IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

BIKTO3A®
(VICTOZA®)

Cknag:

Aitoya pevosuHa: liraglutide;

1 M1 PO3YMHY MICTUTL 6 MI fliparnyTuay — aHanora NHACbLKOro ratkKaroHonogioHoro nentuay-1 (FM-1), BMpo61eHOro 3a 40NOMOror TeXHO/ON T PeKOMBIHAHTHOT
[OHK B Saccharomyces cerevisiae. OiHa nonepeAHbO 3aroBHeHa LNPUL-pyYKa MiCTUTbL 18 Mr niparnytuay B 3 Mn;

[OMOMI>KHI PeYOBMHU: HATPItO rigpodoctaT anrigpar, NPonineHrNikonb, )eHoN, HaTPItO Fi4POKCKL, KUCIOTa X/IOPUCTOBOAHEBA, BOAA A/151 iH’ EKLLIN.

JlikapcbKa thopmMa. Po3umH ans iH’eKUin.
OCHOBHI (hi3MKO-XiMiYHi BNaCTUBOCTIi: NPO30puiA i 6e36apBHUI i30TOHIYHMIA po3unH, pH = 8,15.

dapmakoTepaneBTUYHa rpyna. Mpenapaty, Lo 3aCTOCOBYHOTLCA NPU LIyKPOBOMY AiabeTi, aHanory raokaroHonogioHoro nentuay-1 (MMr-1).
Kog ATX A10BJO2.

dapmMakosoriyHi BnacTmeOCTI.

dapmakogyHamika.

MexaHi3m gt

Niparnytng € aHanorom IMMM-1 3 NOCNifOBHICTIO aMiHOKMCIOT Ha 97 % romosnoriyHoro nogcskomy IMMM-1, wo 38°a3yeTbeq 3 MN-1-peuentopamn i akTUBYE iX.
MMN-1-peuenTop € MileHHO 415 HaTUBHOrO I'TIM-1 (rOpMOHY IHKPETWHY, WO eHAOreHHO CEKPETYETLCA), AKUIA MOTEHLIIOE TNHOKO303a/1eXKHY CEKPeLito iHCYNiHY
B-kniTMHamMK NifLWNYHKOBOI 3a103K. Ha BigMiHy Big HaTueHOro I'MIM-1, dhapMakokiHeTMKa i hapmakoamHaMmika niparnyTuay y ntoaen 1ae MOXINBICTb BBOAUTM AOr0
1 pa3 Ha foby. lNMponoHrosaHa [Aif BBeAEHOro MiAWKIPHO fiparnyTugy 00ymMOBNeHa TpbOMa MexaHi3Mamu: caMoacolialiero, WO YMOoBIIbHOE BCMOKTYBaHHS,
3B’A3yBaHHAM 3 anbOyMiHOM KpPOBi i NiABULLEHOK CTINKICTIO A0 AiT (hepMeHTIiB avnentuaunnentuaasn-4 (AMM-4) i HeintpanbHoi eHgonenTtuaasn (HEM), wo
MPOSABNAETLCA B TPMBASIOMY MEPIoi HamniBBMBEAEHHA Npenapary 3 naasmu.

[is niparnyTuay onocepeakoByeTbCA crieundivyHo B3aemogieto 3 IMM-1-peuentopamu, WO NPU3BOAUTD A0 MiABULLEHHS PIBHA LUMKIIYHOI0O ageHo3MHMoHoqocgaTy
(WLAM®). Niparnytng CTUMY/IKOE CEKPELit0 IHCYNIHY 3a/1eXHO Bif INHOKO3M | OAHOYACHO 3HUXKYE HeafeKBaTHO BUCOKY CEKPELitO T/IOKaroHy TakoX 3a/1eXKHO Bij,
PIBHSA rNOKO3M B KPOBI. Tak, Npy BUCOKI KOHLEHTpaLii rH0KO3M B KPOBI CeKpeLlist IHCYNiHY NigBULLYETLCS, a INI0KaroHy — 3HWXYeTbCA. HaBnaku, npu rinornikemii
niparnyTug 3HWKYE CeKpeLito iHCYNiHY, ane He BM/JMBAE Ha CeKpeLito ToKaroHy. MexaHi3M 3HVKEHHS PiBHS T/IIOKO3M B KPOBI BK/IHOYAE TaKOX He3HauHe
YMNOBI/IbHEHHS BUMOPOXHEHHS LUYHKa. JTiparnyTng 3MeHLUYe Macy Tifa i Macy Xupy 3a paxyHOK MeXaHi3miB 3HVKEHHS Bi4UYTTS rofogy i CroXX1BaHHSA eHeprii.
IMM-1 e (i3ioNnoriyHnmM perynsTopom aneTUTy Ta CMOXMBAHHA DKi, ane TOYHWUIA MexaHi3m Moro Aii MOBHICTIO He BCTAHOBNEHWIA. Y [OOCMIIXEHHAX Ha TBapvHax
nepudepiiiHe BBeAEHHA NiparnyTuay Npy3Besno A0 MOro HaKOMUYeHHS B cneumpivHUX AiNsSHKaX MO3KY, 3a/ly4eHnX A0 perynsauii anetuty, ae niparnyTug 3aBasaku
cneyunivHin akTreayii peyentopa MM-1 (FMMN-1P) nigsuuLyBaB BiAYYTTA HACUYEHHS | 3HKYBAB K/IKOUOBI CUTHA/IN TONOAY, WO CPUYMNHANO 3HUXEHHS Macy Tina.
PeuenTopu I'TIM-1 TakoX eKCrpecyroTbeCs Y NEBHUX AiNAHKaX cepus, CYAWH, IMyHHI cucTeMi Ta HUpKax. Mpu MoAentoBaHHI aTepoCKIeposy y MULLER niparnyTug
3ano6iras NpPorpecyBaHHI0 aopTa/IbHOT 6/IALLKY Ta 3HUXKYBaB 3anaieHHs B 6/14wui. Kpim Toro, niparnyTu Mas no3UTUBHWUIA eqieKT Ha ninigun nnasmu. Jliparnytug He
3MEHLLIYBaB PO3MIp BXE HAABHUX B/IALLIOK.



