WHCTPYKUMA N0 MeAMLMHCKOMY MPUMEHEHUIO 1IEKAPCTBEHHOTO CPeACTBa
IHCTPYKLIA

ONA MegUYHOro 3aCcTOCYBaHHA NiKapCcbKoro 3acoby

MNPErANIOH

(PREGALON)

Cknao:

dito4a peyosuHa: nperabaniy;

1 kancyna mictutb 75 mr, 150 mr abo 300 mr nperabaniny;

O0MOMIMCHI peYOoB8UHU: NAKTO3M MOHOTIAPAT, KPOXMaJ/lb KYKYPYA3SHUM, Ta/lbK;

060/10HKa Kancyau ana 75 mr: xenatuH, Tutany giokeuna (E 171), 3anisa okcua yepsonuii (E 172), 3anisa
oKcua, oBTui (E 172), 3anisa okeug YopHuii (E 172);

obon0HKa Kancyau ana 150 mr: skenatuH, TuTaHy aiokeng, (E 171), »kosTuit 3axig, (E 110);
obonoHKa Kancynu ana 300 mr: }kenatuH, TuTaHy aiokeng, (E 171).

Nikapcbka popma. Kancynu.

OCHOBHI ghi3uKo-ximiyHi Baacmusocmi:

TBEPAi XKeNaTUHOBI Kancyan umniHgpuyHoi Gopmm 3 Henpo3opum Kopnycom 6inoro Kosbopy Ta
HENPO30POI0 KPULLEYKOD KOPUUYHEBOTO KONbOPY (410 A03YBaHHA 75 mMr) abo HEMPO30POH KPULLEYKOID
OpPaHXEeBOro Koabopy (418 Ao3yBaHHA 150 mr), abo Henpo30poto KpuLeykoto binoro Konbopy (ana
Ao03yBaHHA 300 mr), AKi 3aN0BHEHI NOpoLKOM 6inoro abo maike 6inoro Konbopy.

dapmaKoTepanesTuyHa rpyna. MNpotueninenTuyHi 3acobu,iHLWi NpoTHeninenTUyHi 3acobu.
Kog ATX NO3A X16.

dapmakosnoziyHi enacmusocmi.

dapmaroouHamika.

[ioya peyoBuHa — nperabarniH, WO € aHaIOroM ramma-amiHoMacAaHoi Kucnotu [(S)-3-(amiHomeTnn)-5-
MeTU/reKcaHoBa Kncnoral.

MexaHi3m aii

MperabaniH 3B’A3y€eTbCA 3 AONOMIiKHOW cyboamHuueto (a2—d 6in10K) NoTeHLUian3anexHUX KanbLieBumx
KaHaniB y LeHTpanbHin HepsoBgili cuctemi (LLHC).

KniHiyHa epeKTMBHICTb | 6e3aneka
Heliponamuyruli 6ine

Mig yac gocnigxeHb 6yno NpoaeMoHCTPOBaHO ePEKTUBHICTL NpenapaTy AAA NiKyBaHHA AiabeTuyHoi
HelponarTii, NoCTrepneTUYHOT HEBPAATii Ta ypaXKeHHA CMMHHOro MO3Ky. EpeKkTUBHICTL Npenapaty npu
iHWWX BUAAX HelponaTUYHOro 6010 He BUBYaM.

MperabaniH BuBYann y npoueci 10 KOHTPONAbOBAHUX KNIHIYHUX AOCAIAMKEHb TPUBANICTIO A0 13 TUKHIB 3
peXMMom A03yBaHHA NpenapaTy 2 pa3un Ha Aoby Ta B NpoLeci AoCNigKeHb TPMBANICTIO 40 8 TUXKHIB 3



penmom go3yBaHHA 3 pa3u Ha Aoby. 3arasnom npoodini 6esnekn i ebeKTUBHOCTI ANA PEXRUMIB
[03yBaHHA 2 i 3 pasu Ha goby 6yaun nogibHMMM.

Y npoueci KNiHiYHMX AocnigxKeHb TPMBAICTIO A0 12 TUXKHIB, Y AKUX NliIKapCbKMiA 3acib 3acTocoByBanu Ana
NiKyBaHHA HeNMponaTUYHoro 600, ameHWweHHA 60t0 neprudeprMUHOro Ta LEeHTPAIbHOrO NOXOAMKEHHSA
cnocrtepiranocs nicna NepLIoro TUXKHA Ta 36epiranoca NPOTArOM yCbOro nepioAy NiKyBaHHA.

Y npoueci KOHTPOIbOBaHMX KAIHIYHUX AOCNigKEHb 3 BUBYEHHSA NepudepuyHOro HeiponaTuiHoro 60t
y 35 % naujieHTiB, AKi 3acTocoByBanu nperabaniH, Ta y 18 % nauieHTiB, AKi oTpuMyBanun nnauebo,
cnocTepiranoca nokpataHHa Ha 50 % 3a WKano ouiHKkKu 6onto. Cepea NauieHTIB, Y AKMX HE BUHUKaNa
COHAUBICTb, TaKe NOKpPaLLLaHHA cnocTepiranocs y 33 % nauieHTiB, AKi 3acTocoByBanu nperabaniH, Tay 18
% nauieHTiB i3 rpynu nnauebo. Cepen NaUieHTIB, Y AKMX BUHUKANA COHIMBICTb, YacTKa NaLEHTIB, AKi
BiAMNOBI/NIM Ha Tepanito, cTaHoBWNA 48 % y rpyni nperabaniHy Ta 16 % y rpyni nnayebo.

Y npoueci KOHTPObOBAHOIO K/iHIYHOIO AOCAIAKEHHA 3 BUBYEHHA HeMponaTu4Horo 6oto
LEHTPANbHOIO NOXOAKEHHA Y 22 % NaLieHTIB, AKi 3acTocoByBanuM nperabaniH, Tay 7 % nauieHTis, Aki
oTpumyBaan nnauebo, cnoctepirasoca nokpalaHHa Ha 50 % 3a WKanoto ouiHKK boJto.

Eninencis

JopaTtkoBe nikyBaHHA. MperabaniH BUBYaAN y NPOLLECI 3 KOHTPOIbOBAHUX KJiHIYHUX AOCiAKEHD
TpuBanicTio 12 TUKHIB 3 pekMMom 03yBaHHA 2 abo 3 pasu Ha Aoby. 3arasom npodini 6esnekun i
edeKTUBHOCTI AN PeXXMMIB A03yBaHHA 2 i 3 pa3u Ha Aoby 6yamn nogibHUmMmu.

3MEHLUEHHSA YacTOTM CYAOMHMX HaMaziB COCTEPirasoca BXKe Ha MepLIoMy TUXKHI.

Oitn. EbeKTUBHIiCTb Ta 6e3neKa 3acTocyBaHHA NperabaniHy sK AonomixKHOro 3acoby npwu eninencii ans
Aiten Bikom o 12 pokis Ta A4nA NigniTkie He BCTaHOB/eHi. Mob6iyHi peaKuii, Wo cnocTepiraavca B
[O0CNiaXKeHHi 3 BUBYEHHS GapMAKOKIHETUKM Ta NePEHOCUMOCTI, 40 SAKOTO By BKAKOYEHI NALEHTU BiKOM
Bia 3 micauis go 16 pokis (N=65) 3 napuiaIbHUMKN CYAOMHUMK Hanagamum, bynum noAaibHi Ao nobivyHMX
peakuilt y gopocnaux. Pesynbtat 12-TMKHEBOTO NAaLeb0-KOHTPOAbOBAHOMO AOCNIAMKEHHSA 33 YYaCTHo
295 piTtel Bikom Big 4 f0 16 pokis Ta 14-aeHHOro nnauebo-KOHTPOAbOBAHOMO AOC/IAMKEHHA 33 YYacTHo
175 piteit Bikom Big, 1 micaAus Ao 4 pokis, meTolo AKMX Byna ouiHKa edbeKTUBHOCTI Ta 6e3neku
nperabaniHy K 4O04aTKOBOI Tepanii NapLiaibHUX CYyA0OMHUX Hana4is, Ta BIiAKPUTOro AOCAIAKEHHA 3
BMBYEHHA 6e3neku TpmBanicTio 1 piK 3a yyacTio 54 giteli Bikom Big 3 micauis Ao 16 pokis 3 eninencieto
BKa3yloTb Ha Te, WO TakKi NobiuHi peaKLil, AK nipekcin Ta iHbeKUil BepXHiX AMXaNbHUX WANAXIB, ¥ AiTel
crnocTepiraloTbcA YacTile, HiXK y L0POCANX NaLLEHTIB 3 eninencieto (ans. po3ainn «PapmaKoKiHETUKAY,
«Cnocib 3acTocyBaHHsA Ta A03M» Ta «[obiYHi peaKLii»).

Y 12-TukHeBOMY NaaLebo-KoOHTPObOBAHOMY A0CNIAMKEHHI A4iTAM (Bikom Big, 4 A0 16 poKiB) NpusHayanm
nperabanid no 2,5 mr/kr/noby (makcumym 150 mr/ao6y), nperabanid no 10 mr/Kkr/poby
(makcumym 600 mr/go6y) abo nnauebo. MprMHaMHi 3MeHLWeHHA Ha 50 % napuiasibHUX CYA0MHUX
Hanagis, NOPIBHAHO 3 BUXiAHUM piBHEM, cnocTepiranoca y 40,6 % nauieHTiB, AKi oTpmyBanu nperabani
y A03i 10 mr/Kr Ha goby (p=0,0068 nopieHAHO 3 naaueb6o), y 29,1 % nauieHTis, AKi oTpMMyBanu
nperabanid y gosi 2,5 mr/kr/0o6y (p=0,2600 nopisHAHO 3 niauebo) Tay 22,6 % TUX, XTO OTPUMYBaB
nnauebo.

Y 14-peHHOMY NNaueb0o-KOHTPONbOBaHOMY AOCANIAMKEHHI A4iTam (Bikom Big 1 micaua Ao 4 pokis)
npusHadanum nperabanin 7 mr/kr/aoby, nperabanin 14 mr/kr/noby abo nnauebo. MegiaHHa ao6osa
4YacToTa CyAOM Ha BUXIAHOMY PiBHI Ta Ha 3aK/IIOYHOMY Bi3UTI CKnagana signosiaHo 4,7 i 3,8 ana
nperabaniyy B A03i 7 mr/kr/aoby, 5,4 ta 1,4 ans nperabaniny 8 203i 14 mr/kr/noby 1a 2,9 2,3 ans
nnaue6o. MNperabanid y Ao3i 14 mr/kr/ 006y 3HaYHO 3MeHLLYBaB I0rapnPmivHO NepeTBopeHy YactoTty
napuianbHMX CyAOMHMX Hanagais nopisHAHO 3 naauebo (p=0,0223); nperabaniH y Ao3i 7 mr/kr/noby He
NpPoAEMOHCTPYBAB MNOKPaLLEHHs NopiBHAHO 3 naauebo.



