapliialbHUX
CYOOMHUX HamafiB y MOpPiBHSAHHI 3 nianebo (p = 0,0223); nperabarid y mo3i

7 Mr/kr/0o0y He MPOAEMOHCTPYBaB IIOKpPallleHHS MOPiBHSAHO 3 Ij1aiebo.

MonoTepamnis (v mallieHTiB 3 yrepIe aiarHOCTOBAHMM 3aXBOpIOBaHHsIM). [Iperabarnin

BHUBYAJIU B X041 1 KOHTPOJILOBAHOI'O KJIIHIYHOTO AOCIIOXKEHHsI TPUBAJIICTIO 56 TUXKHIB 3
pexxuMoM O03yBaHHS ABidi Ha moOy. ITpu 3acTocyBaHHi nperabdaniny He Oyi0
OOCSATHYTO OOQHAaKOBOTO PiBHS €(peKTUBHOCTI ITOPIBHAHO i3 3aCTOCYyBaHHSAM
JIaMOTPUIKUHY, 3TiAHO 3 OIL[IHKOIO Yyepe3 6 MiCAIliB 3a KiHII€BOI TOYKOIO -
BifCyTHIiCTIO CynoMHUX Hanazis. [Iperabarid i m1aMOTpUAXKUH OyJIM OGHAKOBO
0e3neyHUMU Ta H0Ope TePEeHOCUIIUCS.

I'enepasizosaHul MpuBOXCHUU PO31a0.

ITpera6asin BUBYAIX B X0OMi 6 KOHTPOJIbOBAHUX AOCIIIXKEHb TPHUBAJICTIO 4-6 THXKHIB,
OJHOTO OOCJIiAXKEeHHS TPUBAJIICTIO 8 TUXKHIB 3a Yy4aCTIO Ialli€HTiB JIITHHOT'O BIKYy Ta
OOHOI'0 TPUBAJIOTO OOCIIAXKEHHSA NPOoQiTaKTUKU PEUANBY 3 HOOBIMHO CJINIOI0 (pa30to
npodinakTUKM PEeUANBY TPUBAIICTIO 6 MiCAIIiB.

3MeHIIeHHS CUMIITOMIB reHepajli30BaHOr0 TPUBOXKHOTO PO3Jiady BiAIIOBIAHO OO0 IIKaJIX
l'aminbTOHa A OWiHKYU TPUBOKHOCTI (HAM-A) crioctepiranocst Bxke Ha TUXKHI 1.



Y xomi KOHTPOJIbOBaHUX KITIHIYHUX JOCHIAXKeHb (TpUBaIicTio 4-8 TUXKHIB) y 52 %
MMallieHTiB, sIKi 3acTOCOBYBasnu mperadanid, Ta y 38 % mnalieHTiB 3 rpymnu maiebdo
CIIOCTepirasocs IIoKpalllaHHs He MeHIe Hixk Ha 50 % 3a 3arajbHOI0 KiNlbKicTIO 6aJTiB
3a mKkanow HAM-A Big BUXigHOTO PiBHS OO0 KiHIIEBOI TOYKH.

ITig yac KOHTPOJILOBaHUX OOCIIIOXKEHDb HEYITKICTh 30PYy 4YacTillle criocTepiranacsa y
Malli€eHTiB, IKi 3aCTOCOBYBasH Imperadasid, HiXK y HaIliEHTiB, SKi OTpuMYyBaIu miaieoo.
Y GinbiocTi BUMagKiB 1le SBUIlle 3HUKAJIO IIPU ITPOJOBXKEHHI Teparrii.
OdranbmonoriuHe oO6CTeKeHHs (BKJIIOYAlOUM IIEPEBIPKY IOCTPOTHU 30PY, GopMabHy
MIEePEeBIPKY MOJISA 30PY Ta OOCIiAXKEHHS OYHOI'O JHA IPU PO3MMUPEHiN 3iHUI) ¥ paMKax
KOHTPOJIbOBAaHUX KITIHIYHUX OOCHiAKEeHb BUKOHYBasocs y moHan 3600 maifieHTis.
Cepepn nux IalieHTiB rOCTpOTa 30py noripmuiacsa y 6,5 % namieHTiB y rpyi
nperabaniny Ta y 4,8 % mnauieHTiB y rpymi niaie6o. 3MiHU 110JI 30pY BUSIBIIEHO Y
12,4 % marrieHTiB, Ki 3acTocoByBanu nperadaiin, Tay 11,7 % mallieHTiB 3 rpynu
miane6o. 3MiHM Ha OYHOMY AHI BUusBjieHi y 1,7 % mauieHTiB, IKi OTpUMYyBalu
nperabanid, Tay 2,1 % matlieHTiB y rpy1i ninaie6o.

dibpomianais.

EdexkTuBHicTh nipenapaty Jlipuka OyJia BCTaHOBIEHA y OmHOMY 14-THXKHEBOMY
MMOABIMHO CiIinmoMy 1aiedo0-KOHTPOIbOBAHOMY MYJIbTUIIEHTPOBOMY mociimkeHHi (F1)
Ta B OQHOMY

6-TUKHEBOMY paHOOMi30BaHOMY mociimxkeHHi BigMminu (F2). Y ui mocmigxxeHHSA
3aIy4asics mallieHTu 3 giarHo3oM «@diOpomianrisi» Ha OCHOBI KpUTEPiiB
AMepHKaHCBHKOT0 KOJIeAXKY peBMaTOJIOTil (molmupeHut 6ib TPOTAToM 3 MICHIIiB B
aHaMHe3i Ta 6inb, mpucyTHik B 11 yu Oinbire 3 18 crnenudiyaux 60IHOBUX TOUOK).
IocnigKeHHs TPOAEMOHCTPYBalIu 3HUXKEHHs 00JII0 3a Bi3ya/lbHOIO aHaJI0T0BOIO
mKano. [TokpalleHHs JogaTKOBO OyJI0 MPOIEMOHCTPOBAHO 3a 3arajibHOI0 OI[iHKOIO
MallieHTa Ta 3a ONMMUTYBaAHHSM IIIOA0 BONMUBY (idpomianrii.

Iitu. Byno nmpoBegeHo m1aneb0-KOHTPOJIbOBaHe MOCIiIXKEeHHST TPUBAJICTIO 15 TUXKHIB
3a yudacTio 107 giteut Bikom 12-17 pokiB 3 ¢dibpomianriero, ssKi 3aCTOCOByBajun
npemnapart Jlipuka y mo3si

75-450 Mr Ha goOy. 3a pe3yabTaTaMHU OLIHKYU IIePBUHHOI KiHIIEBOI TOUKU
edeKTUBHOCTI (3MiHa 3arajbHOI iHTEHCUBHOCTI 00JII0 Bif 6a30BOr0 PiBHS [0 THUXKHS 15;
po3paxoBaHO 3a gornoMoroio 11-6anpHOI IIKasIu OlLiHIOBaHHS) O0YyJI0 ITPOAEeMOHCTPOBAHO
4yrcenbHO Oifbllle MMOKpPaIleHHs CTaHy IallieHTiB, SKi 3aCTOCOByBasu IIperabdartis,
MMOPiBHAHO 3 IallieHTaMu, IKi IpuKiManu Iiamnebo, ane e NoKpallleHHS He JOCATTI0
CTAaTUCTUYHOI 3HauyIiocTi. HalyacTimmmuy mobivyHUMY peakIlisaMu, sSKi
CIIOCTepiranucs y KIiHIiYHUX OOCIiAXKeHHsX, OyIu 3allaMOpPOY€eHHs, HyJO0Ta, T'OJIOBHUMU
0inb, 30iNbIIIEHHST MacCHU Tijla Ta CTOMJIIOBAHICTh. 3aranbHUM MPOodins 6e3meKu y
MigIiTKiB OyB MOAiOHMM OO0 TaKOTO y MOPOCIuX i3 ¢pibpomianriero.



®dapMaKOKiHeTHKa

dapMaKOKiHETUYHI ITOKa3HUKY IIperadaniHy B piBHOBaXKHOMY CTaHi OynIu MomiOHUMU Y
3MOPOBUX NOOPOBOJIBIIIB, IAIlIEHTIB 3 €IilIelCi€lo, AKi MpuiMaau IPOTUEITIIeNTUYHi
ImperapaTH, Ta y HNalliEHTIB 3 XpOHiYHUM O0JieM.

AGcop0iris.

[Tperabamin MIBUOKO BCMOKTYETHCS MIPHU ITPUNOMI HaTIIe i Jocsra€e MaKCUMalbHUX
KOHIIeHTpaIllill y mi1a3Mi KpoBi mpoTsaroM 1 roOguHU Ticiis OOHOKPaTHOTO abo
OaraToKpaTHOTO 3aCTOCyBaHHs. Po3paxoBaHa 0iofOCTYNHICTh mperaba’iiny npu
mepopasbHOMY 3aCTOCyBaHHiI CTaHOBUTH = 90 % 1 He 3a5eXuTh Bif po3u. [Ipu
6araToKpaTHOMY 3aCTOCYBaHHi piBHOBaXKHUM CTaH [OCATAEThCSI Yyepe3 24-48 roguH.
[IIBuOKiCTh BCMOKTYBaHHS IIperabaiiHy 3HUKYETbCSA IPU OOHOYACHOMY ITPUMOMI 3
1XKero, 110 MPU3BOOUTH A0 3MEHIIIeHH MaKCUMaJlbHOL KOHIIeHTpalil (Cmax) IpuOIN3HO
Ha 25-30 % i noOgoBXKEeHHs 3HAYEHb b ax mpu6M3Ho 0o 2,5 roguuau. OgHaK IpUiioM
nperabasniHy ogHOYAacCHO 3 12Kel0 He MaB KJIIHiYHO 3HAYyIIOT0 BIIJIMBY Ha CTYIiHb MOTO
abcopOirii.