EdexkTn, 06ymoBnieHi hapmakoavHamikoto npenapaTy

Niparnytng gie BNpoaoBX 24 rognH i NOKpaLLlye KOHTPO/b FNIKEMIT LLNSAXOM 3HMXKEHHS PIBHA TIHOKO3M B KPOBI HaTLLE i Micns i4M Yy NauieHTIB 3 LyKpoBUM [iabeTom
Il Tnny.

KniHiyHa epeKTUBHICTb Ta 6e3neka

AK MONINWeHHS rNiKeMiYHOro KOHTPO/O, Tak | 3MEHLUEHHS CepLeBO-CYAUHHOT 3aXBOPHOBAHOCTI Ta CMEPTHOCTI € HEBI’€MHOK YaCTUHOK NiKYyBaHHS LyKPOBOroO
piabety Il Tvny.

[ns ouiHK1 BNAMBY NiparnyTuay Ha KOHTPONb PiBHA rAikemil 6yno npoBeAeHo N’STb MOABIMHO CAINMX PaHAOMI30BaHUX KOHTPO/bOBAHMX KAIHIYHUX AOCAIAXKEHb
(hasn 3a 3a yyacTio gopocnux (Tabnuusa 1). JlikyBaHHS niparnyTUAOM CNPUSN0 KAIHIYHO | CTaTUCTUYHO AOCTOBIPHIM MOPIBHAHO 3 niaue6o HopManisauii piBHS
rN1iKO3W1b0BaHOro remorniobiHy Aq; (HbA 1), KOHLEHTpaL T F1H0K03M B Nnasmi KPOoBi HaTLLe | Micns igu.

LLi gocnimkeHHs 6ynv npoBefeHi 3a yyacTio 3978 nauieHTiB 3 LykposuM giabetom Il Tuny (2501 nauieHT oTpumMyBaB niparnytug): 53,7 % 4onoBikis, 46,3 % XIiHOK,
797 naujieHTis (508 otpumyBanu niparnytug) 6ynny siui 3 65 pokis, a 113 navieHTiB (66 oTpumyBanu niparnytug ) —y it 3 75 pokis.

Byno npoBseaeHo [0AATKOBI AocnifpkeHHs il niparnytuay Ha 1901 nauieHTa y YOTUPLOX BIAKPUTUX PaHLOMI30BaHMX KOHTPOMbOBAHUX KIHIYHMX [AOCNIAXKEHb
(BignoBigHO 464, 658, 323 Ta 177 nauieHTIB y KOXHOMY [JOCMIIKEHHI), a TaKOX OfHe NoABiViHe cnine paHAOMi30BaHe KOHTPO/bOBaHe K/iHIYHe AOCNIAKEHHS
navuieHTiB 3 LyKpoBMM fiabeTom Il TMny i3 NOpYyLLUEHHAMY (YHKLIT HUPOK CepefiHbOT TSHKKOCTI (279 nauieHTiB).

NiparnyTng TakoX 3aCTOCOBYBaBCA Y BEIMKOMY KapAioBacKynspHomy pocnifpkeHHi (LEADER®) 3a yuacTio 9340 nauieHTiB 3 LyKpoBum giabetom Il tuny 3
BMCOKWNM PU3MKOM CEPLEBO-CYANHHIX 3aXBOPHOBaHb.

KoHTponb rnikemii

MoHoTepanis

MoHoTepanis niparnyTMAoM NPOTAroM 52 TUXHIB CPUYMHIMNE CTATUCTUYHO 3HAYYLLE i CTiMKe-3HMKEeHHSA piBHA HDA 1 y NopiBHAHHI 3 rnimenipugoMy 1osi 8 mr ( -
0,84 % ona posu 1,2 wr, - 1,14 % npw 3actocysaHHI fo3n 1,8 mr npotn - 0,51 % npw 3acTocyBaHHI MpenapaTy MOPIBHAHHA) Y MauieHTIB, AKI paHille
JOTPUMYBA/IMCA [IETM Ta BWKOHYBa/M (i3vYHi BrpaBM abo OTPMMYBa/IM MOHOTEpanito nepopasibHUM LYYKPO3HMXKYBa/lbHMM MpenapaTtoM y A03i, Wo He
repesuLLyBana NON0BUHY MaKCUMasIbHOI (Tabnnug 1).

KombiHaLisi 3 nepopanbHUMN LYKPO3HUMKYBa/IbHUMK 3aC06aMu

JlikyBaHHS NPOTAroM 26 TWXKHIB NiparnyTuaoM Y NoeAHaHHI 3 MeT(opMIHOM, riiMenipuaoM abo KoM6iHaLiero MeTqopMiH i po3nrnitasoH abo iHriditop SGLT2 +
MET(OPMIH an0 MOX/MBICTb AOCAT TN CTATUCTUYHO JOCTOBIPHONO i CTabiNbHOMO 3HMKEHHSA piBHA HDA 1. MOpiBHAHO 3 nnaue6o (Tabnmug 1).

Tabnuua 1. 3actocyBaHHA niparnyTuay B KNiHIYHMX gocnigpkeHHAX dasv 3a 'y MoHoTepanii (52 TWXHI) Ta y NoeAHaHHI 3 NepopasibHUMKM LYKPO3HWKYBabHUMU 3acobamu (26

TUXKHIB)
N CepepHili 3MiHa cepefiHbOro MauieHTn (%), | CepeaHs 3miHa
BUXiAHWA piBeHb | piBHA HbA 1. AKi gocarim BUXiflHa Bara | cepefHbOT Baru
HbA 1. (%) MOPIBHAHO 3 piBHA (kr) MOPIBHAHO 3
BUXiHUM (%0) HbA 1. < 7% BUXifIHOO (KT)
MoHoTepanis