MoHoTepanis (y nayienHTiB 3 yneple AiarHOCTOBaHMM 3aXBOPOBaHHAM). MperabaniH BUBYanu y npoueci
O4HOro KOHTPO/IbOBAHOTO K/iHIYHOrO A0CANIAXKEHHA TPUBANICTIO 56 TUKHIB 3 peXMMOM A03yBaHHA 2
pa3u Ha aoby. Mpwu 3acTocyBaHHi nperabaniHy 6yn0 AOCATHYTO HE MeHLWOT epeKTUBHOCTI NOPIBHAHO i3
3aCTOCYBaAHHAM JTAMOTPUANKUHY, 3riAHO 3 OLIHKO Yepe3 6 MicALiB KiHLEBOI TOYKM — BiACYTHOCTI
CyAOMHMX Hanaais. MperabaniH i namoTpuaxKunH 6yamn ogHakoso b6e3neyHumm Ta 4obpe nepeHocuamca.

leHepanizosaHuli mpusoxcHuli po3nad

MperabaniH BUBYANKN Yy NPOLLECI LUECTU KOHTPOIbOBAHUX AOCNIAKEHb TPMBANICTIO 4—6 TUMKHIB, OAHOrO
OOCNIAMEHHA TPUBAICTIO 8 TUXKHIB 32 YYACTIO MALLIEHTIB NITHLOTO BiKy Ta O4HOrO TPMBANOIO
AOCNigXKeHHA 3 BUBYEHHA NPOdINAKTUKM peumansy 3 NoaBiliHOO cninoto ¢pasoto npodinakTnkm
peunausy TpMBanicTio 6 micALis.

3MeHLWeEeHHA CMMNTOMIB reHepani3oBaHOro TPMBOXKHOMO PO3/1aay BignoBiAHO A0 WKanu [aminbToHa gna
OUiHKM TpuBorKHOCTI (HAM-A) cnoctepiranocs BxKe Ha TUXKHI 1.

Y npoueci KOHTPOIbOBaHMX KAIHIYHUX AoCNiaKeHb (TpMBanicTio 4—8 TUKHIB) y 52 % naLieHTIB, AKi
3acTtocoByBanu nperabaniH, Tay 38 % naujieHTis i3 rpynu naauebo cnoctepiranoca NOKpallaHHA He
MeHLLe HiX Ha 50 % 3a 3ara/bHO0 KifbKicTio 6aniB 3a WKanoto HAM-A Big, BuxigHoro piBHA A0 KiHLeBOI
TOYKMW.

i Yac KOHTPONbOBAHUX AOCNIAMKEHD HEYITKICTb 30pYy YacCTile cnocTepiranaca y NawieHTis, AKi
3acTocoByBanu nperabaiH, HiXK y NaLUIEHTIB, AKi oTpMmyBanun naauebo. Y 6isnbliocTi BUNaaKis Ue ABulle
3HMKaNOo NPU NPOAOBKeHHI Tepanii. OdpTanbmMonoriyHe ob6cTexKeHHn (BKIOYatoum nepeBsipKy rocTpoTm
30py, bopmanbHy nepeBipKy NoaA 30py Ta AOCAIAKEHHA OYHOTO AHA NPWU PO3LUMPEHIN 3iHMLI) Y pamKax
KOHTPOJIbOBAHMX KNiHIYHMX A0CNiAXKEeHb BUKOHYBasnoca y noHaa 3600 nauieHTis. Cepen, uMX NaLiEHTIB
rocTpoTa 30py noripwunaca y 6,5 % nauientis y rpyni nperabanidy Ta y 4,8 % naujieHtis y rpyni nnayebo.
3miHK nons 3opy BuABNeHO y 12,4 % naujieHTiB, AKi 3acTocoByBanu nperabanid, Tay 11,7 % naujieHTis i3
rpynu nnauebo. 3MiHM Ha O4HOMY AHi BUsABAeEHi y 1,7 % navieHTiB, AKi oTpumyBanu nperabaniH, Tay

2,1 % nauieHTiB y rpyni naauebo.

dibpomianeia

EdeKTMBHicTb NperabaniHy 6yna BctaHoBNAeHa y ogHOMY 14-TUXKHEBOMY noaginHoMy ciinomy naauebo-
KOHTPO/IbOBAaHOMY MY/IbTULLEHTPOBOMY AoCniaKeHHi (F1) Ta B o4HOMY 6-TUKHEBOMY PaHLOMI30BAHOMY
aocnigxkeHHi Biaminu (F2). o umMx gocnigxeHb 3a1y4anumca NawieHTy 3 giarHosom «oibpomianria» Ha
OCHOBI KpuTepiiB AMepUKaHCbKOro KoaeasKy peBmatosorii (nownpeHuii 6inb npotarom 3 micauis B
aHamHe3si Ta 6inb, HaaBHM B 11 um Binblue 3 18 cneundiyHMx 60N1bOBUX TOYOK). [oCniAKeEHHN
NPOAEMOHCTPYBAM 3HUMKEHHA 6OtO 33 Bi3yasIbHO aHANOrOBOHO LWKANOL0. MoKpalLeHHA A40AaTKOBO
6yn0 NPOAEMOHCTPOBAHO 33 3ara/ibHOO OLiHKOK MALLiEHTA Ta 3@ ONUTYBAHHAM LLOAO BNAUBY
dibpomianrii.

Oitn. Byno nposeaeHe nnaueb0o-KOHTPObOBAHE AOCNIAKEHHS TPMUBAICTIO 15 TUXKHIB 3a ydyacTio 107
Aiten Bikom 12-17 pokis 3 ¢pibpomianrieto, AKi 3actocoByBanu nperabaniH y aosi 75-450 mr Ha aoby. 3a
pe3ynbTaTamm OLHKM NepBUHHOT KiHL,EBOT TOYKM ePpeKTUBHOCTI (3MiHa 3aranbHoT iIHTEHCMBHOCTI 60110
BiJ, 6a30BOro piBHA A0 TUXKHA 15; po3paxoBaHO 3a Aonomoroto 11-6anbHOT WKaAu oLiHOBaHHA) 6yo
NPOoAEMOHCTPOBAHO YMcebHO Binblie NOKPALLEHHA CTaHY NALLIEHTIB, AKI 3acTOCOBYBaNM nperabaniH,
NOPIBHAHO 3 NaLiEHTaMW, AKi Nnpuiimanu nnauebo, ane ue NoKPaLLeHHA He AOCAFN0 CTAaTUCTUYHOI
3HauywocTi. HalyacTilummm nobivHMMM peaKLiamm, SKi cnocTepiranncs y KAiHIYHWX AocniaKeHHAX, byaun
3aMaMopOY€eHHSA, HYA0Ta, FOJIOBHWUI 6inb, 36iNbLIEHHA MAcK Tila Ta CTOM/IFOBAHICTb. 3aranbHUi Npodinb
6e3nekn y nignitkis 6y nogibHMM A0 TaKoro y Aopocaux i3 pibpomianrieto.

dapmaKoKiHemukKa.



dPapmaKOKiHETUYHI NOKa3HMKK NperabaniHy B piBHOBaXXHOMY CTaHi 6yan nogibHUMK y 30,0p0BUX
[06p0BO/bLIB, NALLEHTIB 3 eNinencieto, AKi NPUMManM NPOTUENiNENTUYHI NpenapaTu, Ta y NaLieHTIB i3
XPOHiIYHUM Bonem.

Abcopbuis

MperabaniH WBWAKO BCMOKTYETLCA NPU NPUIAOMI HaTLLE | AOCATAE MAKCMMaNbHOI KOHLEHTpaLii y naa3mi
Kposi (Cmax) npotarom 1 rogunHu nicna ogHopa3oBoro abo 6araTopasoBoro 3actocyBaHHA. Po3paxoBaHa
6iogocTynHicTb NperabaniHy Npu NnepopasbHOMY 3aCTOCYBaHHI CTaHOBUTbL = 90 % i He 3a/1eXuUTb Big,
no3u. Mpu 6araTopazoBoMy 3aCTOCYBaHHI PiBHOBaXHMMN CTaH AOCAraeTbca Yepes 24—48 roanH.
LBMAKICTb BCMOKTYBaHHA nperabaniHy 3HUKYETbCA NPU 0AHOYACHOMY MPUNOMI 3 T3Kelo, Lo NPM3BOAUTL
00 3MeHLWeHHss Cmax nprban3Ho Ha 25—30 % i NoA0BXKEeHHA Yacy AOCATHEHHA MAaKCMManbHOI
KOHUeHTpaLil (tmax) npubansHo Ao 2,5 roanHu. OaHak npuitom nperabaniHy oIHOYACHO 3 iXKek He MaB
KNiHIYHO 3HaYyLL,0ro BNAMBY Ha CTynNiHb Moro abcopbuii.

Po3snogain

Y npoueci AoKNIHIYHUX JocnigKeHb 6y10 NoKasaHo, Wo nperabaniH NPOHMKAE Kpisb
rematoeHuedaniyHnin 6ap’ep y muwen, wypis i maBn. byno BCTaHOBAEHO, WO NperabaniH NpoHUKae
Kpi3b MJIaUEHTy Yy LypPiB i BUAINAETLCA Y MOJIOKO LLYPiB Yy nepiog naktauii. Y ntloguHun o6’em posnoginy
nperabaniHy nicaa nepopasbHOro 3aCToCyBaHHA CTaHOBUTL NpubamsHo 0,56 n/kr. MperabaniH He
3B’A3y€eTbCA 3 BiAKAMM NNA3MK KPOBI.