Pos3nonin.

B xopi mokmiHIYHUX OOCIigXKeHb 0yJIo MOKa3aHo, 10 nperadaJliiH MpOHUKAa€E KPi3b
reMmaToeHIledamiyHui 6ap’ep y MUIllel, IypiB i MaBm. Byno BCTaHOBIIEHO, 1110
npera6a’liH IPOHUKAE KPi3b MJIalleHTy Yy LIYyPiB i BUOIMSETHCS B MOJIOKO IIYyPiB Y
nepion nmakrartii. Y moguHM 00’€M po3mnominy nperabatiHy micist mepopaabHOro
3aCcTOCyBaHHS CTaHOBUTH mpubnusxo 0,56 n/kr. [Iperabail He 3B’SI3yE€THCS 3 OinKaMu
IIJIa3MM KPOBI.

MeTaboti3M.

Y mioguHu npera6aid 3a3Ha€e He3HAYHOTO MeTabonizMy. ITiciisa BBegeHHS J03U
MideHOT'0 pafgioaKTUBHOIO MiTKOIO nperabainy 6;113bK0 98 % pagioakTMBHOL
PEeYOBUHU BUBOOUIIOCS 3 CeUEel0 YV BUTJISIALI He3MiHeHoro mmperabaniny. Yactka N-
MEeTHUIbOBAHOI ITOXimHOI mperabdaiiy - OCHOBHOTO MeTaboJIiTy ITpemapary, IIo
BU3HAaudaBciAa B cedi, - cranoBuia 0,9 % BBemeHol mo3u. Ilig yac mOKIIiHIYHUX
OOCITiIzKeHb He BimOyBaJsiocs paleMizallil S-eHaHTioMepa nperabaniny B R-eHaHTioMeD.

BusegeHH4d.

[Tpera6anid BUBOOUTHCSA 3 CUCTEMHOT'O KPOBOTOKY B HE3MiHEHOMY BUT IS,
rmepeBaxkHO HUpPKaMu. CepenHilt repion HariBBUBeOeHHs IIperabaiHy CTaHOBUTD
6,3 roouHU. [11a3MoBUM Ta HUPKOBUM KJIipeHC mperabaliHy nIpsMo IIPOIOPITifHi
KJIipeHCy KpeaTuHiHYy (AuB. po3ait «®apMakKoKiHeTHKa. HUpKOBa HEJOCTAaTHICTE»).



[TamieHTaM 3 mopylIeHHSIM QYHKIII HUPOK abo mallieHTaM Ha reMofianisi HeoOxigHa
KOPEKIIist ;o3u npernaparty (auB. po3min «Criocié 3aCcToCyBaHHS Ta OO3U», TAOIUIIS).

JIiHiMHICTH/HEeIiHINHICTD.

dapmakoKiHeTHKa nperadajiHy € JIiHiiiHOO [JI BCbOT0 PEKOMEHI0BAHOI'O dialla3oHy
no3. BapiaGenbHiCTh papMaKOKiHETUKM IIperabaliiHy cepeqn MallieHTiB € HU3bKOIO

(< 20 %). ®PapMakoKiHeTHKA ITPpU OaraToKpaTHOMY 3aCTOCYBaHHI € ImependayyBaHOIO
Ha MIifCTaBi JaHWX, OTPUMaHUX IPU 3aCTOCYBaHHI OOHOKPATHOL JO3U. TaKMM YMHOM,

HeMa€ noTpedu B MJIaHOBOMY KOHTPOJII KOHIIEHTpallili rmperabdaiilny B IJla3Mi KPOBI.

CraTtn.

Pe3ynpTaTH KIIIHIYHUX OOCIIIOXKEHD CBiAYaTh IPO BiACYTHICTH KJIIHIYHO 3HAYYILIOTO
BIUIMBY CTaTi Ha KOHIIeHTpallil mperabaiHy B IJla3Mi KPOBi.

HupkoBa HEeJOCTATHICTb.

KnipeHc nperabaniny npsiMo MPOIOPLIiMHUN KIipeHCcy KpeaTuHiny. KpiM 11p0ro0,
nperabanid epeKTUBHO BUOANISETHCS 3 MJIa3MHU 3@ JOIIOMOI0I0 reMofiani3y (mics
4 roguH reMofianidy KOHIeHTpallisa nperabdaiHy B IJla3Mi KPOBi 3MEHITYETHCS
npubmu3Ho Ha 50 %). OcKinbKu npernapaT BUBOAUTHCS B OCHOBHOMY HUPKaMH,
MalieHTaM 3 HUPKOBOIO HEIOCTATHICTIO HeOOXiMHO 3MEeHIITyBaTH 03y IIperapary, a
ITicJIsd reMofIiari3y - 3aCTOCOBYBATH OOMATKOBY M03y (OuB. po3min «Crocid
3aCTOCYBaHHS Ta OO3U», TAOJIUIIS).

IleyiHKOBa HEOOCTATHICTE.

CrnenianbHux (papMaKOKIiHETUYHHUX OOCIIIAXKEHb Y MaILli€EHTIB 3 II€4YiHKOBOIO
HeIOoCTaTHICTIO He mpoBoaunucs. OcCKinbKu nperabaiiid He 3a3Ha€ 3HAYHOTO
MeTabo0J1i3My Ta BUBOJUTHCS 3 CEYEI0 ITepeBaKHO B HE3MiHEHOMY BUTJISI[II, TO
MaJIOMMOBIpHO, 111006 IMOpyHIeHHA QYyHKIII meYiHKM Majio 3HaYyLIIUH BIJIMB Ha
KOHIIeHTpallilo Imperabaiiny B IJla3Mi KPOBi.

iTH.

dapmMaKoKiHeTUKY nperabaliHy OILiHIOBaJIM 3a y4acCTIO OiTeH 3 eminernciero (BiKOBi
rpynu: Big 1 go 23 micsuis, Big 2 0o 6 pokis, Big 7 0o 11 pokis i Big 12 mo 16 pokiB)
IIPY 3aCTOCYBaHHi 103 2,5 Mr/Kr/moby, 5 mr/kr/mody, 10 mr/kr/mody Ta 15 Mr/kr/mo0y B
X0[Mi gocnigKeHHs (papMaKOKiHETUKU Ta II€PEHOCUMOCTI.

[Ticnst mepopabHOTO 3aCTOCYBaHHS nperadaiHy OiTSAM HaTIle Yac OOCATHEHHS
MaKCHMaJIbHOI KOHIIEHTpallil B Ij1a3Mi OyB y IiJIOMy aHaJIOTiYHUM Y BCiX BiKOBUX
rpymnax i craHoBuB Bif 0,5 roguHU [0 2 TOOWH HiCISA IPUUOMY.



3HauyeHHS Cmax i TITOIM i KPHUBOIO 3aIeKHOCTI KOHIIeHTpallil Big dyacy (AUC)
nmperabaniHy 3pocTasu JTiHiMHO 3i 30iIbIIIeHHSIM 03U B KOXKHIiM BiKOBi# rpymi. Y miten
3 macoro Tina go 30 kr 3HaueHHsA AUC Oynu Huxk4yuMu Ha 30 %, 1110 00yMOBJIEHO
30inbimeHHaM Ha 43 % KJlipeHCy, CKOPUTOBaHOT'O 3a MacCoOl0 Tijla, y IIUX Ialli€eHTiB y
MOPiIBHSHHI 3 mallieHTaMu 3 Macolo Tinma = 30 Kr.

KinieBut nepion HamiBBUBeOeHHS nperadalliHy CTaHOBUB Y CEPeOHbOMY OJIM3BKO
3-4 rogvH y giTeu BIKOM [0 6 POKiB Ta 4-6 roOguH y OiTel BiKOM Bifl 7 POKIB.

Y xomi monynsamiiHoro ¢papMaKOKiHETUYHOTO aHani3y 0yJso ImoKal3aHo, 110 KJIipeHc
KpeaTuHiHy OyB 3HA4yII[0I0 KOBapiaTolo [Jis KJIipeHCY IepopalbHOTo nperabariny, a
Maca Tina Oyia 3Ha4ylI0l0 KOBapiaToo A YABHOTO 00’ €MY PO3MOMijly IIepopaIbHOTr0
nperabainy, i 1e# 3B’130K OyB aHAJIOTiYHUM y HOiTel i MOpOCIuX HalliEHTIiB.

dapmMaKoKiHeTHKY nperadaiHy y HallieHTiB BIKOM MeHIIIe HixK 3 MicsIli He BUBYAJIN
(muB. po3min «Cmocib 3acTocyBaHHS Ta mo3u», «I100iuHi peakmii» Ta
«®apMaKoOrHaMiKa»).

IlarieHTH JTITHHOTO BIKY.