Niparnytig 1,2 mr 251 8,18 -0,84* 4281 5833 | 921 - 2,05%*
Niparnytng 1,8 mr 246 8,19 -1,14** 50,91 62,03 92,6 - 2,45%*
I"nimenipug 8 mr/aeHb 248 8,23 -0,51 27.81 3083 93,3 1,12
JloaasaHHa ao meTdopmiHy (2000 mr/geHb)

Niparnyta 1,2 mr 240 8,3 -0,971 35,31, 52,82 88,5 - 2,58**
Niparnytug 1,8 mr 242 8,4 - 1,00t 42,41, 66,32 88,0 - 2,79%*
Mnaue6o 121 8,4 0,09 10,81, 22,52 91,0 -151
"nimenipug 4 mMr/geHsb 242 8,4 - 0,98 36,31, 56,02 89,0 0,95
[JoopasaHHa go rnimenipuay (4 Mr/neHb)

Niparnytng 1,2 mr 228 8,5 -1,08** 34,51, 57,42 80,0 0,32**
Niparnytng 1,8 mr 234 8,5 -1,13** 41,61, 55,92 83,0 - 0,23**
Mnaue6o 114 8,4 0,23 7,51, 11,82 81,9 -0,10
PosurnitazoH 231 84 -0,44 21,91 36,12 80,6 211

4 Mr/peHb

JloaasaHHsa ao MmeTdopmiHy (2000 mr/geHb) +po3urniTasoHy (4 Mr ABivi Ha AeHb)

Niparnyta 1,2 mr 177 8,48 -1,48 57,51 95,3 -1,02
Niparnyta 1,8 mr 178 8,56 -1,48 53,71 94,9 -2,02
Mnaue6o 175 8,42 -0,54 28,11 98,5 0,60
[JopasaHHa fo meTdopmiHy (2,000 mr/geHb) + rnimenipugy (4 mr/geHs)

Niparnytua 1,8 mr 230 8,3 -1,33 53,11 85,8 - 1,81%*
Mnaue6o 114 8,3 -0,24 15,31 85,4 -0,42
IHCYNiH rnapriHt 232 8,1 - 1,09 45,81 85,2 1,62
[lofaBaHHs o iHriGiTopa SGLT25 + MeTdopMiH (=1500 Mr/feHb)

Niparnytng 1,8 mr 203 8,00 -1,02%** 54,8 ** 91,0 -2,92
Mnaue6o 100 7,96 -0,28 13,9 91,4 -2,06

* BinbLU BUCOKA e(heKTUBHICTb (P < 0,01) NpoTN aKTUBHOI O Npenapary NopiBHAHHSA.

** BinblU BUCOKa epeKTUBHICTL (p < 0,0001) NpoTy aKTUBHOIO NpenapaTy NopiBHAHHS.

*** BifblU BUCOKA edpeKTMBHICTb (p < 0,001) NpoTH aKTUBHOI O Npenapary NopiBHAHHS.

t He meHLwa epekTuBHICTb (p < 0,0001) NOPiBHAHO 3 aKTUBHWUM NPenapaToM NOPiBHAHHS.

1Bci naujieHTn.

2TonepeAHs MOHOTEpanist NepopabHAM LlyKPO3HUKYBA/IbHM 3aCO60M.

3MaLlieHTn Lo paHillie AOTPUMYBANUCS AiETW.

4 NocnimKeHHs 3 iHCYNiHOM rnapriHom 6yno BiAKPUTWM, | 10ro 103yBaHHSA NPU3HAYAN0CA 3riAHO 3 PeKOMEHAALIMU OO TUTPYBAHHS iHCYNiHY rnapriHy.
S[lofaBaHHs nikapcbkoro 3acoby BikTo3d® fo iHriGiTopa SGLT2 AocniayKyBanm B yCix 3apeecTpoBaHuX Ao03ax iHribiTopa SGLT2.

PekomeHAaLiT 3 TUTPYBaHHS iIHCYNiHY FNapridy:

CamoBM3HaUY€EHHS KOHLEHTpaL,iT F/I0KO3M B MNa3Mi KPoBi HaTlle | 36inblueHHs fo3un iHcyniHy rnapridy (MO)
< 5,5mmonb/n (< 100 mr/gn) LlinboBuit piBeHb [l03y He 3MiHIOBaTK

>55i<6,7Mmmons/n (> 100 i < 120 mr/gn) 0-2 MOa

= 6,7 mmonb/n (= 120 mr/an) 2 MO

aBianoBigHO A0 iHAMBIAYaNbHUX PEKOMeHAALIA AOCNIAHNKA, HaAaHUX Mij Yac NonepeaHbOro Bi3UTY, HaNpPUKag, 3aNeXHo Bif TOro, Yn cnocTepiranaca y nawieHTa rinornikemis.



Komb6iHauisi 3 iHCyNniHOM

MMig Yac KNiHIYHOro pocnimkeHHs TpmBanicTio 104 TxHI 57 % nauieHTiB 3 LyKpoBuM fiabeTom Il Tvny, AKi OTPUMYBA/IN NiKYBaHHA IHCY/NIHOM [AEr/NO4eK Y
MoeAHaHHI 3 MET(OPMIHOM, JOCArN LifiboBOro piBHA HbA 1. < 7 %, a peLuTa nauieHTIiB NPOLOBXU/IA yUaCTb Y BIAKPUTOMY LOCNIIKEHHI TPMBAMICTIO 26 TUXHIB, Npu
LbOMY M paHOMi30BaHO MpU3HaYaIM A0AATKOBE NiKyBaHHSA NiparnyTuaoM abo iHCyniH acnapT OAMH pa3 Ha AeHb (3 Halbinbwum npuilomom Ki). B rpyni
[OCNIIKEHHSA 3aCTOCYBaHHSA THCYNIHY AerfofeKk 3 iparnyTuaoM, f03Y THCYMIHY 3MEHLLMAN Ha 20 % 3 MeTOr MiHIMI3aLiT pu3nKy rinornikemii. JoaasaHHA
niparnyTnay cnpusno CTaTUCTUYHO BiNbLIOMY 3HMKeHHIO piBHA HbA. — 0,73 % y pasi npuitomy niparnytugy 1a — 0,40 % npy 3actocyBaHHI npenapary
nopiBHAHHA Ta Macu Tina — 3,03 npot 0,72 Kr BignosigHo. YacToTa BUNagKiB rinorfikemii (Ha 04HOro nmawieHTa MPOTAroM POKY 3aCTOCYBaHHS npenapaty)
CTaTMUCTUYHO BIpPOrifHO Gyna MeHLLOK Npy AofaBaHHI niparnyTuay y NOpPiBHAHHI 3 10AaBaHHAM IHCY/iHY acnapTy OAuH pa3 Ha AeHb (1,0 npotu 8,15; BiAHOLLEHHS:
0,13; 95 % Al: Big 0,08 go 0,21).