MeTtabonism

Y nognHu nperabanid 3a3Hae He3Ha4YHoro metabonismy. lNicna BBeAEHHS 403U MiYEHOTO
pafioaKTMBHOO MiTKO nperabaniHy npnbansHo 98 % paaioakTMBHOI PeYOBUHW BUBOAMIOCA 3i ceyero y
BUrNAALI He3amiHeHoro nperabaniHy. Yactka N-meTnnboBaHOT noxigHoi nperabaniHy — 0CHOBHOroO
meTaboniTy npenaparty, WO BU3HA4aBcA y cedi, — ctaHoBuAa 0,9 % Big BBeaeHoi fo3u. Mig yac
OOKNIHIYHMX gocnigKeHb He BiabyBanoca paLemisau,ii S-eHaHTiomepa nperabaniHy B R-eHaHTiomep.

BuseaeHHA

MperabaniH BUBOAUTLCA 3i CUCTEMHOIO KPOBOTOKY B HE3MIHEHOMY BUI AL, NEPEBAXKHO HUPKAMMU.
CepepHiit nepiog HaniBBMBEeAEHHA NperabaniHy cTaHOBUTb 6,3 roaANHU. M1a3MOBUI Ta HUPKOBUIA

KnipeHc nperabaniHy NpsmMo NPoNopLiiHi KnipeHcy KpeaTuHiHy (amB. po3ain «dapmaKokiHeTUKa.

HupkoBa HefOCTATHICTLY).

MauieHTam i3 nopylweHHAMM GYHKLIT HUPOK abo naLieHTam Ha remogianisi HeobxigHa Kopekuia 403K
npenaparty (ams. po3ain «Cnocib 3actocyBaHHA Ta A03U», Tabanus 1).
NiHiNHIcTb/HeNiHiNHICTb

dapmakoKiHeTnKa nperabaniHy € NiHiHO A1A BCbOro PEKOMEHA0BAHOIO Aiana3oHy A03.
BapiabenbHicTb papmaKoKiHETUKM NperabaniHy cepes, NaLieHTiB € HU3bKOLO (<20 %). DapmaKoKiHeTMKa
npw 6araTopasoBOMYy 3aCTOCYBaHHI € NepeadayyBaHOO Ha NiACTaBi AaHMX, OTPUMAHMX NPWU 3aCTOCYBaHHI
O/ZiHOPa30BOi A4,03M NiKapCbKOoro 3acoby. TakMm YNHOM, Hemae NoTpebu B NN1AHOBOMY KOHTPOI
KOHLeHTpaLii nperabaniHy B ni1a3mi KpPoBi.

Cratb

Pe3ynbTath KNiHIYHMX JOCNiAXKEeHb CBiAYaTb NPO BiACYTHICTb KAIHIYHO 3HAYYLLOro BNAMBY CTaTi Ha
KOHUeHTpaUito nperabaniHy B Ni1a3mi Kposi.

HupKoBa HefOCTaTHICTb



KnipeHc nperabaniHy npsmo nponopu,iinHuii KnipeHcy KpeaTuHiHy. Kpim uboro, nperabaniH epekTMBHO
BMAANAETLCA 3 N1a3MU KPOBi 32 JONOMOroH remogianisy (nicna 4 roanH remoaianisy KoHUeHTpalis
nperabaniHy B N1asmi KpoBi 3MeHLLYeTbCA NPUBM3HO Ha 50 %). OcKinbKK npenapaTt BUBOAUTLCA B
OCHOBHOMY HMpPKamM, NauieHTam 3 HUPKOBOK HEeAOCTaTHICTIO HeObXiAHO 3MeHLLYBATK 403y nNpenaparty,
a nicns remogianisy 3acTocoByBaTH A04ATKOBY [,03Y (AMB. po3ain «Cnocib 3acTocyBaHHA Ta J03UY,
Tabnmua 1).

MeyiHKOBa HEAOCTATHICTb

CneuianbHnX GpapMaKoKiHETUYHNX AOC/IAMKEHDb Y NALLIEHTIB 3 NEYiHKOBOK HEeAO0CTATHICTIO He
nposogunoca. Ockinbku nperabanid He 3a3Ha€e 3HAa4YHOro meTaboni3my Ta BUBOAUTLCA 3i ceyero
nepeBaKHO B HE3MIHEHOMY BUIAA4j, TO MaNOAMOBIPHO, WO6 NnopyweHHA GyHKLIT NediHK1n mano
3HaYyLWMI BNIMB Ha KOHLEHTpaLto nperabaniHy B nnasmi Kposi.

Litn

dapmaKoKiHeTUKyY nNperabaniHy ouiHOBanu y Aiten 3 eninencieto (Bikosi rpynu: Big 1 Ao 23 micauis, Big 2
[0 6 pokis, Big 7 go 11 pokis i Big 12 go 16 pokKis) npu 3actocyBaHHi 403 2,5 mr/kr/poby, 5 mr/kr/aoby,
10 mr/kr/po6y Ta 15 mr/kr/aoby B Nnpoueci A0CNiAMKEHHA 3 BUBYEHHA PpapMaKOKIHETUKM Ta
NepeHOCMMOCTi.

Micna nepopanbHOro 3acTocyBaHHA nperabaniHy AiTam HaTwe tmax 6yB y LifloMmy aHaNoriYHUM y BCixX
BiKOBMX rpynax i ctraHosuBs Big 0,5 rogmMHu Ao 2 rognH nicna npuiiomy.

3HayeHHa Cmax i oL Nig KPMBOO 3a/1eXKHOCTI KoHUeHTpau,ii Big yacy (AUC) nperabaniHy 3pocTtanu
NiHINHO 3i 36iNblIEHHAM 0,031 B KOXKHIM BiKOBIM rpyni. Y gitelt 3 macoto Tina fo 30 Kr 3HavyeHHA AUC 6ynu
HUKYMMM Ha 30 %, Wwo obymoBaeHo 36inblueHHAM Ha 43 % KnipeHcy, CKOPUroBaHOIo 3a Macoo TiNa, y
LMX MaLEHTIB NOPIBHAHO 3 NauieHTammM 3 macoto Tina = 30 Kr.

KiHueBuit nepiog HaniBBMBeAeHHA NperabaniHy CTaHOBUB Y cepeHbOMY NPUBAN3HO 3—4 rogmHN Yy
Aitel Bikom oo 6 pokiB Ta 4—6 roguH y Aitei Bikom Big, 7 pokis.

Y npoueci nonynauinHoro ¢apmaKkoKiHETUYHOro aHanisy 6y/n10 NOKa3aHo, WO KAipeHC KpeaTuHiHy byB
3HAYYLLOO KOBapiaTol A5 KAipeHcy nepopasibHoro nperabaniny, a maca Tina 6yna sHavyLLO0
KoBapiaTolo s yasHoro o6’emy posnoginy nepopanbHoro nperabanidy, i wel 38’a30k 6yB aHaN0rYHUM
y AiTel i [opOoCAMX NaLieHTiB.

dapmaKoKiHeTMKy nNperabaniHy y nauieHTiB Bikom 40 3 micaliB He BMBYaAM (gMB. po3ainu
«®apmakoamHamika», «Crnocib 3actocyBaHHA Ta fo3un» Ta «MobiyHi peaku,ii»).

MaLieHTN NITHLOrO BiKY

KnipeHc nperabaniHy mae TeHAEHL,i0 40 3MEHLLEHHS 3 BiIkOM. Take 3MeHLIEeHHA KaipeHcy nperabaniHy
npw A0ro 3acTocyBaHHI NepPopasbHO Y3roAKyETbCA 3i SMEHLLUEHHAM KNiPEHCY KPeaTUHiHY, NOB’A3aHUM 3i
36inbweHHAM BiKy. MauieHTaM i3 nopyweHHAMM YHKLiT HUPOK, NOB'A3aHMM i3 BiIkOM, MOXKe
noTpebyBaTUCA 3MEHLLIEHHS 03U NperabaniHy (ans. po3gin «Cnocib 3acTocyBaHHA Ta 403UY,

Tabauus 1).

Mepiog rogysaHHA rpyaato

dapmaKoKiHeTUKy nperabaniHy npu Moro 3acTocyBaHHi y 403i 150 mr KokHi 12 roauH (aobosa o3a

300 mr) ouiHtoBanm y 10 XiHOK, AKi rogyBanu rpyaato, WoHalimeHlule Yepes 12 TUKHIB nicnsa nonoris.
loayBaHHA rpyanto He BNAMBAAO abo Mano HE3HAYHWMI BNAIMB HA GapPMAKOKIHETUKY nperabaniHy.
MperabaniH noTpanase y rpyAHe MOAIOKO, MPU LLbOMY MOro cepeaHi KOHUEHTpaL,i B piBHOBaXKHOMY CTaHi
CTaHOBUAM NpMBAN3HO 76 % Bif, KOHLEHTPAL,iN y nna3mi Kposi maTepi. Po3paxoBaHa f03a, AKY OTPUMYE
HEMOB/IA 3 FPYAHNM MOJIOKOM (Mpu cepeHbOMY CMoKMBaHHI mosioka 150 ma/Kkr/ooby) Big sKiHKK, AKa



npuiimac nperabanid y Ao3i 300 mr/goby abo y makcumanbHii gosi 600 mr/ao6y, ctaHosuTb 0,31 abo
0,62 mr/kr/poby BignosigHo. Lli po3paxoBaHi 403u cTaHOBAATL NpMban3HO 7 % Bia 3aranbHOT 4060B0i
0031 Yy MmaTepi B nepepaxyBaHHi HA Minirpam Ha Kinorpam.

KniHiyHi xapakTepucTukm.
lMoka3saHHA.
Heliponamuyruli 6ine

Mpenapart MNperasoH NOKasaHWl ANA NiKyBaHHA HelponaTuyHoro 6osto nepudepuyHoro abo
LEHTPaNbHOIO NOXOAMEHHSA Y IOPOCIMX.

Eninencia

Mpenapat MNperasoH NoKasaHWii AOPOCAUM K AO0AATKOBE JIiKyBaHHS NPUY Napuia/ibHUX CYAO0MHUX
Hanagax i3 BTOPMHHOLO reHepanisauicto abo 6e3 Hei.

leHepanizosaHuli mpueoxcHuli po3nad

Mpenapart MNperanoH NoKasaHWit gaa NikyBaHHA reHepani3oBaHOro TPMBOMXKHOIO pPo3naay y AOPOC/MX.
dibpomianais.

lTpomunoKkasaHHA.

Finep4yyTAuBICTb A0 Aito4oi peyoBnHM abo A0 ByAb-AKOI 3 AONOMIXKHUX PEYOBUH, NEPENiYEeHUX Y po3 i
«Cknagy».