Kmnipenc nperabajiHy Ma€ TEHOEHIII0O 4O 3MEHIIIEeHHS 3 BikoM. Take 3MeHIIIeHHS
KJlipeHCcy nperabaliHy Ipu ¥0oro 3aCTOCYBaHHI IepPOpPabHO Y3rOOXKY€EThCS 3i
3MEHIIIEHHSIM KJIipeHCYy KpeaTuHiHy, ITOB’I13aHUM 3i 30iyblIeHHSIM BiKy. [TamtieHTam 3
MMOpYyIIeHHsIM GYHKII1 HUPOK, ITOB’I3aHUM i3 BiKOM, MOKe OyTHU ITOTPiOHEe 3MeHIIIeHH
mo3u nperabaniny (ouB. po3main «Crocid 3acTocyBaHHS Ta MO3u», Tabmuisa 1).

l'ogyBaHHS I'PyOOIo.

dapmaKoKiHeTHKY nperabaliHy IIpu MOro 3acToCyBaHHi ¥y 7o3i 150 Mr kKoxHi 12 rogun
(mo6oBa mo3a 300 mr) omintoBanu y 10 XKiHOK, siKi rogyBamu rpyanio, IIoHaMeHIIe
yepe3 12 TuXKHIB micns nosoris. ['ogyBaHHS IPyOaio He BIJIMBaio abo Mao
He3HaYHUU BIJIUB Ha (hapMaKOKiHeTUKYy nperabaniny. [Iperabaniin moTpaniss y
rpyOHE MOJIOKO, IPH IIbOMY MOT'0 CEpeNHi KOHIIeHTpallii B piBHOBaXKHOMY CTaHi
CTaHOBUIIU ONMU3BKO 76 % KOHIIEeHTpallill y Ij1a3Mi KpoBi MaTepi. Po3paxoBaHa [103a,
SIKy OTPUMY€ HEMOBJIS 3 TPYOAHUM MOJIOKOM (IIPU CepegHbOMY CIIOKMBaHHI MOJIOKa
150 mn/kr/mo0y) Bim XiHKHU, siKa npuiiMae nperadanid y mos3i 300 mr/moby abo y
MaKcuManbHil 103i 600 mMr/moby, cranoButh 0,31 a6o 0,62 Mr/kr/mo0y BigmoBimHo. Lli
PO3paxoBaHi MO3K CTAHOBIATH NPuOIN3HO 7 % 3arajabHOl J0O0BOI MO3U MaTepi B
IIepepaxyHKy Ha MI/KT.

IToxa3aHHSA

HetliponamuuHutl 6isb.



[Tpenapart Jlipuka mokalaHUM OIS JIIKyBaHHS HEMPONATUYHOTO 00110 TepudepudHoro
ab0 LIeHTPaIbHOTO IIOXOOXKEHHS V TOPOCIIUX.

Eninencis.

ITpenapart Jlipuka moKa3aHHWX JOPOCJIMM SIK JOOaTKOBE JIIKyBaHHS IIPU MapliiaJIbHUX
CYOOMHUX Hallafiax i3 BTOPUHHOIO reHeparisaliiero abo 6e3 Hel.

TI'eHepasizosaHull mpugoxcHUll po31ao.

[Tpenapart Jlipuka nmoka3aHuU [JI4 JIIKyBaHHSA reHepaii30BaHOr'0 TPUBOXKHOI'O pO3Jiany
Yy OOPOCIIUX.

dibpomianais.
IIporunnoka3aHHs

linmepuyyTnuBiCTh [0 mir040i pedyoBUHU ab0 1m0 OYyOb-sIKOi 3 JOIOMIiXKHUX PEYOBHUH,
nepeiyeHux y po3nini «Ckuam».

B3aeMofisi 3 iHIIEMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHU B3a€EMOIiHN

Ockinbku nperabairiH eKCKPeTYEThCS MepeBaxKHO B He3MiHEHOMY BUTJISIMI 3 cedero,
3a3Ha€ He3HAYHOro MeTabosi3My B opraHi3Mmi moguau (< 2 % 03U BUOINISETHCS i3
ceuelo y ¢hopmi MeTaboiTiB), He iHTiOye MeTabo1i3M iHIIMX ITpenapariB in vitro i He
3B’sI3y€eThCA 3 OijTKaMM IJ1a3MU KPOBi, TO MaJIOMMOBIPHO, 1110 Tperadaid Moxe
CIIPUYUHATH (papMaKOKiHETUYHY B3a€MOil0 abo OyTu 00’€KTOM TaKOi B3aEMO/Iii.

JTocaiooceHHA in vivo ma nonyasuiuHull gapMakoKiHemu4Hul aHanis.

TakuM 4MHOM, B JOCJIIAXKEHHSIX INn Vivo He CIOCTepirajaocs KIiHIiY4HO 3HAYyII01
dbapmakoKiHeTHYHOI B3aeMofii Mik nperabaniHoM i ¢peHiToIHOM, KapbaMa3emiHoM,
BaJIbIIPOEBOIO KUCIOTOIO, JITAaMOTPUAXKUHOM, raballeHTUHOM, JIopa3eliaMoM,
OKCHKOJOHOM 4M eTaHOJIOM. [Tonynaninaui papMaKOKiHETUYHUMN aHalIi3
ITPOAEMOHCTPYBAB, 1110 IepopasbHi IpoTuniabeTU4YHi 3acobu, OiypeTUkKH, iHCYIIiH,
dbenobapOiTasn, TiarabiH i TonipaMaT He MalOTh KJIIHIYHO 3HAYyILIOT0 BIIJIUBY Ha
KJIipeHc nperabariny.

ITepopasvHi KOHMpauenmusu, HopemucmepoH ma (abo) emuHisecmpadio.

OmHOYacHe 3aCTOCYBaHHS ITperabaiHy 3 mepopajlbHUMU KOHTPAlleITUBaAMHU,
HOpPEeTUuCTepoHOM Ta (ab0) eTHMHiIIECTPaAionoM He BIZIMBA€ Ha PapMaKOKiHETHUKY
PiBHOBaXKHOTO CTaHy KOJHOTO 3 IIUX JIIKapChKUX 3aco0iB.

JIikapcbokKi 3acobu, w,o enausaroms Ha ITHC.




[Iperabanin MoxKe ITOTEeHIlilI0BaTH ePeKTU eTaHOJy Ta Jopa3elnamMy. Y mepioq
IMOCTMapKETUHTOBOI'0 HATJISAAY MOBIZOMIISIIIOCS PO BUIIAOKU OUXAJIbHOIL
HEeIOOCTAaTHOCTi, KOMM Ta CMEPTi y MallieHTiB, sIKi mpuiiManu nperadaid pa3oM 3
ormioigamMu Ta/abo0 iHIIMMU JTiKapChbKUMHU 3aco0aMu, 110 MPUTrHiuyooTh QyHKIio ITHC.
[IperabamiH, iMOBipHO, ITOCUJTIOE TOPYIIEHHS KOTHITUBHUX Ta OCHOBHUX MOTOPHUX
(QyHKIIiN, CIPpUYUHEH]I OKCUKOJOHOM.

B3aemo0lii y nauieHmis AimHb020 BIKY.

CrellianbHUX OOCIiIXKeHb (papMaKoguHaMidyHOI B3aEMOil 3a y4acTio JOOPOBOIIBIIIB
JIITHBOTO BiKYy He ImpoBomunucs. [JocnimkKeHHsT B3aEMOZII JIikapChbKUX 3aco0iB
IIPOBOLMJIM JIUIIIE Y OOPOCJIUX Ialli€HTIB.

Oco00/1UBOCTi 3aCTOCYBaHHSA

ITauieHmu 3 uykposum Oiabemom.

BigmoBimHO [0 YMHHOI KJTiHIYHOI IPaKTUKY, JesKi NallieHTH 3 IIyKPOBUM HiabeToM,
Maca Tina SKux 30iIbIIuacs Imig 9yac Teparil nmperabamiHoM, MOXKYTh ITOTpeOyBaTH
KOPEKIIil 031 LIYKPO3HMKYyBaJIbHUX JIIKapChKUX 3aC00iB.

Peakuii 2inepuymausocmi.

[Ticng Buxony npenapaTy Ha PUHOK ITOBIIOMIISIJIOCS IIPO PO3BUTOK pPeaKIlin
rinepyyTINBOCTI, BKIIIOUAIOYX aHTiOHEBPOTUYHUM HAOPSK. [Ipy BUHUKHEHHI TaKUX
CUMIITOMIB aHTiOHEBPOTUYHOT 0 HAaOPSKY, IK HAaOpsSaK o0nu4Ys, repiopalbHUM HAaOpPSIK
abo HaOpSAK BepXHiX AUXaJIbHUX IIISAXiB, 3aCTOCYyBaHHS nperaba’iHy ciig HeraHO
MTPUIHUHUTH.

3anamopo4eHHs, COHaAUuBICMb, Bmpama ceidomMocmi, cnaymaHicms ceidomocmi ma

NOPYWeHHA NCuxikKu.

3acTocyBaHHS nperabajiHy CynmpoBOOXKYyBaJlOCs MOSBOIO 3allaMOPOYEHHS Ta
COHJIMBOCTI, I110 MO3Ke 30iIbIMUTH PU3UK BUHUKHEHHS TPaBMaTUYHUX BUIIAOKiB
(mapiHHA) y Dalli€eHTiB JIITHBOTO BiKy. TaKOXK MicIsa BUXOOy IIpelrapaTy Ha PUHOK
IIOBIOOMIIAJIOCS PO BUIIAAKU BTPATU CBIIOMOCTI, CIIJIYTAHOCTI CBiIOMOCTI Ta
TMOPYIIEHHS MICUXiKU. Y 3B’SI3KYy 3 I[IUM ITalliEHTaM CJIil peKoMeHayBaTu OyTu
o0epexXHUMHU, MOKU IM He CTaHyThb BifoMi MOXKIUBi e(peKTH IIbOT0 JTiIKapChKOTro 3aco0y.

Poszsadu 3o0py.