Y 52-TMXXHEBOMY K/IHIYHOMY AOCNIIKEHHI [0faBaHHA IHCYNIHY AeTemipy A0 niparnytuay nauieHtam, ski He AOCATrN LiNbOBOro PiBHA KOHTPO/IKO T/iKEMIT npu
NiKyBaHHI n1we niparnytnaom 1,8 Mr 1a MET(OPMIHOM, CNPUANO 3HWKeHHIO piBHA HbA 1. Ha 0,54 % Bij, 10ro No4aTKoBOI0 PiBHA MOPIBHAHO 3 TAKUM Y NaLieHTIB

KOHTPO/ILHOT Tpynn, AKi oTpumyBanu niparnytng 1,8 mr 1a MeTq@opMiH i Y SKMX 3HMKEHHS cTaHoBMNO 0,20 %. MNpy LUbOMY 3HVKEHHS Macu Tina 36epiranocs.
BiasHauanocs HesHauHe 36iNbLUEHHS KiNbKOCTI BUNafKiB nerkoi rinornikemii (0,23 npotun 0,03 Ha NawieHTOo-piK BignoBigHO).

Y pocnimkeHHi LEADER® (avB. nigpo3ain «BnauB Ha cepLEeBO-CYAUHHY CUCTEMY» HUXYe) 873 nalieHT OTpUMyBann MOMepefHbO 3MilLaHWui iHCYniH (3
nepopaibHUMK LIYKPO3HWKYBaIlbHUMW Npenapatamy abo 6e3 Takux) Ha noyvaTky Ta MpoTAroM MpuHaliMHi HacTynHUX 26 TwxkHiB. CepegHin piBeHb HbA . Ha
noyartKy cTaHoBMB 8,7 % npwu 3acToCcyBaHHI niparnytuay Ta nnaue6o. Ha 26-my TvxHi npubnvsHa cepefHa 3miHa piBHA HbA ;. cTtaHoBuna — 1,4 % ta — 0,5 % npw
3acToCyBaHHI niparnyTuay Ta nnaauebo BiAnoBiAHO, 3 OLIHOYHO Pi3HMLEH Y NiKyBaHHI — 0,9 [- 1,00; — 0,70] 95 %. Mpoinb 6e3neku niparnyTnay B KOM6iHaLii 3
nonepeAHbO 3MiLLIAaHUM iHCYNIHOM 3arasioM 6yB NOPIBHAHHWIA 3 TUM, LLIO CNOCTepiraBcs Npu 3acToCyBaHHI NMaue6o B NOEAHAHHI 3 NonepeaHbO 3MiLLAHUM IHCY/TIHOM
(amB. po3gin «IMobiYHI peakuii»).

[locBia niKyBaHHA NALIEHTIB 3 NOPYLIEHHAMMW (DYHKLIT HUPOK

Y nofggiitHOMy CninoMy AOCHiIKEHHI MOPIBHAHHS e(heKTMBHOCTI Ta 6e3nekun niparnytugy 1,8 mr Ta nnauebo npv gofaBaHHI [0 iHCYNiHY Ta/abo nepopaibHMX
LIYKPO3HWXYBa/IbHUX 3aCc00iB navieHTam 3 LyKposuM fiabetom Il Trny, 3 nopyLueHHAMN (YHKLIT HUPOK CepeAHbOT TSHXKKOCTI /liparnyTu nokasas Kpalli pe3ynbTarty,
HiX nnaue6o, LWofo 3HYXKeHHs piBHA HDbA 1. nicnsa 26 TUXKHeBOro flikyBaHHSA (BiAgnosigHO — 1,05 % npotu — 0,38 % BifnoBifHO). 3HAYHO GinbLue NauieHTIB LOCATN
piBHA HDA 1. HVXYe 7% npw 3aCTOCYBaHHI niparnyTuay nopisHAHO i3 nnauebo (52,8 % npotn 19,5 %). B 060X rpynax CrnocTepiranocb 3HWKEHHA Macu Tina: —2,4 Kr

npy 3acTocysaHHi niparnytngy npot —1,09 3 nnaue6o. BigHOCHUIA PU3UK PO3BUTKY FiNOrnikeMii y 060X TepaneBTUYHUX rpynax 6yB MOpiBHAHHWUM. poinb
6e3nekun niparnyTuay 6yB B OCHOBHOMY MOAiIGHMIA A0 TOrO, LLLO CNOCTepiraBca Mig vac iHWWX JOCNILKEHb iparnyTuy.

Mpu MoHoTepanii npenapatom BikTo3a® nauieHTiB, y fKnx A0 NiKyBaHHs piBeHb HDA . 6yB BuLle 9,5 %, BiAMiUeHO 10r0 cepefHE 3HMKEHHS Ha 2,1%, a npu
KOM6IHOBaHOMY fiKyBaHHiI — Ha 1,1-2,5 %.

YacTka nauieHTiB, y AKX 3HWU3UBCA piBeHb HbA .

MoHoTepania niparnyTMaom 3abesnevyBana CTaTUCTUYHO 3HauyLLe BifbLLy YacTKy MaLieHTiB, AKi gocarany nokasHuka HbA 1. < 6,5 % Ha 52-My TWXXHi NOPIBHAHO 3
nauieHTamu, sKki otpumyBanu rnimenipung (37,6 % y pasi 3actocyBaHHst fo3mn 1,8 mr i 28,0 % y pasi 3acTocyBaHHS f031 1,2 Mr npotu 16,2 % npu 3acToCyBaHHiI
npenapary rnopiBHAHHS).