B3aemodia 3 iHwumMu nikapcoKumu 3acobamu ma iHwi eudu e3aemodilii.

OckKinbKku nperabaniH eKCKPeTYETbCA NepeBaXKHO B HE3MIHEHOMY BUTIAAI 3i ceveto, 3a3HAE HE3HAYHOTO
MeTaboniamy B opraHismi ntogmHm (< 2 % [03u BUAINAETLCA 3i cedeto y popmi meTaboniTi), He iHribye
meTaboni3am iHWKX Npenaparis in vitro i He 3B’A3y€eTbcA 3 HiIKaMK N1a3MK KPOBI, TO MaNIOMMOBIPHO, LLLO
nperabaniH MoKe cnpUYMHATU hapMaKOKiIHETUYHY B3aeEMogito abo 6yTn 06’eKToM TaKoi B3aemog;i.

LocnidxcerHa in vivo ma nonynayitiHuli papmakokiHemu4Hul aHani3

TaKMM UMHOM, Y AOCAIAXKEHHSAX in ViVO He cnocTepiranoca KAiHiYHO 3HauvyLwoi dapMaKOKiHETUYHOT
B3aemMogjii Mixk nperabaniHom i peHiToiHom, KapbamaseniHOM, BasIbNPOEBOIO KMCNOTOLO,
NIAaMOTPUAKMHOM, rabaneHTUHOM, N0Pa3enamom, OKCUKOLOHOM abo eTaHoNOM. MonynALiNHUIA
dapMaKOKiHETUYHMIA aHaNi3 NPOAEMOHCTPYBaB, LLLO NepopasibHi NnpoTuaiabeTnyHi 3acobu, AiypeTnku,
iHCcyniH, peHobapbiTan, TiarabiH i TONnipamaTt He MatoTb KAiHIYHO 3HAYYLLLOTO BNAMBY Ha KipeHc
nperabaniny.

lMepopanbHi KOHMpayenmuesu, HopemucmepoH ma (abo) emuHinecmpadion

OpaHovacHe 3acTocyBaHHA nperabaniHy 3 NnepopasbHUMM KOHTPALLENTUBAMKN, HOPETUCTEPOHOM Ta (abo)
eTUHINecTpaionom He BNAMBAE Ha GapMaKOKIHETUKY PiIBHOBAMKHOIO CTaHy KOAHOTO 3 LMX NiKapCbKUX
3acobis.

JlikapcobKi 3acobu, wjo enausaroms Ha LIHC

MperabaniH Moxke NoTeHUjloBaTN ePeKTU eTaHOoNYy Ta nopa3enamy. Y nepios NOCTMapKETUHIOBOTO
Harasay NoBiAOMANANOCA NPO BUNAAKU AMXabHOT HEAOCTAaTHOCTI Ta KOMM Yy NALEHTIB, AKi Npuiimanm
nperabanid pa3om 3 onioigamu Ta/abo iHWMMK NiKapCbKMMM 3acobamu, Lo NPUTrHIYYOTL GyHKLUito LIHC.
MperabaniH, iIMOBIPHO, NOCUNIOE NOPYLLUEHHA KOTHITUBHUX Ta OCHOBHUX MOTOPHUX PYHKLLM,
CNPUYNHEHNX OKCUKOLOHOM.



B3aemo0ii' y nayieHmis nimHb020 8iKy

CneujianbHux gocnigreHb bapmakoanMHaMIYHOI B3aEmMOA|i 3a y4acTio 406poBObLiB NiTHLOIO BiKYy He
nposoaunocs. JocniakeHHa B3aemMoAii iKapcbKMx 3acobiB NpoOBOAMAM NNLLE Y AOPOCANX NALEHTIB.

Ocobausocmi 3acmocyeaHHsA.
lMayieHmu 3 yyKkposum diabemom

BianoBiAHO A0 YNHHOI KNiHIYHOT NPaKTUKK, AesKi NaLiEHTU 3 LYKPOBUM AiabeTom, maca Tifla AKUX
36inbwmnacs nig yac Tepanii nperabaniHom, MoXKyTb NOTPebYBaTU KOPEKL,ii 4031 LYKPO3HUKYBANbHUX
NiKapcbKnx 3acobis.

Peakuyii einepyymausocmi

Micns Buxoay nperabaniHy Ha PUHOK NOBIAOMAANOCA NPO PO3BUTOK PeaKL,in rinepyyTAnNBOCTI,
BK/1H0YAIOYM aHTIOHEBPOTUYHWUI HAabpAK. NMpPU BUHUKHEHHI TAKMX CUMNTOMIB aHIOHEBPOTUYHOIO
HabpsAKy, AK HabpsaK 06nYusA, nepiopanbHUM HABPAK abo HAabPAK BEPXHIX AMXANbHUX LLAXIB,
3acTocyBaHHA nperabaniHy cnig HeraitHO NPUNUHUTH.

3anamopo4eHHs, CoHAUBICMb, Bmpama cg8idoMocmi, craymaHicms c8ioomMocmi ma nopyuleHHs ncuxiku

3acTocyBaHHA nperabaniHy cynpoBoAKyBa0CA NOSBOO 3aNaMOPOYEHHA Ta COH/IMBOCTI, WO MOXKe
36iN1bWNTU PUINK BUHUKHEHHA TPaBMaTUYHMX BUNAAKIB (MagiHHA) y MauUieHTiB NiITHbOTO BiKy. TaKoX
nicna BuxoAy npenaparty Ha PUHOK MOBIZOMAANOCA NPO BUNAAKM BTPATU CBIZOMOCTI, CNAYTAHOCTI
CBiZLOMOCTI Ta NOPYLIEHHSA NCUXIKK. Y 3B"A3KY 3 UMM NaLieHTam cnig pekomeHayBaTn byt obeperkHMMK,
OOKM TM He CTaHyTb BiZloMi MOXAMBI ePeKTH Lboro NikapcbKoro 3acoby.

Poznadu 3opy

i Yac KOHTPONbOBAHUX AOCNIAMKEHD HEYITKICTb 30pYy YacTille cnocTepiranaca y nauieHTiB, AKi
npuiimanu nperabaniH, HiXK y NaLieHTIB, AKI OTPUMyBann naauebo. Y 6inblIoCcTi BUNaAKiB Le asuLLe
3HMKAN0 NPM NPOAOBKEHHI Tepanii. Y npoueci KNiHIYHNX 40CNiAXKeHb, B AKMX NPOBOAUIN
odTanbmonoriyHe obCcTeXKeHHA, YaCcTOTa BUNAAKIB NOripLIEHHA FOCTPOTM 30pYy Ta 3MiHM NoaA 30py byna
BMLLOLO Yy NaLLiEHTIB, AKi 3acTocoByBaM NperabaniH, NOPiBHAHO 3 NaLieHTamu i3 rpynu naauebo; yactoTa
BMHWKHEHHA 3MiH Ha O4YHOMY AHi By/1a BULLLOIO Y NaLiEeHTIB i3 rpynu nnauebo (aus. po3ain
«®apmaKkoamMHaMiKa»).

Micna suxoay nperabaniHy Ha PUHOK TaKOX NoBigomaanocs Npo nobiyHi peakLii 3 6OKy opraHis 30py,
BK/ItOYAIOYM BTPATY 30pY, HEUITKICTb 30py abo iHLWi 3MiHM rocTpoTH 30pYy, 6araTo 3 AKMX Byu
TMMYacoBMMMU. Micaa NPUNUHEHHA 3acTOCyBaHHA NperabaniHy Ui CUMNTOMM 3 BOKY OpraHis 30py MOXYTb
3HUMKHYTU ab0 3MEHLIMTUCA.

Hupkosa HedocmamHicme

3adikcoBaHO BUMNALKN PO3BUTKY HUPKOBOT HeA0CTaTHOCTI, IKa iHoAi 6y1la 060pPOTHOO NicAA NPUNNHEHHS
3acTocyBaHHA nperabaniuy.

BiomiHa cynymmHix npomueninenmu4Hux npenapamis

Hapasi HefoCTaTHLO AaHUX WOA0 TOro, YN MOXKHA BIAMIHATM CYNYTHI NpOTMeniNenTUYHI npenapaTtm
nicnsa Toro, AIK y pesynbTaTi AoAaBaHHA nperabaniHy Ao Tepanii 6yae AOCArTHYTO KOHTPOb CYA0M, W06
nepenTn g0 MoHoTepanii nperabaniHom.

Cumnmomu 8iomiHu



Y AeAKuMX NaLieHTIB Nicas NPUNUHEHHA KOPOTKOCTPOKOBOI abo TpuBanoi Tepanii nperabaniHom
cnocTepiranmca cMMNTOMU BigmiHM npenaparty. Nosigomnaanocsa npo Taki AsMLa: 6€3COHHA, FOIOBHUIM
6inb, HyAOTa, TPMBOXKHICTb, Aiapes, rPUNonoAibHM CUHAPOM, HEPBO3HICTb, Aenpecia, 6inb, cygomm,
rineprigpos i 3anamopoYeHHs, AKi BKasyoTb Ha ¢isnyHy 3anexHictb. Lo iHpopmaLito chig nosigommtu
NauieHTy nepea Nno4yaTkom Tepanii.

Cyaomu, 30Kpema eniienTUYHKUIA CTaTyC Ta BEe/INKi CYJIOMHI Hanaaun, MOXKyTb BUHUKATU Nif Yac Tepanii
nperabaniHom abo HeBAOB3I Nicas MOro BigmiHMW.

[aHni woao BiagmiHM nperabaniHy nicna TpMBaaoro 3acToCyBaHHS BKa3ylOTb Ha Te, WO YacToTa
BUHWKHEHHSA Ta CTYMiHb TAXKOCTi CUMNTOMIB BiAMIHWN MOXKYTb 3a1eXaTh Big 4,03W.

3acmiliHa cepyesa HedocmamHicme

Micns Buxoay nperabaniHy Ha PUHOK NOBIAOMASANOCA NPO 3aCTiHY cepLUeBy HeAOCTAaTHICTb Y AeAKUX
naujieHTiB, AKi npuiimanu nperabanid. Taka peakuis cnoctepiranaca 34e6inbWworo nig vyac NikyBaHHSA
nperabaniHom HeponaTUYHOro 60110 Yy MALEHTIB NiITHLOrO BiKy 3 BXe iCHYIOUMMKN CEPLEBO-CYANHHUMMU
nopyLweHHAMW. TaKMM nauieHTam nperabaniH chif 3actocoByBaT 3 obepekHicTto. Mpy NPUNUHEHHI
3acTocyBaHHA nperabaniHy Le ABULLE MOXKe 3HUKHYTMU.