ITig yac KOHTPOJILOBaHUX OOCIIIOXKEHDb HEYITKICTh 30PYy 4YacTillle criocTepiranacsa y
Malli€eHTiB, sKi MpuiiManu nperabasid, HiXK y HalliEHTIB, IKi oTpuMyBau mnanebo. Y
OinbIIOCTi BUTMIAAKIB 1€ SBUIIle 3HMKAJIO IIPHU ITPOJOBXKEHHI Teparrii. Y xoai KimiHigyHux



OOCITim»KeHb, B IKUX IPOBOANIN 0 TaIbMOJIOTiuHe 00CTEeXXEeHHS, YaCTOTa BUITAIKIB
MOTipIIEeHHS TOCTPOTHU 30pPYy Ta 3MiHM II0Jig 30py OyJjia BUIIOIO y MAlli€HTIB, SKi
3acTOCOBYBasu Iperabasi, MOPiBHSAHO 3 IMalliEHTaMu 3 TPYIH I1aiebo; YacToTa
BUHUKHEHHS 3MiH Ha OYHOMY AHi OyJia BUIIIOIO y MAIliEHTIB i3 rpymnu miaamnebo (Ous.
po3ain «®apMaKoOouHaMiKa»).

[Ticnst BUXOOy mperapaTy Ha pUHOK TaKO0XK ITOBiHOMIISIIIOCS PO nobiuHi peakiriil 3 60Ky
OopraHiB 30py, BK/II0Yal04Y# BTPATy 30PYy, HEUITKICTh 30py abo iHIIli 3MiHU rOCTPOTHU
30py, 6araTo 3 gKux Oy/Iu TUMYaCOBUMHU. [Tic/iga NpUNIUHEHHS 3aCTOCYBaHHS
nperabaniny 1i CMMIITOMHU 3 OOKY OpraHiB 30Ppy MOXKYTh 3HUKHYTH a00 3MEHIITUTHUCH.

Hupkoesa HedocmamHicmb.

[ToBimoMisiyiocss IPO BUMIAAKU PO3BUTKY HUPKOBOI HEOOCTATHOCTI, IKa iHozai Oyna
000pPOTHOIO MiCJIA MPUNUHEHHS 3aCTOCYBaHHS IIperadariiny.

BiomiHa cynymHix npomueniienmuy4yHux npenapamis.

Hapa3i HemocTaTHBO ODaHUX LIOL0 TOTO, YU MOXKHA BIOMIHATU CYIIYyTHI
MMPOTHUETINIENTUYHI IpelapaTH IIiCsa TOTo, IK Y pe3yIbTaTi JoJaBaHHS IIperabainy
oo Tepamil Oyfe HOCATHYTO KOHTPOJIIO 3a CyAoMaMH, 1100 IeperuTu Ha MOHOTEPaIliio
nperabaiHoM.

Cumnmomu 8iOMiHU.

Y mesikux Malli€HTIB MicIst IPUIUHEHHS KOPOTKOCTPOKOBO1 abo TpuBasioi Teparril
nperabayiHoOM CIIOCTepiraaucs CUMIITOMH BimMiHu mmpemnapaty. [ToBimoMiisisiocss mpo
TakKi sBUllla: 60€3COHHS, TOJIOBHUM 0iNb, HyIOTa, TPUBOXKHICTD, miapesi, TPUIIOIIONIOHN ]
CUHOPOM, HEPBO3HICTh, Aemnpecis, 6inb, CymoMHu, Tilleprigpo3 i 3arraMoOpoYeHHs, SIKi
BKa3yIOTh Ha (i3uyHy 3aJiekHicTh. {10 iHpopMaliito ciIif moBifOMUTH HaIliEHTy Hepern
IIOYaTKOM Teparril.

CymoMu, 30KpeMa enuIenTUYHUN CTaTyC Ta BEJIUKI CyJOMHI Haraau, MOXYThb
BMHUWKATH ITiJl Yac Teparril nperabasinomM abo HeBOOB3i ITiCyIst MOT0 BimMiHU.

IMaHi mogo BigMiHu nperaba’tiHy miciiss TpUBaJIOTro 3aCTOCYyBaHHS BKa3yIOTh Ha Te, 110
4aCcTOTa BUHUKHEHHS Ta CTYIIIHB TAXKKOCTI CUMIITOMIB BifIMIHM MOXYTh 3aJjieXKaTH Bif
OO3MU.

3acmitiHa cepuesa HedocmamHicmb.

[Ticns Buxony mpenapaTy Ha PUHOK MOBIOOMIIAJIOCA PO 3aCTiMHY CepLEBY
HeIOOCTaTHICTD y mesIKUX IallieHTiB, AKi npuiiManu nperabanid. Taka peakiiis
criocTepiranacs 3ge0inbIIoro I Yac JiKyBaHHS ITperabaiiHoM HEWPOIaTUYHOTO
007110 y Malli€HTIB JIITHLOTO BiKy 3 y2Ke iCHYIOUHUMU CepLeBO-CyUHHUMU



nopyueHHsAMU. TakKuM MalliieHTaM mmperabda’iil ciifm 3aCcTocoByBaTu 3 00ePeXkKHICTIO.
[Tpu npunuHEeHHi 3aCTOCYBaHHA nperadalliHy lie SBUIle MOXKe 3HUKHYTH.

JIIKy8aHHA HeuponamuyHo20 60410 UeHMPA/AbHO20 NOXOOHCEeHH s 8HACAIO0K
VPAHCEeHHA CNUHHO20 MO3KY.

[Tig yac nmiKyBaHHSI HEUPONaTUYHOTO OOJII0 IIEHTPaIbHOTO ITIOXOAKEHHS, BUKJIUKaHOT' O
ypaxXeHHSIM CIIMHHOTO MO3KY, 30i/bliryBaniacs YacToTa NoOiYHUX peakIliil y 1ijmomy, a
TaKOXK IMOOIYHMUX peakliyi 3 60Ky IIleHTPabHOl HEPBOBOI CUCTEMU Ta OCOOJIUBO
COHNTUBOCTI. L]le Moke OyTHU ITOB’I3aHO 3 aAUTUBHOIO Oi€I0 CYIIyTHIX JTiKapChKUX
3aco0iB (HanpuKiag aHTUCIIACTUYHUX ITpenaparTiB), HEOOXigHUX OIS JIIKyBaHHS LILOTO
ctany. L[to o6cTaBuHY ciig 6paTu OO0 yBaru, Ipu3Hadalouu nperabalid Ipu TaKoOMy
CTaHi.

CyiuudaavHe Muc/1eHHs ma nosediHKda.

[MToBigoMIsANIOCS PO BUNAAKHU CYIIIMOAILHOTO MUCJIEHHS Ta MOBEHOiHKM y MAalli€HTiB, SKi
OTPUMYBAJIU Tepallilo IPOTUEIIJIEITUYHYMU [IpenapaTaMy 3a OJeAKUMU [I0OKa3aHHAMU.
3a pe3yJbTaTaMU MeTaaHalily JaHUX, OTPUMaHUX y XO/i paHOOMi30BaHUX, Ijallebo-
KOHTPOJIbOBAHUX OOCJIIAXKEHb MPOTUEIIIJIENITUYHUX IIpelaparTiB, TAKOXK
CIIOCTepirasocsi HeBeJIUKe ITiABUILEHHS PU3UKY IMOSBU CYILIMOAIbHOTO MUCJIEHHS Ta
noBediHKU. MexaHi3M BUHUKHEHHS 1IbOT0 PU3UKY HEBiJOMUY, a HasABHI JaHi He
BUKJIIOYAIOTh MOXKJIMBOCTI iCHYBaHHS IiBUIIIEHOI0 PU3UKY IIPU 3aCTOCYBaHHI
nperabaniny.

Y 3B’3Ky 3 IIMM He0OXiTHO peTelbHO CIIOCTEPIraTU 3a HalliEHTaMU [JIs1 BUSIBJIEHHS
O3HaK CyIlMaaaTbHOTO0 MUCJTIEHHS ¥ MOBEOIHKM Ta PO3TISHYTH OOLITbHICTD
NpHU3HaYEeHHS BiAIIOBIOHOTO MiKyBaHHS. Y pa3i MOsSSBM 03HAK CYyIIIUOaIbHOTO0 MUCJIEHHS
ab0 moBemiHKM IallieHTH (Ta 0co0H, 110 AOTJIANA0Th 3a HUMH) IIOBUHHI 3BEPHYTUCS T10
MEeOUYHY OOIIOMOTY.

ITozipweHHA pyHKUIl HUICHIX 8i00i/1i8 W./IYHKOB0-KUWKOB020 MPAKMY.

[Ticnsa Buxony mpernapaTy Ha pUHOK IIOBIIOMIIAJIOCS PO sABUINA, [I0B’A3aH] 3
noripueHHsaM (QYHKIII HUKHIX BigOiIiB OIUTYHKOBO-KUIIIKOBOTO TPAKTY (Taki 1K
HENPOXigHICTh KUIIIEYHUKY, IapaJliTUYHa HEeIPOXigHICTh KUIIIEeYHUKY, 3aI10p), IpU
3acTOoCyBaHHi nmperabaiiHy pa3oM 3 JIiKapChbKUMH 3aco0aMu, 110 MOXKYTb BUKJIMKATH
3arop, HaIpuKJa[j ONiOlDHMMY aHajbreTUKaMu. [Ipu omHOYaCHOMY 3aCTOCYBaHHI
nperabaiHy Ta OMiOIMiB CIif BXKUTU 3aXO0MiB I MTpodimakKTUKU 3anopiB (0coOIMBO y
KIHOK Ta Malli€HTIB JIITHHOTO BIKY).

OO0HoYacHe 3acmocyB8aHHs 3 onioidamu.