Mpy NiKyBaHHI NPOTArom 26 TWXXHIB NiparnyTuaoM Y MOEAHaHHI 3 MEeT(OPMIHOM, riMenipuaomM, 3 METPOPMIHOM i pO3Wr/iTa3oHOM abo 3 iHribitopom SGLT2 +
MET(OPMIHOM BiAMIYEHWUI CTATUCTUYHO AOCTOBIPHO OiNbLUMIA BIACOTOK MauieHTiB, y AKX piBeHb HDA;. cTtaB < 6,5 % MOpIiBHAHO 3 MOHOTepaniel LMK
npenaparamu.

PiBeHb rNHOKO3M B Nna3mi KPoBi HaTLLe




NikyBaHHA niparnyTnaoM Ta oro Kom6iHauieto 3 og4HMM abo BOMa NepopaibHUMK aHTUAIabeTUYHUMI MpenapaTaMu NPU3BOAWIO0 L0 3HWXXEHHS PIBHSA [/HOKO3U B
nnasmi KpoBi Hatwe Ha 13 — 43,5 mr/an (0,72 — 2,42 Mmonb/n). Take 3HKEHHS CNOCTepiracTbCa NPOTAroM NepLumnx 2 TVHKHIB NTiKyBaHHS.

PiBeHb rnoKo3u B nnasmi KpoBi nicas npunomy ki

NiparnyTng 3H131B piBeHb KO3 B NAa3Mi KpoBi Nicns BCix 3 AgeHHUX npuiiomis ki Ha 31 — 49 mr/gn (1,68 — 2,71 mmons/n).

PyHKUiA 6eTa-KNiTUH

Y pesynbTati KNiHIYHWUX [OCAIMKeHb niparnyTuay Ha MigcTasi JaHWX, OTPUMAaHWMX 3a JOMOMOrOK OLIHKM romeoctasy mogeni (yHKUiT 6eTa-KniThH, | 3HaYeHb
BiIHOLLEHHA MPOIHCYNiH/iHCYNiH BYB 3p06MIEHNIA BUCHOBOK NPO MOMIMNLLEHHS ()YHKLiIOHANbHOrO CTaHy 6eTa-KniTuH. licns nikyBaHHS niparnyTnaoMm Npotarom 52
TWXXHIB Y Ipyni NauieHTIiB 3 LyKposuM giabetom Il Tuny (n = 29) 6yno BigMIYEHO NOMINLLIEHHS NepLUOT i APYroi (a3 cekpewlil iHCYNiHY.

Maca Tina

Mpwn nikyBaHHI NiparnyTMaoM y Kom6iHauii 3 MeT(opMiHOM, MeT(OPMIHOM i rnimMenipugom, MeT(OpMIiHOM i Po3uUrniTasoHoM abo iHri6iTtopom SGLTZ2, 3
MeTdopMmiHOM i 6e3, nauieHT cTabinbHO BTpavanu Big 0,86 fo 2,62 Kr macK Tina NopiBHAHO 3 nnauebo.

BifnbLU BUpaXXeHe 3MeHLLEeHHSA Macy Tifla CrocTepiranocs y nayieHTiB 3 BULLMMUY NOKa3HMKaMKM iHAEKCY Macy Tifia o NoYaTKy NiKyBaHHS.

Bname Ha cepLeBo-CyauHHY CUCTEMY

PeTpOCNeKTUBHMWIA aHani3 Cepilo3HUX HebaKaHUX CepLeBO-CYAMHHI Nogii (CMepTb Bif CepLeBO-CYAMHHOT NaTonoril, iHPapKT Miokapaa, iHCy/bT) NMPOTArom BCiX
cepefHbO Ta AOBroTpMBanuX docnimpkeHb 2 i 3 da3n (TpuBanicTio Big 26 ao 100 TWXKHIB), B AKX 6pann yyacTb 5607 nauieHTiB (3 Akux 3651 oTpuMyBaiun
niparnytva), rnokasaB BIiACYTHICTb MiABULLEHHS PU3MKY CEPLEBO-CYAMHHUX sBULY [YacToTa Bunagkie 0,75 (95 %) Al (gosipuwnii iHTepsan) 0,35; 1,63] npw
3aCToCyBaHHI fiparnyTnay y NopiBHAHHI 3 yciMa npenapaTamy NOPIBHAHHS.

JlocnimkeHHs BNAMBY i Aii niparnyTuay Ha CepLEeBO-CyAUHHY cucTeMy npu Lykposomy fAiateTi (LEADER®) — ue 6araToueHTpoBe nnaLe60-KOHTPObOBaHe
nofgiiiHe cnine KniHiuHe gocnimpkeHHa. 9340 nauieHTiB y BMNaKOBOMY MOPSALKY OTpuMmyBanu niparnytug (4668) abo nnauebo (4672) sK [OMOBHEHHS [0
CTaHAaPTHOr 0 NiKyBaHHS, CPSMOBaHOI0 Ha 3HMWKeHHs HDA 1 i (DakTopiB pU3KKY CepLeBo-CyANHHIX 3aXBOPIOBaHb. MepBUHHNIA pe3ynbTaT abo XXUTTEBUIA CTaTYC Ha

KiHeub AocnifpkeHHs Oynu Bigomi y 99,7 % Ta 99,6 % paHAOMI30BaHMX NaUieHTIB, L0 OTpuMyBaau niparnytug abo nnauye6o BignosigHO. TpuBanicTb
CMOCTEPEXEHHS CTaHOBMMA MiHIMYM 3,5 pOKy i MakcumyM 5 pokiB. JocnifXeHHs BKOYano nawieHTiB BiIKOM = 65 pokiB (n = 4329) i = 75 pokiB (n = 836) Ta
nauieHTiB 3 nerkumu (n = 3907), noMipHumy (N = 1934) abo THKKUMK (N = 224) nopyLUeHHAMW (YHKLIT HUPOK. CepefHii BiK NauieHTiB CTaHOBMB 64 poku, a
cepefHii iHaekc Macy Tina 6yB 32,5 kr/m2. CepefHs TpMBaNiCTb 3aXBOPHOBaHHSA Ha AiabeT cTaHoBMNa 12,8 poky.