JliKkys8aHHsA Heliponamu4Ho2o 6010 UeHMPAAbHO20 NMOXOOHEHHSA 8HACMIOOK YPaMEHHSA CTUHHO20 MO3KY

Mig, yac NikyBaHHA HeMpPONATUYHOIO 60O LLEHTPANIbHOTO NOXOAMKEHHA, BUK/IMKAHOIO YPaXKeHHAM
CNMWUHHOIO MO3Ky, 36inbluyBanaca YacToTa NOGIYHMX peaKLil y Lifiomy, a TakoXK NoBIYHUX peaKLiit 3 60Ky
LUHC, ocob6aunBo coHnuBocTi. Lile morKe 6yT NoB’A3aHO 3 aAUTUBHOO A€ CYNYTHIX NiKapCbKNX 3acobis
(HanpuKnaa, aHTUCNACTUYHMX NPenapaTis), HEOBXiAHUX ANA NiKyBaHHA LbOro cTaHy. Lo obcTaBuHy chig,
6paTun go yBaru, NnpusHadaoum nperabasniH Npy TaKomy CTaHi.

MpuzHiyeHHA OUXAHHSA

MoBigoMAAN0CsA NPO BUMNAAKM BAXKKOTO NPUrHIYEHHN ANXaHHA Yy 3B’A3KY i3 3aCTOCyBaHHAM nperabaniny.
[ns nauieHTiB i3 NOpyLLIEHO AMXanbHO GYHKLUIED, pecnipaTopHMMK abo HEBPOAOTIYHMMM
3aXBOPHOBAHHAMM, HUPKOBOK HEAOCTATHICTIO, NPU O4HOYACHOMY 3acTOCyBaHHI genpecanTis LIHC
(BKNKOYAOUM NiKK, LLO MICTATbL onioiau) Ta ANs NiTHIX loael MoxKe iCHYBaTU NigBULLEHUIA PUSKK
BMHUKHEHHA LLiET BaXKKOi NOBIYHOT peaku,ii. s Lmx nauieHTiB MoXKe 6yTM HeobXigHMM KOpUTryBaHHSA
003 (aus. po3gin «Cnocib 3acmocy8aHHA ma 003u»).

CyiyudanbHe mucneHHA ma noseodiHKa

MoBigomnanoca Npo BUNALKM CYiLnAanbHOrO MUCAEHHA Ta MOBEAIHKM Y NALIEHTIB, AKI OTpUMyBaIn
Tepanito NPOTUENINENTUYHMMM NPenapaTaMm 3a AeAKMMN NOKa3aHHAMM. 3a pe3ynbTaTaMu MeTaaHanisy
OaHUX, OTPUMaHMX Yy NpoLeci paHAOMI30BaHMX, NNaLeb0-KOHTPOIbOBAaHMX AOCANIAKEHD
NPOTUENINENTUYHMX NPENapaTiB, TAKOX CNOCTEPIraaNocaA HEBEIMKE NiABULLLEHHA PU3UNKY NOABU
cyiuMaanbHOro MUCEHHA Ta NoBeAiHKN. MexaHi3aM BUHUKHEHHSA LLbOro PU3MKY HEBIAOMMI, @ HAABHI
AaHi He BUK/OYaOTb MOXK/IMBOCTI iCHYBaHHA NiABULLEHOIO PU3MKY NPW 3aCTOCYBaHHI NperabaniHy.

Y 3B’3KY 3 MM HEobXiAHO peTeNbHO CNocTepiraTi 3a NawieHTaMn 48 BUABAEHHA 03HAK CyiLMAanbHOro
MWC/IEHHA 1 MOBEAiIHKM Ta PO3MIAHYTU AOLUibHICTb NPU3HAYEeHHA BigNoBiAHOMo NikyBaHHA. Y pasi noasu
O3HaK CyiLMAaNbHOro MUC/IEHHA abo NoBeAiHKM NaLiEHTHM (Ta 0cobu, Wo A0rNAAa0Tb 38 HUMM) MOBUHHI
3BEPHYTUCA NO MeANYHY AOMOMOry.

MopyweHHs hyHKUIi HUXCHIX 8i00inie WayHKOBO-KUWKOB020 MPaKkmy

Micna Buxoay nperabaniHy Ha PUHOK NOBIAOMANANOCA NPO ABULLLA, MOB’A3aHI 3 NOPYLWEHHAM PYHKLIT
HUXKHIX BiAAiNis WAYHKOBO-KULLKOBOIO TPAKTYy (HEMPOXiAHICTb KMLLIEYHMKY, NapaniTUiHa HeNnpoxiaHicTb
KMLLIEYHMKY, 3aMnop), NP1 3acTocyBaHHi NperabaniHy pa3om 3 fiKapCbKMMM 3acobamm, L0 MOXKYTb



BMKJ/IMKATM 3anop, HaNpuKaaz 3 onioigHMMM aHanbreTMkamu. lNpm ogHOYaCHOMY 3aCTOCYBaHHI
nperabaniHy Ta onioigis cnig, BXXUTK 3axo4iB 418 NPodinaKkTUKM 3anopis (0cobAMBO Y XKiHOK Ta NaLiEHTIB
NiITHbOTO BiKY).

OO0HoYacHe 3acmocy8aHHA 3 onioidamu

PekomeHayeTbca AOTPUMYBATMCA 0O6EPEKHOCTI NPM NPU3HAYeHHI nperabaniHy ogHOYacHO 3 onioigamu
yepes pUsUK NpUrHiveHHs odyHKuii LHC (aus. po3ain «B3aemoais 3 iHWMMM NikapCbKMMKM 3acobamm Ta
iHWi BMAM B3aemogaii»). Y gocnigxeHHi BUNaaoK-KOHTPO/b 0Cib, AKi 3acTocoByBanM onioigu, Ti NauieHTy,
AKi OTpUMyBanu Tepanito nperabaniHom o4HOYACHO 3 ONIOIAOM, Mann MNiABULLEHNA PUSUK CMEPTHOCTI,
nos’A3aHoTl 3 onioigammu, MOPIBHAHO i3 3aCTOCYBaHHAM /iMLe onioigis (CKopMroBaHe cniBBiAHOLWEHHS
waHcis [aOR], 1,68 [95 % AI, 1,19-2,36]). Takui1 NiaBULLLEHNA PU3UK CMIOCTEPIraBca NPU HU3bKUX A03ax
nperabaniHy (< 300 mr, 1,52 aOR [95 % AI, 1,04-2,22]), i cnocTepiranacs TeHAeHLjia A0 36inblieHHn
PU3MKY NPU BUCOKMX A03ax nperabaniHy (> 300 mr, 2,55 aOR [95 % Al 1,24-5,06]).

HenpasusbHe 3acmocy8aHHSA, 31084 UBAHHA ab0 3anexHicmo

MoBigomnanoca Npo BMNagKM HENPaBMIbHOTO 3aCTOCYBAHHA, 310BXMBAHHA Ta 3aneXHoCTi. Chig, 3
obepeKHiCTIo 3aCTOCOBYBATM Npenapar NauieHTam 3i 310B}KUBAHHAM Pi3HUMM PEYOBUHAMM B aHAMHE3i;
HeobxiaHO cnocTepiratv 3a NaUieHTaMK 41A BUABJIEHHS CUMMNTOMIB HENPABWU/IbHOTO 3aCTOCYBaHHS,
3/10B}KMBaHHA abo 3a1eXHOoCTi Big nperabaniHy (3adikcoBaHO BUNAAKM PO3BUTKY 3BUKAHHS,
nepeBuLLEHHSA NPU3HAYEHOIT 403W; MOBEAIHKM, CMPAMOBAHOI Ha OTPUMaHHSA npenapary).

EHyeganonamis

MNoBigomnanocs npo Bunagku eHuedanonarii, WO BUHNUKANM NEPEBaXKHO Y MALLIEHTIB 3i CyNyTHIMM
3aXBOPIOBAHHAMM, WO MOXKYTb CNPOBOKYBaTW eHLedanonartito.

HenepeHocumicmb s1aKmMo3u

MperanoH MicTUTb NaKkTo3y. MNalieHTam 3 TaKUMK PiAKICHUMM CNaAKOBUMM 3aXBOPHOBAHHAMM, AK
HenepeHOCUMICTb raNlakTo3m, NakTasHa HeAoCTaTHICTb Slanna abo cuHapom manbabcopbuii rnoKkosu Ta
rasiakTo3u, He CAif, 3aCTOCOBYBaTK Liei npenapar.

3acmocyeaHHsA y nepiod sazimHocmi abo 200y8aHHA epy00io.
MiHKK, 30aTHI 3aBariTHITK/3acobK KOHTpaLEenL,ii A1A XiHOK i Y0N0BIKiB

OCKIiNbKW NOTEHLiNHMIA PU3NK AN NHOAUHWN HEBIAOMMUNA, KiHKM, AKi 34aTHI 3aBariTHITU, NOBUHHI
BMKOPUCTOBYBaTU edeKTUBHI 3aC06UM KOHTpaLenwii.

BariTHicTb
HanexHi aaHi woao 3actocyBaHHA nperabaniHy BariTHAMM XKiHKamu BiacyTHi.

Y npoueci AocniaskeHb Ha TBapuHax Bya NPoAeMOHCTPOBaHa PenpPoAYKTUBHA TOKCUYHICTb.
MoTeHLiMHNIN PU3KUK oS NIOAMHU HEBIZOMUNA.

Mpenapar MperanoH He cig, 3acTocoByBaTU B Nepiof BariTHOCTI 6e3 HaranbHOT NOTpebu (KoAu KopUcTb
ONA MaTepi ABHO NepeBULLYE MOXKINBUIA PUSKNK ANA NN0A43).

Mepiog rogysaHHA rpyaato

HeBennKa KinbkicTb Nperabaniny 6yna BUABAEHa Y MO/IOL, XKiHOK, AKi rogytoTb rpyaato. Chig
NOBIAOMMTM KiHKAM, fIKi ro4yHOTb FPyAAt0, WO rogyBaHHA rpyAnto He peKOMeHAYETbCA Nig, vac
3acTocyBaHHA nperabaniHy.

depTUnbHICTb



KniniyHi pgaHi woao snamey nperabaniHy Ha GepTUAbHICTb *KiHOK BiACYTHI.