PekoMeHOy€ETHCSA HOTPUMYBATHUCSA 00€PEKHOCTI ITpU MPU3HaYEeHHi nperabainy
OOHOYACHO 3 omioimamMu dyepe3 pu3ukK npurHidveHHasa ¢yukiil [ITHC (gus. po3min
«B3aeMopmist 3 iHMMMU JTiKapChbKUMHU 3acoO0aMM Ta iHIII BUOW B3aEMOMii»). ¥
OOCITiIKeHHi BUNIaJ0K-KOHTPOJIb 0Ci0, AKi 3aCTOCOBYIOTh OIiOiAY, MiABUIIIEeHUN PU3UK
CMEPTHOCTI, ITIOB’s13aHOI1 3 omioigamu, OyB y IMalli€EHTIB, SKi OTPUMYyBaJiu Tepariio
nmperabaaiHOM OOHOYACHO 3 OMiOigoM, ITOPIBHAHO 3 TAKUM ITPU 3aCTOCYBaHHi JHIIIe
omioimiB (CKopuroBaHe cimiBBigHoIIeHHS maHciB [aOR], 1,68 [95 % I, 1,19-2,36] ).
Taku#t migBuilleHUM PU3UK CIIOCTEPIiraBcs NPU HU3BKUX A03ax nperadaniny (= 300 mr,
1,52 aOR [95 % [II, 1,04-2,22]) 3 TeHOeHIIi€l0 00 30iMbIIIEHHS PU3UKY ITPU BUCOKUX
mo3ax nperabamniny (> 300 mr, 2,55 aOR [95 % [OII 1,24-5,06]).

HenpasusiavHe 3acmocyB8aHHA, 3/108HCUBAHH A abo 3aaedxcHicmo.

[ToBimoMIsAIOCS PO BUIIAOKM HEPAaBUJILHOIO 3aCTOCYBaHHS, 3JI0BXKMBaHHS Ta
3anexkHocTi. Crig 3 00epeXHiICTIO 3aCTOCOBYBaTH IIpelapar nalieHTaM 3i
3JI0BXKMBAHHSIM Pi3HUMH PeYOBHHAMHU B aHaMHe3i; HeoOXigHO cIlocTepiraTtu 3a
HamieHTOM OIS BUSIBJIEHHS CUMIITOMIB HEIIPABUJIBHOTO 3aCTOCYBaHHS, 31I0BXKUBaHHS
abo0 3a/eXKHOCTI Bif riperabaniny (ITOBigOMISIIIOCS PO BUIIaAKX PO3BUTKY 3BUKAHHS,
IIepeBUIIEeHHS IPU3HAUYEHO]I 103HU; IIOBEIiHKHY, CIPSIMOBAHOl Ha OTPUMaHHS
npemnapary).

EHuedasonamis.

[ToBigoMsAyioCcs PO BUOAAKHU eHIedaomnarii, 10 BUHAKAIN IIepeBaxKHO y MaIli€HTIB i3
CYIIyTHIMM 3aXBOPIOBaHHSMH, III0 MOXKYTh CIPOBOKYBaTH eHIedaonarTiio.

HenepeHocumicmb 1akmo3u.

[Tpenapart Jlipuka MiCTUTB J1aKTO3y. [lallieHTaM 3 TaKUMU PIOKICHUMU CIIaJKOBUMHU
3axXBOPIOBaHHSAMHY, IK HEIIEPEHOCUMICTh rajlakTo3U, JJaKTa3Ha HeJOoCTaTHICTh Jlanma
abo cuHApPOM MaJibabCcopOIlil TII0KO3M Ta rajJlaKTO3U, He CJIif 3aCTOCOBYBaTH ek
npermnapar.

3maTHiCTh BIUIMBATH HA IMIBHIKICTH peakilili mMpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmMMHu MexaHi3ZMaMHu

Jliprka MOKe CIpaBJIsAiTA He3HAYHUU a00 MOMIpHMU BOJIMB Ha 30aTHICTb KepyBaTHu
TPAHCIIOPTHUMH 3aco0aMu Ta ITpalfoBaTH 3 iHIIMMHU MeXaHi3MaMu. JlipuKka Moxe
BUKJIMKATHU 3allaMOPOYEHHS ¥ COHIUBICTD, i TAKUM YMHOM, BIIJIMBAaTH Ha 30aTHICTh
KepyBaTU TPAHCIOPTHUMHU 3acoO0aMM Ta IIpaIloBaTH 3 iHIMMMHU MeXaHi3MaMu. Y
3B'SI3KYy 3 LIUM IallieHTaM CJIi peKOMeHIyBaTu YTPUMYyBaTUCS Bill KepyBaHHS
TPAHCIIOPTHUMH 3aco0aMu, Bil poOOTH 3i CKIIagHOIO TeXHIKOIO Ta Bif iHIIIOl
IIOTEHIIINHO HeOe3neuyHol OigJIbHOCTI, MOKU He CTaHe BifoMO, YU BIIJIMBAE IIeH



JIiKapChKUM 3acib Ha 1XHIO 3aTHICTDb OO0 TaKOl OisJIbHOCTI.
3acTocyBaHHs y nepioa BaritTHocTi ad0 rogyBaHHS Ipyagio

2KiHKM penpoOyKTUBHOTIO BiKy / 3aco0M KOHTpPAIIEIIil A1 KiHOK i Y0JIOBiKiB.

OCKiNbKY NOTEHLIWHUNW PU3KK OJI JIIOOUHU HEBIIOMUU, XKIHKY PEIPOOYKTUBHOTO BiKY,
TTOBUHHI BUKOPUCTOBYBaTH e(heKTUBHI 3ac001 KOHTpaIeIIlii.

BariTHicTs.
HanexHi gaHi m1omo 3acTocyBaHHSA nperaballiHy BariTHUMM KiHKaMU BiICyTHi.

B xopi gocrimkeHb Ha TBapuHax OyJjia MPogeMOHCTPOBaHa pPerpoayKTUBHA
TOKCUYHICTD. [IOTEHIIMHUYN PU3UK OIS TIOOVHU HEBIIOMUMN.

IIpemapart Jlipuka He CjIifg 3aCTOCOBYBATH B IIePiof BariTHOCTI 63 HarajabHOI HOTPeOu
(KOJTM KOPUCTH [JI1 MaTepi IBHO MEePEBUILYE MOXKIUBUM PU3UK OJIA IJI0HA).

l'ogyBaHHS I'PYOOIO.

HeBenuka KineKicTh niperabainy OyJia BUSIBJIeHa Y MOJIOL XKiHOK, SIKi TOOYIOTh
rpynnio. Crig moBiMOMHUTH XKiHKaM, SKi TOOYIOTh TPYAAI0, IO TOOYBaHHS I'PYOAI0 HE
PEKOMEHOYETHCS ITifl Yac 3aCTOCyBaHHS IIperadariny.

QOepTUIbHICTE.

Kniniyxi maHi mopmo BriuBy npera6aniny Ha GepTUIbHICTD XKiHOK BiiCyTHI.

[Tig yac KiHIYHOTO JOCTiAXKEHHS BIIJINBY IIperaballiHy Ha PYXJIUBICTh CIIePMaTO30i1MiB
3[0POBi MOOPOBOJIBLITI YOIOBiIYOI CTaTi 3aCTOCOBYBaIu nperabarin y go3i 600 Mr/mo0y.
ITicns 3acToCyBaHHSA IpenapaTry NpOoTIroM 3 MICSLIB KOOHOTO BIJIMBY Ha PYXJIUBICTh
CIIepMAaTO30I1iB He BUSBJIEHO.

Y xopi mocnigxkeHHs GepTUTBPHOCTI Y caMUIb IITyPiB criocTepiraBcs HeOaxkKaHUM BIIJIUB
Ha PEenpoayKTHUBHY (QYHKIIiIO. Y XOOi HOCHiAKEeHHS (epPTUIbHOCTI Y CaMIIiB IIyPiB
criocTepiraBcst HeOaXKaHUM BIJIMB Ha PEIIPOOYKTUBHY QYHKIIIO Ta pO3BUTOK. KiiHiuHa
3HAYYILICTh LIUX pe3yJibTaTiB HEBigoMa.

Cnoci0 3acTocyBaHHs Ta I03H

Cnocib 3acmocy8aHHs.
[Tpenapart Jlipuka npuiiMalOTh He3aJIeKHO Bif IPUNOMY 1XKi.

IaHuil nikapchbKuM 3acid Mpu3HavYeHUM BUKJITIOYHO IOJIS IIePOPaIbHOT0 3aCTOCYBaHHS.



Io3u.

Iliama3oH g03 mpernapaTry Moxe 3MiHoBaTHuCsa B Mexkax 150-600 mr Ha moly. [1o6oBy
003y PO3MONiNsA0Th Ha 2 ab0o 3 IpUMOMHU.

HetiponnaTuuHuii 0ink.

Teparmito perabaniHomM MoxKHa po3nodaTu 3 go3u 150 Mr Ha o0y, pO3MoAieHol Ha 2
a6o 3 mpuiioMu. 3aneKHOo Bif iHOUBiOyanbHOI BiAIOBiAi Ta MEpeHOCUMOCTI ITpenapary
nmaiieHToM mo3y MozkHa 306inbimuTu 0o 300 Mr Ha go0y Yyepel 3-7 OHIB, a 3a
HeoOXimHOCTi - o MakKcuMaibHOI fo3u 600 Mr Ha moOy Iie mmicns 7 OHiB.

Eninencisa.

Teparmito mperabaniHomM MoxKHa po3nodaTu 3 1o3u 150 Mr Ha 700y, po3MoaiieHol Ha 2
abo 3 mpuiriomu. 3anexkHO Bifl iHAUBiOyasibHOI BiOIOBifi Ta ITIEePEHOCUMOCTI IIpenapary
MalieHToM mo3y MoxHa 30inbiuTu mo 300 Mr Ha mo0y ITic/s Iepuioro TUXKHS
nikyBaHHA. [lle yepe3 oauH TUXKIOEHb O3y MOXKHAa 30iIbIIUTY N0 MaKCUMaJIbHOI -
600 Mr Ha OoOy.