MepBMHHOIO KIHLEBOK TOYKOK OYyB Yac Bif paHfoMi3auil 40 MepLioro po3BUTKY OyAb-SKUX CEPUO3HUX HECMPUATIMBUX cepueBo-cyanHHuX ssuw, (MACE):
CepLLeBO-CYANMHHOT CMePTIi, HeNeTaslbHOro iH(apKTy Miokapaa abo HeneTanibHOrO iHCYNbTY. JliparnyTug 6yB Kpalimm y npoginakTuli Cepino3HnX HecrnpusTInBMX
CEpLEBO-CYANHHUX SIBULL, Y MOPIBHAHHI 3 nnaue6o (Man. 1). OuiHOYHMIA pU3MK GYB NOCTIAHO HMKYMM 1 ANA BCiX 3 KOMMOHEHTIB CEPO3HUX HECNPUATANBUX
CepLEeBO-CYANHHUX SBULL,

NiparnyTng TakoX CYTTEBO 3MEHLUMB PU3MK PO3BMTKY OaraTbOX CEPrO3HMX HECMPUATAMBUX CepLEBO-CYyANHHUX siBul, (nepBuHHMX MACE, HecTabinbHOT
CTEHOKapAiT, Wo B1UMarae rocnitanisauii, KOpoHapHOT peBacKynsipu3alii abo cepueBoi HeOCTaTHOCTI, WO NoTpebye rocnitanisauir) Ta iHWWUX BTOPUHHMX KIHLEBUX
TOYOK (Ma. 2).
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ManoHoK 2. ®opecT-fiarpaMa aHaniay iHauBIiAyanbHUX CepLEBO-CYAUHHUX ABULL, — nonynsuis FAS

Mpwn 3acTocyBaHHI niparnyTuay Ha AOAATOK 4O CTaHAApPTHOrO /iKyBaHHA CMOCTepiranocs 3HayHe i CTiliKe 3HWKeHHs piBHA HDA . Big noyatky g0 36 MicAUIB Y MOPIBHAHHI 3
nnaue6o (- 1,16 % npotn — 0,77 %; ouiHOYHA pi3HUUA B MeTogax nikyeBaHHS — 0,40 % [- 0,45; — 0,34] ). MNpw 3acTocyBaHHiI niparnytTuay y nopiBHAHHI 3 nnaue6o, Ha 48 %
3MeHLLYyBanacb HeoOXifAHICTb IHTEHCM(iKaLiT NiKyBaHHS iHCYNIHOM Y NauieHTiB, AKi paHiwe He 3acTocoByBa/u iHcyniH (BP 0,52 [0,48; 0,57]).

ApTepianbHuil TUCK | YacTOTa CepLEeBNX CKOPOUYeHb

MpoTsarom pocnigkeHb hasn 3a niparnyTug 3HWKYBaB CUCTONIMHWIA apTepianbHWil TUCK Y cepeaHboMY Big 2,3 A0 6,7 MM PT. CT. Bif BUXiAHOIO PiBHA Y MOPIBHAHHI 3 aKTUBHUM
npenapaTomM NOPIiBHAHHSA, NPU 3aCTOCYBaHHI AKOr0 3HUXeHHS cknano 1,9 — 4,5 mm pT. CT.

Mig yac TPMBAMX KNiHIYHMX AOCNiMKeHb, BKIoYaoum LEADER®, niparnyTuj He3HauHO MifBuLlyBaB YacToOTy CEpPLIEBUX CKOPOUEHb Bif MOUATKOBOIO PiBHSA Ha 2 — 3 yaapy Ha
XBUNMMHY. Y gocnigpkeHHi LEADER® He 6yno BUSIBNIEHO [AOBrOCTPOKOBOFO KiHIYHOrO BM/MBY NifABULLEHHS YaCTOTM CEPLIEBMX CKOPOUEHb Ha PU3VK PO3BUTKY CEPLIEBO-CYANHHUX
nogin.

OuiHKa MiKpoBaCcKynspHMUX 3axXBOpoBaHb

Y pocnimkeHHi LEADER® MikpoBacKynsipHi fBMLLa BKKOUanM Hed)ponarTito i peTuHonaTito. AHani3 NPOMiXKKY uacy 10 PO3BUTKY MEpLIOro MikKpoBacKynspHOro siBulla npu
3aCTOCyBaHHi niparnytuay y nopiBHAHHI 3 nnauye6o nokasas BP 0,84 [0,73, 0,97]. BP y pasi 3acTocyBaHHA niparnytuay nopisHaHo 3 nnaue6o ctaHosus 0,78 [0,67, 0,92] ans
PO3BMTKY NepLLOro Bunaaky Hetponartii i 1,15[0,87, 1,52] ans po3BUTKY NepLIOro BunagKy peTmHonarii.

IMyHOreHHICTb

Y 3B’A3Ky 3 MOTEHUiNHUMM iIMYyHOreHHUMW BNaCTUBOCTAMW NiKapCbKMX MpenapaTis, WO MICTATb 6ifKKM abo nentuaun, nNpw nikyBaHHI NiparnyTUaoM Yy NauieHTiB
MOXYTb YTBOPIOBATMCA aHTUTINA A0 niparnytugy. BoHn 6ynu BuseneHi B cepefHboMy Y 8,6 % nNauieHTiB. YTBOPEHHA aHTUTINI He MPUBOAWMO O 3HMKEHHS
eheKTMBHOCTI fliparnyTugy.