Mig, yac KNiHiYHOro AOCANIAMKEHHA 3 BUBYEHHA BNAMBY NperabaniHy Ha pyx/IMBICTb CNepmMaTo30isiB
3,0poBi 406POBO/IbL, YOMOBIYOT CTaTi 3aCcTOCOBYBaAM NperabaniH y Ao3i 600 mr Ha foby. Micns
3aCTOCYBaHHA NpenapaTty NpPoTArom 3 MicALIB XO4HOro BMN/MBY Ha PYXAMBICTb CNEPMATO30i4iB He
BUABNEHO.

Y npoueci gocnigreHHa GepTUAbHOCTI Yy caMULb LLYpPiB cnocTepiraBca HebaxKaHWM BNAUB Ha
penpoayKTMBHY QYHKLI0. Y npoueci AocnigKeHHA GepTUAbHOCTI Y CaML,iB LLypPiB CnocTepirascs
HebarkaHW1 BNAMB Ha penpoayKTUBHY GYHKLIO Ta PO3BUTOK. KNiHIYHA 3HAYYLLICTb LMX pe3ynbTaTis
HeBigoma.

30amHicme 8nausamu Ha WeUOKICMb peakuii npu KepysaHHi asmompaHcriopmom abo iHuwumu
MexaHizmamu.

MperabaniH moxke maTn He3HaAYHMIM abo NOMIPHUIA BNIMB Ha 34aTHICTb KepyBaTU TPAHCNOPTHUMM
3acobamu Ta nNpawtoBaTh 3 MexaHismamu. MNperabaniH MorXke BUKAMKATL 3aNaMOPOYEHHA 1 COHAMBICTD i
TAaKMM YNHOM BMN/IMBATM HA 34aTHICTb KEPYBATM TPAHCNOPTHUMM 3acobamum Ta NpaLLoBaTHh 3
MexaHizaMamu. Y 3B’A3Ky 3 UM NauieHTaM CNif, peKoMeHAyBaTW YTPMMYBaTUCA Big, KepyBaHHSA
TPaHCNOPTHMMM 3acobamum, Bif pobOTH 3i CKNAZHOK TEXHIKOK UM Big, iHWOT NOTEHLiMHO Hebe3neyHol
AifNIbHOCTI, IOKM He CTaHe BiAoMO, UM BMJIMBAE LM NiKapCbKUi 3acib Ha IXHIO 34aTHICTb A0 TaKoi
LiANBbHOCTI.

Cnocib 3acmocyeaHHA ma 0o3u.

Cnoci6 3acmocyeaHHsA

Mpenapart MNperanoH NpUNMatoTb HE3aNEKHO Bif, BXXMBAHHSA TKi.

JaHni nikapcbKnin 3acib NPU3HaYeHNM BUKAOYHO 418 NepopasibHOMO 3aCTOCYBaHHSA.
Hosu

[iana3oH f03 npenapaTty MoKe 3miHoBaTUCS B Merkax 150-600 mr Ha zoby. Jobosy fo3y
po3noAinAtoTb Ha 2 — 3 npunomm.

He#ponatuyHuit 6inb

Tepanito nperabaniHom MoyKHa po3noyaTti 3 4o3u 150 mr Ha go6y, po3noaineHoi Ha 2 — 3 NpuiioMM.
3anexHo Big, iHAMBIAYaNbHOI BigNOBIA| Ta NepeHOCUMOCTi NpenapaTy NauieHTOM 403y MOKHa 36inbwnTh
00 300 mr Ha foby yepes 3-7 AHiB, a 32 HEOBXiAHOCTI — A0 MaKcMManbHOI Ao3m 600 mr Ha 406y e nicns
7 AHiB.

Eninencisa

Tepanito nperabaniHom MoyKHa po3noyaTti 3 o3u 150 mr Ha foby, po3nogineHoi Ha 2 — 3 NpuiiomM.
3anexHo Big iHAMBIAYyanbHOI BiANOBIAj Ta NepeHOCUMOCTi NpenapaTty NauieHTOM 403y MOKHa 36inbWwnTh
00 300 mr Ha foby nicns nepworo TUXHSA NikyBaHHA. LLle yepes oaAnH TUXKAEHb A03Y MOXKHA 36iAbWNTH
00 MaKcMmanbHoi — 600 mr Ha goby.

[eHepanizoBaHUI TPUBOXKHMI po3nag,

[03a, Ky po3noAinsatoTb Ha 2 — 3 NPUNOMK, MOXKe 3MiHIOBaTMCA B mexKax 150—600 mr Ha aoby.
MepioanyHo cnig nepernagaTv HEObXiAHICTb NPOAOBXKEHHSA Tepanii.

Tepanito nperabaniHom MoxKHa po3noyaTu 3 go3un 150 mr Ha go6y. 3aneXkHo Big, iHAUBIAYaNbHOI
Bi4MOBIAj Ta NepeHoCMMOCTi NpenapaTy NauiEHTOM 403y MOXKHa 36inbwntn Ao 300 mr Ha Aoby nicnn



nepLloro TUXHA NikyBaHHA. licas we ogHOro TUKHA NPUMOMY 403y MOKHa 36inbwnTh Ao 450 mr Ha
0o6y. e yepes ogMH TUKAEHb 403y MOKHa 36inbWNTM A0 MaKcMmanbHoi — 600 Mmr Ha fob6y.

dibpomianris

PekomeHAoBaHa Ao3a npenapaTty Aa fikyBaHHA ¢pibpomianrii ctaHoBUTb Big 300 Ao 450 mr Ha goby.
JlikyBaHHA cnif, po3noYnHaTH i3 3aCTOCyBaHHA 403U 75 Mr 2 pa3u Ha Aoby (150 mr Ha aoby). 3anexHo
BiZ, epeKTMBHOCTI Ta NepeHOCUMOCTI, 403y MOXKHa 36inbwyBaTn Ao 150 mr 2 pasu Ha aoby (300 mr Ha
[06Yy) NpoTArom ogHOro TUXKHA. [lna nauieHTiB, AnA AKMX 3acTocyBaHHA go3n 300 mr Ha aoby €
HeaoCTaTHbO ehEeKTUBHUM, MOXKHa 36in1blINTKN A03Yy A0 225 mr 2 pasu Ha Aoby (450 mr Ha aoby). Xoua
iCHYE AocniarKeHHA 3acTocyBaHHA Ao3n 600 mr Ha g06y, A0OKa3iB TOro, Lo 3aCTOCYBaHHA Liel 4o3u byae
MaTu A0AaTKOBY NepeBary, HeMae€; TaKoX TaKa 403a Mana ripy nepeHocumictb. bepyum oo ysarm
[0303aneXHi NobivHi peakKu,ii, 3actocyBaHHA A03 Buue 450 mr Ha Ao6y He pekomeHAyeTbcA. OCKiNbKM
nperabaniH BUBOAUTLCA FONOBHUM YNHOM HUPKAMMU, C/liJ KOpUryBaTK 403y NpenapaTy nalieHTam i3
NopyLWeHHAMMU QYHKLIT HUPOK.

BigmiHa nperabaniny

BignosiaHO A0 Aito40T KAIHIYHOT NPaKTUKK, NPUNMHATM Tepanito nperabaniHom peKoMeHAYETbCA
NoCTynoBO, NPOTArOM LLIOHAaNMEHLLE OIHOIO TUXHSA, HE3aNEXKHO Bif, NOKa3aHb (AuB. po3ainu
«OcobanBocTi 3acTocyBaHHA» Ta «MobiYHi peakuiin).

MopyweHHA GYHKLIT HUPOK

MperabaniH BUBOAUTLCA 3i CUCTEMHOIO KPOBOTOKY B HE3MIHEHOMY BUTAALI, NEPEBAXKHO HUPKAMM.
OCKiNbKM KnipeHc nperabaniHy Npsamo NPonopLinHKIA KNipeHcy KpeaTuHiHy (AuB. po3ain
«®dapmaKoKiHeTMKa»), 3SMEHLLYBaTK 403y NaLi€eHTaM i3 nopyweHHAMKM GYHKLIT HUPOK chig,
iHAMBIAYaNbHO AK 3a3HavYeHo B Tabauui 1, BignoBigHO A0 KnipeHcy KpeaTuHiHy (Clcr), sknii BU3HaYatoTb
3a popmynoto:

MperabaniH epeKTUBHO BUAANAETLCA 3 NAA3MM KPOBI 33 gonomoroto remogianisy (50 % npenapaty
npotarom 4 roauH). Ansa nauieHTiB Ha remogianisi 4oboBy 403y nperabaniHy cnif KopurysaTu
BiANOBiIAHO A0 GYHKLIT HUPOK. Kpim no60Boi 403K, 0apasy nicna KOXKHOI 4-roANHHOT NpoLeaypu
remogianisy HeobxigHoO 3acTOCOBYBaTU A0AATKOBY 403y Npenaparty (avs. Tabaunuio 1).

Tabanya 1

Kopekuis go3u nperabaniHy BignosigHo Ao GyHKLUiT HUPOK

KnipeHc KpeaTUHiHy 3aranbHa goboBa fo3a nperabaniny * Pexxnm o3yBaHHA
(CLcr) (mn/xs)

MoyaTKoBa f03a MaKcrMmanbHa f03a

(mr/n06y) (mr/n06y)
> 60 150 600 2-3 pa3u Ha poby
230-<60 75 300 2-3 pa3u Ha poby

>15-<30 25-50 150 1-2 pa3u Ha goby



<15 25 75 1 pas Ha poby

JopaTtkoBa 403a nicns remogianisy (mr)

25 100 O4HOpa30Ba Ao3a+

* 3aranbHy gobosy 03y (mr/ooby) cnig po3noainnTh Ha AeKinbKa NPUNOMIB BiAMOBIAHO A0 PEXMMY
[03yBaHHA, WO6 oTpuMaTh 403y A/1° 0AHOPa30BOro npuinomy (mr/oosy).

+ [logaTKkoBa f03a — Le A404aTKoBa 04HOPa30Ba f03a.
MeyiHKOBa HEAOCTATHICTb

[ns nauieHTiB i3 nopylweHHAMM GYHKLiT NeYiHKKM HeobXxiaAHOCTI B KOpeKLu,ii 031 Hemae (aMB. po3ain
«®dapmaKoKiHEeTUKa»).