'eHepasti3oBaHUM TPUBOXKHUM poO3Jiajl.

Ilo3a, aKy pO3MOAiNsaioTh Ha 2 abo 3 mpuiioMHu, MOKe 3MiHIOBAaTUCS B MexXKax
150-600 mr Ha goly. IlepioguyHo ciig mepernsgaTy HeOOXigHICTH MPOOBXKEHHS
Teparril.

Teparrito nmperabanmiHomM MoxkHa po3nodatu 3 mo3u 150 Mr Ha go0y. 3aexkHOo Bif
IHO¥BiOyasIbHOL BiAIOBiAi Ta IEPEHOCUMOCTI ITpenapaTy IIaliEHTOM A03y MOXKHa
306inpmuTy go 300 Mr Ha 00y ITicyis MepIIoro TUXKHS NiKyBaHHS. [Ticsis 1m1e ogHOTro
TUKHS IIPUUOMY 03y MOKHa 30inbmuTu 10 450 mMr Ha moOy. Ille yepe3 oguH TUXKOEHDb
O03y MOXKHa 30ibIINTH M0 MakKcuMasbHOI - 600 Mr Ha mooy.

di6pomiaris.

PekoMeHOoBaHa [03a npernapary s dikyBaHHsS ¢iOpomianrii ctanHoBuTts Big 300 mo
450 mr Ha poOy. JIikyBaHHS CIii pO3TIOYMHATH i3 3aCTOCYBaHHS A03U 75 MT [Bidi Ha
noOy (150 mr Ha moOy). 3anexKHo Bifl e(peKTUBHOCTI Ta IEPEHOCUMOCTI, 403y MOXKHa
36inpimyBaTy o 150 Mr aBiui Ha o0y (300 Mr Ha moOy) IPOTATOM OOHOTO THUXKHS. [[1s
MalieHTiB, OIS SKUX 3acTocyBaHHS mo3u 300 Mr Ha go0y € HemoCTaTHLO e(hpEeKTUBHUM,
MO2KHa 30imbmIuTH o3y mo 225 Mr aBivi Ha moOy (450 Mr Ha goby). Xoda icHYE
OOCITim»KeHHs 3acTocyBaHHs no3u 600 Mr Ha mo0y, MOKa3iB TOro, 110 3aCTOCYBaHHS
11i€el mo3u Oyme MaTHu OOOAaTKOBY IIepeBary, HeMa€; TaKOXK TaKa [103a MaJlla TipIry
rmepeHoCcuMicTh. bepyuu mo yBaru go303asiekHi moOiyHi peakiiil, 3acToCyBaHHS 403
Buirie 450 Mr Ha o0y He peKoMeHOyeTbCcsA. OcKinbKu JliprukKa BUBOOUTHCS T'OJIOBHUM



YWHOM HUpPKaMU, CJIii KOPUT'yBaTU OO3Y IIpenapaTy IallieHTaM i3 HOpPYIIeHHAM
(QyHKIIl HUPOK.

Bigmina nperabaniny.

BigmoBimHO mo mirouol KITiHIYHOI IPaKTUKH, IPUIUHATH Tepalliio nmperabanxinoMm
PEKOMEHYETHCS IIOCTYIIOBO, IPOTATOM IIOHaWMEHIIIe OJHOTO TUKHSI, He3aJlesKHO Bif
IMoKa3aHb (AuB. po3ginu «Ocob6MuBOCTi 3acTocyBaHHSA» Ta «[106iuHi peakirii»).

[MopymeHHsT GYHKITII HUPOK.

[TperabaniH BUBOOUTHCS 3 CUCTEMHOI'O KPOBOTOKY B HE3MiHEHOMY BUTJISI,
nepeBakHO HUPKaMHMU.

[Iperabanin epeKTUBHO BUOANISETHCS 3 MJIa3MHU KPOBi 3a JOIIOMOT 010 TeMofianily
(50 % npemapaty npoTsarom 4 roguH). 1714 malieHTiB Ha reMofianidi ;oOoBy mo3y
nperabariny ciim KopuryBaTu BimnmoBigHO Ao ¢yHKIII HUpoK. Kpim mo6oBoi mo3y,
ompa3y Miciis KOXKHOI 4-TOOMHHOI Ipolleqypu reMofgianidy HeoOXiTHO 3aCTOCOBYBATHU
OOOaTKOBY O0O3y mpernapary (OuB. TaOIUIIO).

Kopekuis 0o3u npezabaniHy 8i0nog8ioHO 00 (pyHKUiT HUPOK.

3aranbHa moOoBa mo3a nperabariny *
KrnipeHc KpeaTuHiHy
PexXuM mo3yBaHHS
(CLcr) (M71/%B) [TouaTKOBa [o3a MakcuMaJsbHa mo3a
(Mr/mo0y) (Mr/no0y)
= 60 150 600 IBiui aGo Tpuui Ha
noGy
=30 - < 60 75 300 IBiui abo Tpuyi Ha
noGy
=15-<30 25-50 150 Pa3 a6o gBiui Ha moOy
<15 25 75 Pa3 Ha mo0y

IomaTkoBa go3a Iicis reMopianidy (Mr)




25 100 OmHOKpaTHa mo3a™

* 3aranpHy O000BYy m03y (Mr/mo0y) Cilif po3MOminuTU Ha AeKibKa MPUioMiB
BiOMOBIOHO MO pexXXuMy OO3yBaHHS, 11100 OTPUMATH A03Y AJIA OOHOKPATHOI'O IIPUNOMY
(Mr/mo3y).

+ IomaTKoBa mo3a - Ile HogaTKoBa OOHOKpPAaTHa Jo03a.

IleyiHKOBa HEOOCTATHICTE.

[ malieHTiB 3 mOopylIIeHHIM (QYHKII1 ITe4iHKy HeoOXiZHOCTI B KOPEKIIil 1031 HEMAaE
(ouB. po3nin «PapMaKOKiHETHKA»).

[TalfieHTH JiTHBOTO BiKY.

I71s1 malieHTiB JIITHHOTO BiKy Yepe3 moripieHHsa QyHKIIl HUPOK MoxkKe OyTu moTpiOHe
3MeHIIIeHHs 003U nperadaniny (ouB. po3min «Ocob6IMBOCTI 3aCTOCYBaHHS»).

itk

Bbe3neka Ta epeKTUBHICTh npemnapaTy Jlipuka npu MOro 3aCTOCYBaHHI AiTSAM (BIiKOM [0
18 pokiB) He BcTaHOBJeHi. [loCTyIIHa Ha Liek Yac iHdopMallisi HaBedeHa B PO3dii
«IToGiuHi peakIlii», a TakoXkK y po3ainax «®apMakoarHaMika» i «PapMaKOKiHETUKA»,
OOHAaK, COUPAIYVCh Ha HUX, HEMOXKJIUBO HaJaTH XKOOHUX PEKOMEHOAalil I0n0
Oo3yBaHHS IIiM KaTeropil malieHTiB.

Ilepemo3yBaHHs

[Ticnss BUXOMy IIpemapaTy Ha PUHOK MOBIiMOMIISIIOCS, 110 HaWYaCTiIIMMU ITOOiYHUMHU
peaxkilisiMu Mpu Iepeao3yBaHHi nperabdasiny OyiIu COHJIMBICTh, CIIJIyTaHICTh
CBigoMOCTi, 30ymKeHHS Ta HeCIOKil. TaKoK HagXOOUIIX IMOBiMOMJIEHHS IPO CYyIOMHU.

Pigko moBIiHOMIISAIIOCS PO BUIIAOKU KOMHU.

JIikyBaHHS ITepeno3yBaHH ITperabaJliHy moJjsira€ y 3arajbHUX HigTPUMYyBaJIbHUX
3axojax Ta 3a nNoTpedu MOzKe BKIII0YaTU remopiani3 (muB. po3gin «Crocid
3aCTOCYBaHHS Ta JO3U», TaOIUIIS).

IToOiuni peakmii

Y kniHiuHi# nmporpami mocnigxkeHHs nmperabasiny #oro oTpuMaly IoHap
8900 maririeHTiB, 3 HUX 5600 - y9aCHUKHU MMOABIMHO CIIiNUX I1ane00-KOHTPOJIbOBaHUX
mociimxeHb. HalluacTimmuMu 3apeecTpoOBaHUMU ITOOIYHUMHU peakilisMu 0yiu



3aIraMoOpoOYeHHs Ta COHNMUBICTh. [106iuHiI peakIiii 3a3Bu4ai Oyiau 1erkoro abo
IIOMIPHOTO CTyIIeHsA. B yCiX KOHTPOJIbOBaHUX OOCIIIAXKEHHAX IIOKa3HUK BiIMIiHU
Impernapary yepe3 nobiuHi peakilil ctaHoBUB 12 % cepeq mallieHTiB, SKi mpuiMaiu
nperabaini, Ta 5 % cepep mallieHTiB, IKi oTpuMyBanu mnnanebo. HavacTrimmmmu
MOOIYHUMM peakllisiMu, IO MPU3BOOUIIN OO0 MPUINHEHHS 3aCTOCYBaHHS IIpemapary
OOCITim»KeHHsI, B rpymi nperabaiiny Oyiu 3aIaMOPOYEHHS Ta COHJIUBICTb.