AiTn

Y MOABINHO CMiNOMY AOCMIMKEHHI MOPIBHIOBANM e(heKTVBHICTb i Ge3MeKy 3acTOCyBaHHS NiKapcbkoro 3acoby BikTo3a® 1,8 Mr Ta nnaue6o i3 JofaBaHHAM [0
MeTOPMiHY + iHCYNiHy nigniTKam Ta AiTam Bikom Big 10 pokiB 3 LykpoBuM Aia6eTom Il Tuny. Micns 26 TUXKHIB NiKyBaHHSA NiKapCbKUM 3ac060M BikT03a® GinbLL

edekTMBHO 3HMXYyBaBcs piBeHb HDA. (- 1,06 [-1,65, 0,46]), HXX npu 3acTocyBaHHi nnauebo. Llle uyepes 26 TWXHIB NiKyBaHHA Y BIAKPUTOMY [OLATKOBOMY
AOCNi[KEHHI pisHULSA MiX piBHAMYU HbA 1. cTaHoBMNa 1,3 %, W0 NiATBEPAKYE CTiliKnA KOHTPONb rNikemiT nikapcbknm 3aco6om BikTo3a®.

EcbeKTUBHICTb Ta Npodinb 6e3neku NikapcbKoro 3acoby BikTo3a® aHanoriuHi crnocTepexyBaHUM Y [OPOCAUX, AKi OTPUMYBaIN NiKyBaHHSA NiKapCbKUM 3aC060M
BikT03a®. 3anexHo Bif afieKBaTHOro KOHTPO/IHO rNikemii a6o nepeHocumocTi 30 % Cy6’eKTiB JOCNIPKEHHS NPOJOBXKYBaN NiKyBaHHA y A03i 0,6 Mr, 17 % — o3y
36inbwmnm fo 1,2 mr, a 53% — fo3y 36inbwmnn go 1,8 mr.

IHWI KNiHIYHI AaHi

Y BiIKpUTOMY AOCAIAKEHHI NOPIBHIOBAIM eieKTUBHICTL | 6e3neKky niparnytugy (1,2 mr ta 1,8 Mr) Ta cutarnintuny (iHriitopy aunentuamnnentungasv — 4, 100 mr)
Mpw NiKyBaHHI XBOPUX, Y AKUX HE [AOCATHYTO Ha/IEXXHOIO KOHTPO/IIO IMiKeMiT MpW 3aCTOCyBaHHI MET(OPMIHY (CepefHii piBeHb HbA . = 8,5 %). MNicna 26 TUXHIB
NiKyBaHHA 06MABI A031 niparnyTuay CTaTUCTUYHO BIPOTigHO Bifbll e(heKTMBHO 3HWKYBaM piBeHb HbA . (- 1,24 % T1a - 1,50 %), Hix cuTarnintud (0,90 %,

P<0,0001). ¥ xBopuX, KX NiKyBanu niparnyTuaoM, Bif3HaueHo 6inbLll 3HauYHe 3HVKEHHA Macu Tina (- 2,9 Kr i - 3,4 Kr), HiXXK Npu nikyBaHHi cuTtarnintuHom (- 1,0
Kr, p <0,0001). TumyacoBa Hyfi0Ta YacTille crocTepiranacs y XBopux, aKi ogepxxysanu niparnytung (20,8 % i 27,1 %), nopiBHAHO 3 cutarninTuHom (4,6 %). binbLu
3HayHe 3HMKeHHSA piBHA HDA 1., WO criocTepiranoca yepes 26 TVXHIB NliKyBaHHA niparnytugom (1,2 mr 1a 1,8 mr), 36epiranocs i nicns 52 TwxHis (- 1,29 % T1a - 1,51

%) nopiBHAHO i3 cutarninTuHom (- 0,88 %, p < 0,0001). MepeBeAeHHs XBOPUX NIicNA 52 TUXKHIB NiKyBaHHSA CUTarNinTUHOM Ha fliKyBaHHSA niparnyTuaom (1,2 mr Ta
1,8 Mr) crnpusano NoAa/IbLLOMY CTaTUCTUYHO BIPOTiAHOMY 3HVKEHHIO piBHA HDA 1, ke Ha 78-My TWxHI cTaHoBWMO - 0,24 % i - 0,45 % (95 % Al: - 0,41 % - 0,07 %



Ta- 0,67 % - 0,23 %), ane npu Lbomy 6yna PopmasibHO BIACYTHA KOHTPO/IbHA rpyna.
Y BIAKPUTOMY [OOCMIMKEHHI 3a Y4yacTHO XBOpPUX, Y SKUX He Oyno [OCArHYTO Ha/IeXXHOr0 KOHTPOMK [AiKeMii npu NikyBaHHI MeTgopmiHOM Ta/abo
CYNb(OHINCEYOBMHOK (CepefHiit piBeHb HbA . = 8,3 %), nopiBHOBanM edeKTUBHICTb i Ge3neyHicTb 3actocyBaHHA niparnytugy 1,8 mr (1 pa3 Ha foby) i3

3acTtocyBaHHAM ek3eHatuay 10 MKr (4Bidi Ha Jo0y). [icna 26 TWXKHIB iKYBaHHA NiparayTua CTaTUCTUYHO BipOrigHO 6inbLL eeKTUBHO 3HMXKYBaB piBeHb HbA ¢ (-

1,12 %), Hixx ekceHaTug (- 0,79 %), po3paxyHKOBE PO3XOMKEHHS MiDK FpynaMu ctaHoBuso - 0,33 % (95 % Al: - 0,47 % - 0,18 %). KinbKiCTb XBOPUX, Y AKUX PiBEHb
HDbA 1. cTaB Huxu4e 7 %, 6yna JOCTOBIPHO 6inblua cepen TUX, XTO OTpMMyBaB niparnytung (54,2 %), nopiBHAHO 3 ek3eHaTuaoMm (43,4 %, p = 0,0015). Mpu 060x
MeToZax NiKyBaHHA Maca Tifia XBOPUX 3MeHLUMMaca y cepefHbOMy Ha 3 Kr. lepeBefeHHA XBOPUX Micns 26 TWXKHIB fliKyBaHHSA €K3eHaTWAOM Ha fliKyBaHHs
niparnyT1aom Crpysano oAaTKOBOMY i CTAaTUCTUYHO BiPOriAHOMY 3HVXEHHIO piBHA HDA 1., fike Ha 40-My TWXXHI cTaHoBunOo - 0,32 % (95 % Al: - 0,41 % - 0,24 %),

ane npu upomy 6yna (popMasibHO BifCYTHA KOHTPO/bHA rpyna. MpoTaroM 26 TUXKHIB NiKyBaHHA NiparnyTuaom y 235 XBOpuX BUHUKNO 12 cepio3HMX YCKNagHeHb
(5,1 %), a Npun NiKyBaHHiI eK3eHaTUAOM — 6 CEPO3HMX YCKNagHeHb (2,6 %) y 232 xBopux. He 6yno BUABAEHO YITKOro po3noginy UMx yCKnagHeHb 3a cucteMamu
opraHis.