MauieHTN NITHLOTO BiKY

[ns nauieHTiB NiTHLOTO BiKy Yepes nopyweHHA GYHKLIT HUPOK MOKe 3HaA0OUTUCA 3MEHLLEHHS 403U
nperabaniHy (aue. po3ain «OcobAMBOCTI 3aCTOCYBAHHA»).

Aimu.

Besneka Ta epeKTMBHICTb NperabaniHy Npu MOro 3acTocyBaHHI AiTAm BiKOM A0 18 pokiB He BCTAHOBJ/IEH.
JoctynHa goTenep iHbopmauia HaBeaeHa B po3aini «MobiyHi peakuii», a TakoX y po3ainax
«®PapmakoanHamika» i «dapmMaKOKiHETMKA», OAHAK, CMMPAKYUCL HA HUX, HEMOXIMBO HAZATU KOLHUX
pekoMeHAaLil Woa0 [03YBaHHA Ll KaTeropii naLlieHTiB.

Mepedo3zysaHHs.

Micna BMxoAy npenapaTty Ha PUHOK NOBIAOMAANOCA, WO HaNYaCTIWMMM NOBIYHMMM peakuiamm Npm
nepenosyBaHHi nperabaniHy 6yan COHAMBICTb, CANYTaHICTb CBIAOMOCTI, 30yAXKEHHA Ta HECMOKIN. TaKoXK
HaZAX0AWM NOBIAOMNEHHA NPO CYA0MMU.

PigKo nosimomnanoca npo BMNaaKM KOMW.

JlikyBaHHA nepeno3yBaHHA nperabaniHy NOAArae y 3aranbHUX NiATPUMYBaZIbHUX 3aX04aX Ta 3a NoTpebun
MOKe BK/oYaTh remogianis (aus. po3sgain «Cnocib 3actocyBaHHA Ta 403u», Tabauya 1).

Mob6iyHi peakyii.

Y KAiHiYHiM nporpami 3 gocniaskeHHa nperabaniHy moro oTpmumanm noHag 8900 nauieHTiB, 3 HUX 5600 —
YYaCHUKM NOABIMHUX CNiNMX NAaLeb0-KOHTPONbOBAHUX A0OCAIAKEeHb. HallvacTilwmmm 3apeecTpoBaHMMM
Nob6iYHMMM peaKLismn 6yM 3anaMopPoYeHHs Ta COHMBICTb. MobiyuHi peakuii 3a3Buyait 6yamn nerkoro
abo nomipHoro ctyneHs. B ycix KOHTPO/IbOBAHUX JOCNIAMKEHHAX NOKA3HUK BigMiHM NpenapaTy yepes
no6iyHi peakuii cTaHoBMB 12 % cepep NALEHTIB, AKI Npuiimann nperabanin, Ta 5 % cepes nNaLieHTiB, AKi
oTpumyBanu nnauebo. HayacTiwmmm nobiYHMMM peakLiaMmu, WO NPU3BOAUAN A0 NPUNUHEHHSA
3aCTOCYBaHHSA Npenapary foCAiAXeHHs B rpyni nperabaniHy, 6y 3anamopoYeHHs Ta COHIMBICTb.

Huxkue HaBepeHi Bci NobiyHi peaKuii, Wo BUHUKAIM YacTille, HiX Npw 3acTocyBaHHI naauebo, Ta b6inblue
Hi*K Y O4HOro NaLieHTa; Li NobiyHi peaKuii nepeniyeHi 3a cucteMamu opraHiB Ta 3a YaCTOTOLO: AyKe
yacTo (= 1/10); yacto (8ia > 1/100 ao < 1/10); HevacTo (Big > 1/1000 ao < 1/100); piaxo (s8ig > 1/10000
[0 < 1/1000); ay<e pigko (< 1/10000); yactoTa HeBigoma (He moKe ByTV OLjiHEHa HAa OCHOBI HaABHUX
AaHux). Y KOXKHi rpyni 3a 4acTOTO BUHUMKHEHHA NO6iYHI peaKuji npeacTaBaeHi B NOPAAKY 3HUMKEHHS
CTYNeHsA iX ceprio3HOCTI.



3a3HaueHi NobiyHi peaKLii TaKOK MOXKYTb 6YTU NOB’A3aHi 3 Nepebirom 0CHOBHOMO 3aXBOPIOBAHHSA
Ta (ab0) cynyTHIM 3aCTOCYBaHHAM iHLWKX /liIKAPCbKMUX 3acobiB.

Mig, yac nikyBaHHA HEMpPONATUYHOIO B0 LLEHTPAIbHOIO MOXOAMKEHHSA, BUKAMKAHOMO YPaXKEHHAM
CMMHHOIO MO3KY, 36inblLUyBanaca YactoTa NObIYHMX peaKuiit y uinomy, YactoTa NobiYHMX peaKLilt 3 6oKy
LUHC, ocob6amnBo coHAUBICTb (aMB. po3ain «OcobAMBOCTI 3aCTOCYBaHHSA»).

JopaTkoBi NobiyHi peaKLii, Npo SKi NoBigomnsnocs nicaa Buxody npenapaTty Ha PUHOK, HaBeAEHi HUXKYe
M NO3HaYeHi KypcUBOM.

IHpeKLii Ta iHBa3ii

YacTo: Ha3opapwmHriT.

3 60Ky KpoBi Ta nimdaTnYHOT cucTemm
HeuacTo: HenTponeHis.

3 60Ky iMyHHOI cuctemu

Heuacro: 2inepyymanugicme.

PigKko: aHeioHespomuyHuli Habpsk, anepeiyHi peakyii,aHadinakToOIAHI peakuii.
MNopyleHHs 0bmiHy pe4yoBuH, meTabonizmy
YacTo: nigBuLLEHHA aneTuTy.

HeyacTto: BTpaTa aneTuTy, rinoraikemis.

3 60Ky NCUXikn

YacTo: endopUUYHNIN HACTpPIl, CNAYTAHICTb CBIZOMOCTI, APaTiBAMUBICTb, Ae30piEHTALiA, OE3COHHA,
3HUXKEHHA Nibiao.

HeuacTo: rantoumHaLii, NaHiyHi aTakn, HECNOKil, 36yAKeHHs, Aenpecia, NPUTrHiYeHU HacTpiN,
nigHeceHWUN HacTpil, aepecis, 3MiHM HacTPOIo, AenepcoHanisauin, yTpyaHeHnn aobip cnis, NaToNoriyHi
CHOBWAIHHSA, NOCUNEHHA Nibigo, aHoprasmisa, anaTis.

PigKo: po3rasibMoBYBaHHA.
3 60Ky HEPBOBOI CUCTEMM
[lyKe 4yacTo: 3aNamopOYEHHS, COHMBICTb, FONI0BHUIA Binb.

YacTo: aTaKcis, NopyLweHHA KOoOpAMHaLLi, TpemMop, AN3apTPia, aMHesis, NoripweHHs nam’saTi, NopyLUeHHs
yBaru, napecresis, rinecresin, cefatMBHUI edeKT, NopyLLIEHHsA piBHOBArK, netapris.

HeuacTo: cMHKONe, CTynop, MiOKAOHIA, Bmpama cgidoMocmi, NCUXOMOTOPHA FiNepakTUBHICTb,
[AMCKiHe3ifA, NocTypanbHe 3aNamMoOPOYEHHS, iIHTEHLIMHUIA TPEMOP, HiCTarm, NOPYLUEHHA KOFHITUBHMX
bYHKLIN, nopyweHHA Ncuxiku, po3nagn MoB/eHHs, rinopedneKcis, rinepecresia, BiauyTTa NeYiHHS,
aressif, 302asb6He HE30YHAHHA, anaTiA, HABKOJIOPOTOBA MapecTesiA, MiOKJOHYC.

Piako: cyoomu, napocmisn, rinokiHesia, aucdaris, rinanresis, 3a1eKHiCTb, MO30YKOBUIA CUHAPOM,
CUHAPOM 3yBYacToro Koseca, KoMa, Aenipin, eHuedanonartia, ekcTpanipamigHuii CUHAPOM, CUHAPOM
lNeHa—bappe, BHYTPiWHbOYEpENHA rinepTeHsia, MaHiaKanbHi peaKLii, NapaHoigHi peaKLii, po3i1aau cHy.

3 60Ky opraHiB 30py

YacTo: HeuYiTKicTb 30py, AUNAONIA, KOH IOHKTUBIT.



HeuacTo: BTpaTa nepmudepmyHoro 3opy, NopyLleHHn 30py, HabpsK oyelt, AedeKTn Nona 30py, SHUKEHHS
rocTpoTtu 30py, 6isib B o4ax, acteHonis, GoToncis, cyxicTb B o4ax, NiaBuLLLEHE CbO30BUAINEHHSA,
noapasHeHHs ouei, 61edapuT, NopyLeHHA aKkoMoZal,ii, KPOBOBM/IMB B OKO, CBIT106053Hb, HabpsK
CITKIBKMW.

Pioko: empama 30py, Kepamum, oCUMNONCIA, 3MiHa 30POBOro CNPUIAHATTA rNBUHK, Migpias, cTpabism,
ACKPaBIiCTb 30pY, aHI30KOPIfA, BUPA3KM POriBKM, eK30dTasibM, Napasiiy 04HOro m’s3a, ipuT,
KepaToKOH'IOHKTUBIT, Mio3, HiuHa ciiinoTa, odpTanbmoneris, aTpodia 30poBoro Hepea, HabpAK AMCKa
30p0OBOr0 HEpBa, NTO3, yBeIT.

3 60Ky opraHiB cayxy Ta piBHOBaru
YacTo: BepTuro.

HeyacTo: rinepakysis.

3 60Ky cepus

HeyacTo: Taxikapgis, aTpioBeHTpUKyAspHa 610Kaaa NepLuoro CTyneHs, CMHYcoBa
bpaaunKapgain, 3acmiliHa cepyesa HedocmamHicme.

PigKko: nodosxceHHs iHmepsasay QT, cuHycoBa Taxikapaisi, CMHycOBa apUTMis.
3 60Ky cyauH

HeyacTto: apTepianbHa rinoTeHsia, apTepiasibHa rinepTeHsia, NPUNANBMK, rinepemis, BiguyTTa xonoay B
KiHUiBKaXx.

3 60Ky AMXaNbHOT CUCTEMMU, TPYAHOI KNITKM Ta cepeaoCTiHHA
Yacrto: dapuHronapuHreanbHui binb.