Huxxuye HaBeneHi Bci moOiuHi peaxiiii, 1110 BUHMKAJIX YacCTillle, Hi2K IPU 3aCTOCYBaHHI
maie6o, Ta 6inbITe HiXK Y OMHOTO MallieHTa; 11l MobOiuHi peakirii mepeniyeHi 3a
CHCTeMaMM OpraHiB Ta 3a 4aCTOTOI0: Ayke JacTo (= 1/10); gyacto (Big = 1/100 go

< 1/10); mHeyacTo (Big = 1/1000 go < 1/100); pigko (Big = 1/10000 go < 1/1000); nyxe
pimko (< 1/10000); yacTtoTa HeBimoMa (He MoxKe OyTHU OIliHeHa Ha OCHOBi HasgBHUX
OaHuX). Y KOXKHiM rpymi 3a 4aCTOTOI0 BUHUKHEHHS 1T00iuHi epeKTu mpeacTaBiIeHo B
MOPSAOKY 3HUXKEHHS CTYIIEeHS 1XHbO1 CEPUO3HOCTI.

3a3HaydeHi N0OiIYHI peakilil TakK0K MOXKYTh OyTHU OB si3aHi 3 mepebiroMm OCHOBHOTO
3axXBOpIOBaHHs Ta (ab0) CyIyTHIM 3aCTOCYBaHHSM iHIIUX JIiIKapChbKUX 3aC00iB.

[Tig yac nmikyBaHHS HEMPOIIaTUYHOTO OOJTI0 IIEHTPaIbHOTO ITOXOAXKEHHS, BUKJIIUKAaHOT O
ypaXXeHHSIM CIIMHHOTO MO3KY, 30isbliryBaniacs 4acToTa NOOiYHUX peakiIliil y 1imomy,
YacToTa ImobiuHux peakiliit 3 60Ky LIHC Ta 0co6/1MBO COHIUBICTD (OUB. PO3Min
«OCcOoOIUBOCTI 3aCTOCYBAHHSI»).

IomaTkoBi 1To0iYHiI peaxiiii, ITPo sIKi TOBiHOMIISIIIOCS ITiCJII BUXOOY IIperapaTy Ha
PHHOK, HaBe[eHi HUK4e 1 MO03Ha4YeHi KypCUBOM.

IrdexIril Ta iHBa3il.

YacTo: Ha3o(apuHTIT.

INopymieHHs: 3 60Ky KPOBi Ta 1iMpaTHYHOL CUCTEMH.

HeyacTo: HEUTpPOLIEHIA.

ITopymieHHS 3 O0KY iMYHHOI CUCTEMH.

Heuacro: 2inepuymaugicmes.
Pigmko: aHeioHespomuuHuill HaAbpPsK, anrepeiuHi peakuii, aHadinakToIigHI peaxirii.

[MopyuieHHs1 0OOMiHY pe4oBHH, MeTaboJIi3My.

YacTo: migBUILIEHHS alleTUTY.

HeuacTo: BTpaTa aneTury, rinoriikeMis.



3 OOKY ICHUXIKH.

YacTo: eripopuyHUM HACTPiX, CIIyTaHICTh CBiHOMOCTI, APaTiBIUBICTh, Je30pi€HTAllis,
0e3COHHs, 3HUXKEHHS J1ibifmo.

HeuacTo: ramionuHaliii, maHiyHi aTaku, HECIIOKiM, 30yOKEeHHS, Jelpecisi, MPUTrHidYeHuu
HacCTpiH, IIigHeCeHU HaCTPiM, azpecisa, 3MiHM HaCTPOIO, AellepCcoHai3allis,
yTPyOHeHuM mobip ci1iB, maTONOriyHi CHOBUOIHHS, MOCHUJIeHHS 1i0imo, aHopra3mis,
amaris.

Pigko: po3rajibMOBYBaHHS.

ITopymieHHS 3 O0KY HEPBOBOI CUCTEMHMU.

Ily>ke 4acTo: 3allaMOpPOYEHHS, COHIUBICTh, TOJIOBHUM Oiflb.

YacTo: aTakcisi, MIOpyIIeHHs KOOpAXHalIlil, TpeMOop, OAU3apTpis, aMHe3is, NOoTipIIeHH
naMm’siTi, IOPYIIEHHS yBary, apecTesis, rinecTtesisi, ceqaTUBHUMN e(DEKT, TOPYIIEeHHS
piBHOBary, jerapridi.

HewgacTo: cuHKONE, CTyOp, MiOKJIOHisSI, Bmpama cgidomocmi, ICUXOMOTOPHA
rinepakTUBHICTD, OUCKiHE3is, IOCTypalbHe 3allaMOPOY€EeHHS, IHTEHIIIMHUN TPEMOP,
HicTarMm, MOpyIlIeHHS KOTHITUBHUX (PYHKIIiM, NOpYWeHHA Ncuxiku, po3agu MOBJIEHHS,
rinopedekcis, rinepecTesis, Bif4yTTs IIeYiHHS, areB3is, 3a2a/1bHe He30YHCAHHA,
amarTisi, HaBKOJIOPOTOBa mapecTe3is, MiOKJIOHYC.

Pigko: cy0omu, mapocwMmis, TinokiHe3iss, gucdaris, rinanresis, 3a1eKHICTb,
MO30YKOBUU CUHIOPOM, CUHIPOM 3y0UacTOro Kojieca, KoMa, menipii, eHlledaromnaris,
eKCTpamipaMigHui CUHOPOM, CUHAPOM ['ieHa - Bappe, BHyTpillIHbOYEepEeITHa
rinnepTeH3is, MaHiaKa/lIbHi peakilil, TapaHOIgHI peakilil, po3/1agu CHY.

IMTopyineHHSA 3 O0KY OpraHiB 30py.

YacTo: HeUiTKICTh 30py, OUIIJIONisA, KOH IOHKTUBIT.

HeuacTo: BTpaTa nepudepuyHOro 30py, IOPYILIEHHS 30Py, HAOPSIK ouel, nedheKTu
I10JI 30pYy, 3HUXKEHHS TOCTPOTU 30pYy, Oisib B 04ax, acTeHomiss, (POTOIICisA, CyXiCTh B
ouax, IIigBUIIleHe CIIbO30BUIINIEHHS, IIOAPa3HeHHa ouel, O1edapuT, MOPyIIEeHHS
aKoMofallili, KpOBOBUJ/IUB B OKO, CBiTII00053Hb, HAOPSK CiTKiBKH.

Pimko: empama 30py, kepamum, OCIIUJIONCisI, 3MiHa 30POBOT'0 CHPUNHATTS TTTUOUHH,
Minpias, cTpabi3M, sSICKpaBiCTh 30pYy, aHi30KOpisi, BUPa3Ku POTiBKU, eK30(hTajlbM,
mapaid O4YHOro M’si3a, ipuT, KePpaTOKOH IOHKTHUBIT, Mi03, HiYHA CIIIIIOTa,
odranbmomnneris, aTpodisi 30poBoro HepPBa, HAOPSK OMCKa 30POBOT0 HEPBA, IITO3,
yBeIT.



IMTopyieHHS 3 OOKY OPraHiB CIYXYy Ta PiBHOBArH.

YacTo: BepTUro.
HeuacrTo: rinepakysis.

IMTopymieHHS 3 OOKY Ceplis.

HeuacTo: Taxikapmisi, aTpioBEeHTPUKYJIIpHa Ol0Kaga IepIIoro CTyIlleHs, CUHyCcOBa
Opagukapmisi, 3acmiliHa cepuesa HedocmamHicmo.

Pigko: nodosoicennsa inmepesaay QT, CHHyCOBa TaxiKapfisi, CHHyYCOBa apUTMis.

[MopymieHHs: 3 60Ky CYOUH.

HeuacTo: apTepiayibHa rinnoTeH3is, apTepiajibHa TillepTeH3is, IPUIJINBY, TillepeMis,
BIQYYTTA XOJIOOY B KiHI[IBKaXx.

IMopyuienHs 3 00Ky OMXaJIbHOL CHCTEMH, OPraHiB IPYAHOIL KJIiTKM Ta CEPEOOCTiHHSI.

YacTo: ¢papuHTOTapUHTeaTbHUN Oilb.

HeuacTo: 3apuiika, HOCOBa KpOBOTeYa, Kalllesib, 3aKJIafeHIiCTh HOCa, PUHIT, XPOIIiHHSI,
CyXiCTBb CTM30BO1 000JIOHKH HOCa.

Pigko: HabpsK se2eHb, CTUCHEHHS B TOPJIi, JIAPUHTOCIIa3M, allHOe, aTeJIeKTas,
OpoHXioJiT, ruKaBKa, (piOpo3 nereHis, Mo3ixaHHS.

IMopymieHHs 3 00Ky IIJIYHKOBO-KHIIIKOBOI'O TPAKTY.

YacTo: GmroBaHHsI, Hydoma, 3amop, diapes, METEOPU3M, 3AYTTS JKUBOTA, CYXiCTb Y
POTi, TaCTPOEHTEPHUT.

Heuacto: racTpoe3odareantHa pedoKCHa XBopo0a, TinmepceKkperisi CIUHY,
rirecTe3iss pOTOBOI ITOPOXKHUHYU, XOJIEIUCTUT, XOJIeJIiTia3, KOJIiT, IIJTYHKOBO-KUIIIKOBA
KpOBOTeda, MeJjieHa, HaOpsK s31Ka, peKTajibHa KpoBOoTeYa.

Pimko: acuuT, maHKpeaTuT, HAbpsAK s3uka, nucdarisi, ahToO3HUMN CTOMATUT, BUPa3Ka
CTpaBOXO[y, IMepiogoHTaIbHUM abclec.

I'emaToOimiapHi MOPYIIIEHHS.

HewacTo: migBumieHnM piBeHb NEeYiHKOBUX (pepMeHTiB*.
Pigko: XOBTSITHUIIA.

IyXe pigKo: IIe4iHKOBa HEeOOCTaTHICTh, TernaTurT.



IMopymieHHs: 3 60Ky MIKipH Ta HigMIKipHOI TKaHWUHH.

YacTo: nposiexkHi.

HeuacTo: manynmbo3He BUCHUIIAHHS, KPOIIUB' THKA, Tiepriagpos, ceepbisc, amonelris,
CyXiCTh HIKipH, eK3eMa, TipCyTHU3M, BUPa3KU IIKipH, BE3UKY10-0yTbO3HUYM BUCHUII.

Pinko: cuHOpom CmiseHca - IIo#cOHCOHA, XOJIOOHUH ITiT, eKchomiaTuBHUM OepMaTuT,
JIIXeHOIMHUYM OepMaTHUT, MeJIaHO03, Po3aau 3 00Ky HIrTiB, meTexiaJlbHUMN BUCHII,
nypiypa, IyCTyIsSpHUU BUCHUII, aTpo(isa MKipu, HEKPO3 IIKIipH, MIKipHI Ta MiAMKipHi
BY3JIUKHU.

ITopyineHHS 3 O0KY OIIOPHO-PYXOBOT'0 aapaTy Ta CIOJIYYHOl TKaHWHU.

YacTo: M’s130Bi cymoMu, apTpanris, 0inb y cruHi, 6i51b y KiHIliBKax, cma3Mu M’ 3iB IIul.
Heuacto: HaOpsK cyrno6iB, Mianris, nocinyBaHHSA M’'s3iB, 0isib y 1K1, CKYTiCTh M’S3iB.
Pigko: pabmomiorris.

IMTopyieHHSA 3 00Ky HUPOK Ta CEUYOBUBIOHUX IIISXIB.

HeuacTo: HeTpuMaHHS cedi, Iu3ypisi, anbOyMiHypisl, reMaTypis, yTBOPEHHS KaMeHiB B
HUPKaxX, HeQpur.

Pigko: HUpKOBa HENOCTATHICTS, OJIITypisd, 3ampuMKa cedi, ToOCTpa HUPKOBa
HeIOOCTaTHICTh, TIIOMePYyJIOHE(PUT, IMieToHeDPUT.

ITopyIlleHHSI CTATEBOl CUCTEMH Ta MOJIOUHHX 3aJI03.

YacTo: epeKTuibHa OJUCHYHKIISA, IMIOTEHITIA.

Heuacto: craTeBa guchyHKIIiS, 3aTPUMKa €SIKYJIAIlil, AuCMeHopes, O0ib y MOJIOYHUX
3as03ax, JeruKopes, MeHoparisi, MeTpoparis.

Pionko: ameHopesi, BUOIJIEHHS 3 MOJIOUHHUX 3a/103, 30iIbIIIEHHS MOJIOYHUX 3aJ103,
2iHekomacmis, 11epBiuT, 6aNaHIT, emiguauMiT.

3araibHi po3jIagy Ta Peakxilil B MiClli BBeJeHHSI.

Yacto: nepudepudyHuii HaOpPsK, HAOPSK, MMOPYIIEHHS XOOH, MadiHHI, BiguyTTsI
CII'IHIHHS, He3BUYalWHi BiTUyTTs, HiOBUIIl€eHa BTOMJIIOBAHICTE.

HeuacTo: reHepanizoBanuit HaOPSK, HAbpsk 06.1u44s, CKYTiCTb Y Tpynsx, Oinmb, xKap,
crpara, 03H00, 3arajbHa CJ1aOKiCcTh, He3OyKaHHs, abciiec, 3analeHHs JKUPOBOl1
TKaHUHHU, peakilil (GOTOYyTIIUBOCTI.



Pigko: rpaHysiboMa, YyMUCHE 3allOMisIHHS IIIKOOY, 3a0UYepeBUHHUN (PiOpO3, IIOK.

JIabopaTOpPHi JOCTiIKEeHHS.

YacTo: 30iIbIIIeHHSa MaCH Tija.

HeuacTo: 30inbuieHHs piBHSA KpeaTuHpoCHOKiHa3u B KPOBi, 30i/IbIIeHHS PiBHSA
TJIIOKO3M B KPOBi, 3MEHIIIEHHS KiTbKOCTi TPOMOOIIUTIB, 30i/bIIIEHHS PiBHS KpPeaTUHIHY
B KPOBi, 3MeHIIIeHHs PiBHSA KaJlil0 B KPOBi, 3MEHILIEHHA MacCHU Tijla.

Pigko: 3MeHIIIeHHS PiBHA JIEUKOLIUTIB Y KPOBI.

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

Y mesikux malli€eHTiB Micas NPUIIMHEHHS KOPOTKOCTPOKOBOI ab0 TpHBasol Teparrii
nperabaliHOM CIIOCTEepIiraaucsa CUMIITOMHU BigMiHu mpemnapaty. [loBimoMsiiocss mpo
TakKi peakiiii: 6e3COHHSI, TOIOBHUM Oiflb, HyAOTa, TPUBOXKHICTD, Hiapesi, TPUIIONONiOHU]
CUHIIPOM, CyIOMH, HEPBO3HICTh, Aempecis, Oinb, rinmeprimpo3 i 3arraMopoYeHHsI, sIKi
BKa3yIOTh Ha (Pi3WUHy 3a/leXKHicTh. LI10 iHdopMallio CiIif IIOBiJOMUTH IIAlliEHTYy Hepeq
IIOYaTKOM Teparril.

IaHi mopo BigMiHu nperaba’tiHy miciiss TpUBaJIOro 3aCTOCYyBaHHS BKa3yIOTh Ha Te, 110
YacToTa BUHUKHEHHS Ta CTYMIiHb TIXKOCTI CUMIITOMIB BiIlMiHM MOXKYTb OyTU
00303aJIe’XHUMH.

Himu. ITpodink 6e3neku mnperabdaniHy, BCTAHOBIEHUM Y XOMi YOTUPHOX OOCIiIKEHb,
IIPOBeNEeHUX 3a Y4YacCTIO IleJiaTpUYHUX [Malll€HTIiB 3 mapliaJbHUMU CYOOMHUMU
HamagaMH 3 BTOPMHHOIO reHepasisalliero abo 6e3 Hel (12-TuxXKHeBe OOCIiIKeHHs
e(eKTUBHOCTI Ta 6e3MeKHU y MalliEHTIB BikoM Bif 4 mo 16 pokiB, n=295; 14-neHHe
OOCITim»XKeHHsT e(peKTUBHOCTI ¥ 6e3meKHu y HmalliEeHTiB BikoM Bif 1 MicsIlis mo MeHIe

4 pokiB, n=175; mocraimxeHHs PapMaKOKiHETUKHU Ta IIEPEHOCUMOCTI ITpenaparTy, n=65
Ta BiIKpHUTe OoCiimxXeHHs 6e3meKu TpuBaiicTio 1 pik, n=54), 0yB momioHui 0o
npo@dinio, IKNUM CIIOCTEPIraBCs B OOCTIAXKEHHAX Y HOPOCIUX MAIli€HTIB 3 eIiJIEeICi€0.
Hau6inbIll mommpeHuMHU MOOIiYHUMY SIBUILIAMHU, 110 CIIOCTEPiraauch y 12-TuXKHeBOMY
OOCITimzKeHHi Teparil mperabaninoM, OyIu COHIUBICTH, MipEKCis, iH(pEKIIil BepxXHiX
OUXAJIbHUX HMIISXIiB, MigBUINEHHS alleTUTY, 301IbIIIeHHS MacH Tijlla Ta Ha30(hapUHTIT.
Ha6inbIi mommupeHUMY TOOIYHMMHU SIBUIIIAMHU, 1110 CIIOCTEpPiraauch y 14-neHHomy
OOCIim»KeHHi Tepamil mperabdaninoM, OyIu COHNIUBICTE, iH(PEKIIil BepXHiX guxalbHUX
IIISIXiB i mipekcis (quB. po3minu «Crocib 3acToCyBaHHS Ta O0O3U»,
«®apmakonrHaMika» Ta «PapMaKOKiHETUKA»).

ITogidomaeHHsA npo nido3prosaHi nobiuHi peakuii. [ToBigoMIIEHHS IIPO Mim0O3pIOBaHi
nmo6iyHi peakiii micnsa peecTpaliil TikapcbKoro 3aco0y € BaxXauBuM. Lle mae 3mory



3miticHIOBaTH Oe3MepePBHUN MOHITOPUHT CHiBBiHHONIIEHHS KOPUCTI Ta PU3UKY IIPU
3aCTOCYBaHHI TiKapChKOT0 3aco0y.

TepMiH NpHIAaTHOCTI
3 POKH.
VYMoBM 30epiranHs

He noTpebye cnenianbHuX YMOB 30epiraHis. 30epiratu B HeOJOCTYITHOMY [OJIsI miTew
MicCIii.

VYnakoBka
ITo 14 xancyn y 6mictepi, mo 1 6iicTepy B KapTOHHiM KOPOOIIi.

Karteropis Biognycky

3a penenTomMm.
BupoOHUK

INpaiizep Menwdekuypunr Honunenn 'M6X/Pfizer Manufacturing Deutschland
GmbH.

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOro ajJpeca MiCIisi IpoOBaaKeHHsI
OistIbHOCTI

BetpidmrerTe ®paiibypr, MycBanbgasnsb 1, 79090 ®paitbypr, HimeuunHa/
Betriebsstatte Freiburg, Mooswaldallee 1, 79090 Freiburg, Germany.

[Ixepeso iHCTPYyKIIil

[HCTPYKIIifo TiKapCchKOro 3aco0y B35ATO 3 odiIlifHOro gxkepena — JlepKaBHOIO PEECTPY

JIiKapchKuX 3ac00iB YKpaiHu.
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