HeyacTo: 3agMLIKa, HOCOBA KPOBOTEYa, Kallenb, 3aKNafeHICTb HOCA, PUHIT, XPONiHHA, CyXiCTb CAM30BOI
060/10HKM HOCa.

PifKo: HabpsAK nie2eHb, CTUCHEHHA B FOPAi, NTapUHIocnasm, anHoe, atesiekTas, 6POHXIONIT, TMKaBKa,
$ibpo3 nereHis, No3ixaHHs.

3 HOKY LWNYHKOBO-KULLIKOBOTO TPAKTY
YacTo: 6ntoBaHHA, Hydoma, 3anop, diapes, METEOPU3M, 34YTTA }KUBOTA, CYXiCTb Y POTi, FaCTPOEHTEPMUT.

HeuacTo: ractpoesodareanscHa pedatoKcHa xBopoba, rinepcekpeL,is CAnHM, rinectesia poTosoil
NMOPOKHMHU, XONEUMCTUT, XONIeNiTias, KOAIT, LWIYHKOBO-KULLKOBA KPOBOTEYa, MesieHa, HabpsaK A3MKa,
peKTasbHa KpoBoOTeYa.

PigKo: acumT, NaHKpeaTuT, HabpPAK A3uKa, ancoaria, adToO3HNIN CTOMATUT, BUPa3Ka CTPaBoXoay,
nepiogoHTanbHMI abeuec.

lenatobiniapHi NnopyLweHHs

HeuvacTo: nigBMLEHNI piBEHb NEYiHKOBUX hepMeHTIB*.
Pinko: oBTAHMUA.

[yxe pigko: neyiHKoBa HeAOCTATHICTb, renaTurT.

3 60Ky LWKipW Ta NigLWKipHOT TKAHUHMK

YacTo: NponexKHi.



HeuacTo: nanynbo3He BUCMNAHHSA, KPONUB'SHKa, rinepriapos, ceepbix, anoneLis, cyxicTb WKipK, eksema,
ripcyTu3am, BUPa3Ku WKipK, Be3UKYN0-6yNbO3HI BUCUNAHHS.

PigKko: cuHopom CmiseHca—/[#OHCOHA, XONOAHWUN NiT, eKCPOoNiaTUBHUI AePMATUT, NiIXEHOTAHWNI
OEePMaTUT, MenaHo3, posnaam 3 boKy HirTiB, neTexiafbHi BUCMNAHHA, Nypnypa, NyCTYNAPHI BUCUNAHHA,
aTpodin WKipK, HEKPO3 LWKipK, WKiPHI Ta NiAWKIPHI BY3ANKMN.

3 60Ky ONOPHO-PYXOBOro anapaTy Ta CNOY4YHOT TKAaHMHM

Yacto: m’a308i cygomu, apTpanrisa, 6inb y cnuHi, 6iab y KiHLiBKax, cnasmmn m’asiB Wui.

HeuacTto: HabpsK cyrnobis, mianris, nocinyBaHHA m’a3iB, 6isb y WKI, CKYTiCTb M’A3iB.

Pigko: pabgomionis.

3 60Ky HMPOK Ta CEYOBUBIAHUX WNAXIB

HeuacTo: HeTpUMaHHA ceuyi, An3ypis, anbbyMiHypis, remaTypis, yTBOPEHHA KaMeHiB Y HUPKax, HedpuT.

Pigko: HUpKOBA HeOOCTATHICTb, ONIrypia, 3aMPUMKQ Cedi, TOCTPa HUPKOBA HEeAOCTATHICTb,
rnomepynoHedpuT, nienoHedppuT.

3 60Ky cTaTeBOi CUCTEMM Ta MOJIOYHMX 33103
YacTo: epekTuabHa guchyHKLif, iMNOTEHLISA.

Heuvacto: ctateBa AncdyHKLIA, 3aTPUMKa eAakyAALii, gucmeHopesn, 6inb y MONOYHMX 3a103ax, eiikopes,
MeHoparia, meTpoparis.

Pioko: ameHopes, BUAINEHHA 3 MONIOYHUX 337103, 36i/1bLUEHHA MOJIOYHMX
3a/103, 2iHeKoMacmis, LepsiuumT, 6anaHit, enigngmmir.

3aranbHi po3iaam Ta peakLii B MiCLyi BBeAEHHSA

Yacto: nepudepnyHmnin Habpsak, HabpsaK, NOPyLIEHHA Xo4M, NaAiHHA, BiAYyTTA CN’AHIHHA, HE3BUYANHI
BiAUYTTA, NiABULLEHA BTOM/TIOBAHICTb.

HeyvacTto: reHepanizoBaHUin HabpakK, HabpAK 06au4YA, CKYTICTb Y rpyaax, 6inb, *ap, cnpara, 03HOb,
3aranbHa cnabkicTb, He3AYKaHHA, abcLec, 3anaNeHHA }KUPOBOI TKAHWHMK, peaKLii pOTOUYTANBOCTI.

Piako: rpaHyNibOMa, YMUCHE 3anOfiAHHSA WKOAM, 3a04epeBUHHUI Gibpo3, LIOK.
NabopaTtopHi gocniaKeHHs.
YacTo: 36inblueHHA macK Tina.

HeuacTo: 36inbleHHs piBHA KpeaTUHdOCHOKiIHA3K Y KPOBI, 36iNbLUEHHA PiBHSA MNIOKO3M B KPOBI,
3MEHLLEHHS KinbKoCTi TpoMbouuTiB, 36i/blLEHHSA PiBHA KpeaTUHiHY B KPOBi, 3MEHLLEHHS PiBHA Kanito B
KPOBIi, 3MeHLUeHHA MacK Tina.

PigKo: 3meHLeHHA piBHA IEMKOLMUTIB Y KPOBI.
*36iNblIeHHSA piBHA anaHiHamiHoTpaHcdepasm (A/IT) Ta acnapTaTamiHoTpaHchepasu (ACT).

Y AeAKMX NaLieHTIB Nicas NPUNUHEHHA KOPOTKOCTPOKOBOI abo TpmBanoi Tepanii nperabaniHom
cnocrepiranuca CMMNTOMU BigMmiHW npenapaTy. MoBigomnsnocs Npo Taki peakuii: 6e3CoHHA, TON0BHNA
6inb, Hy4OTa, TPMBOXKHICTb, Aiapes, rPUNoNoAibHMIA CUHAPOM, CYAOMM, HEPBO3HICTb, Aenpecis, 6inb,
rineprigpo3s i 3anamopoYeHHs, AKi BKasyoTb Ha Gi3nyHy 3anexHictb. Lito iHbopmaLuito cnig nosigomntn
NauieHTy Nepea NovYaTKOM Tepanii.



[JaHi woao BigmiHm nperabaniHy nicnsa TpMBaNoro 3aCToCyBaHHA BKa3yHOTb Ha Te, W0 YacToTa
BMHWKHEHHA Ta CTYMiHb TAXKKOCTi CUMMNTOMIB BiAMiHU MOXKYTb OYTM 40303a/1€KHMMMU.

Aimu. Npodinb 6e3nekun nperabasniHy, BCTAHOBAEHWUI Y NPOLLECi YHOTUPLOX AOC/iAKEHDb, NPOBEAEHMUX 3a
Y4YacTo NeaiaTPUYHMX NALIEHTIB i3 NapuiaibHUMK CYAOMHUMM HaNaAamm 3 BTOPMHHOLO reHepanisaLi€to
abo 6e3 Hei (12-TuxkHeBe AocniarKeHHA ebeKTUBHOCTI Ta 6e3neku y nauieHTiB Bikom Big 4 oo 16 pokis,
n=295; 14-aeHHe aocnigxKeHHa epeKTUBHOCTI M 6e3nekun y nauieHTiB Bikom Big 1 micaua 4o monoauwe
4 pokis, n=175; pocnigKeHHA papMaKoOKiHETUKM Ta NepPeHOCMMOCTI NpenapaTy, n=65 Ta Bigkpute
OO0CNiAXKEeHHA 3 BUBYEHHA 6e3nekun TpmsanicTio 1 pik, n=54), 6y noaibHuit go npoodinto, AKMi
cnocTepiraBcs B A0CAIAKEHHAX Y AOPOCANX NaLLiEHTIB 3 eninencieto. HalinowmpeHiwnmm nobiyHMmm
ABMLLAMM, LLLO cnocTepirannck y 12-TMKHEBOMY AOCAiAKeHHI Tepanii nperabaniHom, 6yan COHNMBICTD,
nipekcin, iHpeKL,ii BepXHiX ANXaNbHUX WAAXIB, NiABULLEHHA aneTuTy, 36iiblueHHs macK Tina Ta
Ha3odapuHriT. HannowmpeHiwmmm NobivHMMM ABULLAMM, L0 crocTepiranuce y 14-neHHomy
aocniaxKeHHi Tepanii nperabaniHom, 6ynM COHNAMBICTb, iIHDEKLIT BEPXHIX AMXaNbHUX WAAXIB i NipeKcia
(amB. posaginn «dapmakognHamika», «PapmakoKiHeTnKa» Ta «Crnocib 3acTocyBaHHA Ta 403M»).

MosidomneHHA npo nido3prosaHi nobiyHi peakyii. MoBigoMNEHHA NPo Nigo3ptoBaHi Nob6iYHI peakuii nicns
peecTpaLiii NikapcbKoro 3acoby € BaxkamBum. Lle o3BoiA€ 3ailicHIOBaTN 6e3nepepBHNt MOHITOPUHT
CNiBBiAHOLIEHHA KOPUCTI Ta PU3MKY NPU 3aCTOCYBAHHI J1iKapCcbKOro 3acoby.

TepmiH npudamHocmi. 2 poKMu.

YmoBwu 36epiraHHA.

36epiratv npu TemnepaTypi He Bulle 25 oC. 36epiratv B HegOCTYNHOMY AR AiTEN MICLL.
YnakoBKa.

Mo 7 Kancyn y 6nictepi, no 2 abo no 3 6aicTepy B Naylli 3 KAPTOHY.

Kareropis signycky.

3a peuenTtom.

BUpo6HUK.

MpAT «TexHonOr».

Micue3HaxogKeHHA BUPO6HMKa Ta agpeca micLA NPoBaAKeHHA MOoro AianbHOCTI.

YKpaiHa, 20300, YepkacbKa 06.1., micto YMaHb, Byanua CTapa npopisHa, 6yanHok 8