Y BIAKPUTOMY AOCHIIKEHHI, Y AIKOMY MOPIBHIOBaN epeKTUBHICTb Ta 6e3neky niparnytugy 1,8 mr i nikcmseHatugy 20 MKr y 404 nauieHTiB, SKi He gocaranu
KOHTPO/IO riikeMiT npy Tepanii MeTopmiHoM (cepenHiin piBeHb HbA 1. 8,4 %), niparnytug 6yB 6ibLu eeKTUBHUM 3a NIKCU3EHATU WOAO 3HUXEHHSA piBHA HDA 1.

nicng 26 TWXHIB nikyBaHHA (— 1,83 % npotn — 1,21 %, p < 0,0001). 3HauHO 6Ginblue nauieHTiB gocarnn HbA . HK4Ye 7 % npu 3acTocyBaHHI niparnyTugy
MOPIBHAHO 3 nikcuseHaTuaom (74,2 % npotu 45,5 %, p < 0,0001), sk i HbA4. He Ginbwe 6,5 % (54,6 % npotn 26,2 %, p < 0,0001). 3HMKEHHA MacuK Tina

crnocTepiranocs B 060x rpynax nauieHTiB (- 4,3 Kr 3 npu 3acTocyBaHHi niparnytuay i — 3,7 Kr npu 3acTocyBaHHI NikcuseHatuay). MobivHi edekT 3 60Ky
LLNYHKOBO-KMLUKOBOIO TPAKTY YacTille BUHUKa/IM Y NaLieHTIB, Wo oTpumyBann niparnytug (43,6 % npotn 37,1 %).

PapmakoKiHe TuKa

Abcopbuis

Micna MigWKIipHOro BBeAEHHA niparnyTug abcopbyeTbCa MOBINIbHO, MaKCUMaibHa KOHLEHTpaLis focAraeTbcs vepe3 8-12 roguH. Iicnd niAwKipHOro BBefeHHS
04HOpa3oBoi Ao3mn 0,6 Mr niparnyTngy MakcuMasbHa KOHUeHTpauisa ctaHoBuna 9,4 HMonb/n (cepefHs maca Tina 6/M3bKo

73 Kr). Iicns BBeAeHHA 1,8 Mr niparayTuiy Moro cepefjHs PiBHOBaXKHA KOHLUEHTpawis (AUC; j24) focarana npubnnsHo 34 HMonb/n (cepeHsa Maca Tina 61n3bKo 76

Kr). Ekcnosuuis niparnytuay 3MeHLWyeTbes No Mipi 36i/bLUeHHs Macy Tina. Ekcnosuuis niparnytugy 36inswysanacs NponopLiiHo 403i. Y 0fHOr0 i TOro X naujieHTa
KoeiLieHT Bapiayii 3Ha4eHHsA AUC nicns 04HOpa30BOro BBeAeHHA niparnytuay ctaHoBuB 11 %.

A6CconoTHa 6i0A0CTYMHICTb fiparnyTugy nicns NigWwKipHOro BBeAeHHA CTaHOBUTb

npnéamsHo 55 %.

Posnogin

Bugumunin 06’em posnoginy nicnd nigwkKipHoro BeefeHHA cTaHOBUTL 11-17 n. CepefHiii 06’em po3noginy nicns BHYTPILUHLOBEHHOrO BBEAEHHS NiparnyTuay
ctaHoBUTb 0,07 n/Kr. JliparnyTung eKCTEHCUBHO 3B’A3YETbCA 3 Ginkamu nnasmu Kposi (> 98 %).

MeTaboniam

MpoTarom 24 rofguH nicns 04HOPa30BOro BBEIEHHS [03M PalioakTMBHO MiueHoro [3H]-niparnyTuay 340p0BUM A06POBONbLAM OCHOBHUM KOMMOHEHTOM B M/a3Mi
KpOBi O6yB He3MiHeHWUIA niparnyTud. Y nnasmi KpoBi Oynun BUSIBNEHI B HE3HAYHIN KinbKoCTi ABa MeTabonith (£ 9 % i £ 5 % 3aranbHOi eKCno3uLii pagioakTMBHOCTI
nnasmu). Nliparnytng MeTabonisyeTbCs TMMM X LUASXaMK, WO i BenWKi 6inku. CneuiasibHOro opravy, B AKOMY 3[iCHIOETbCA OCHOBHUIA LLNAX efliMiHaLii, BUSBNEHO
He 6yno.

EnimiHauis



Micns BBefieHHs A03un [3H]-niparnyTuay B cedi i Kani He 6y10 BUSB/IEHO HE3MIHEHOTo niparnyTuay. TiNbK1 HEBEIMKA YaCTKa KOHTPO/IbOBAHOT PaflioaKTUBHOCTI, LU0
EKCKPeTYETbCA Y BUMNAAI MeTaboniTie, 3B’3aHUX 3 fiparnyTuaomM, 6yna suseneHa B cedi (6 %) i kani (5 %). PafioakTVBHICTb 3 CEYED i KaloM B OCHOBHOMY
eKCKPeTYETbCS NPOTAroM nepLumx 6 — 8 fi6 y BUrnsaLi Tpbox MeTaboniTiB y He3HaUHIN KifibKOCTi BiANOBIAHO.

[icna ofHOPa30BOro MiALIKIPHOIO BBEAEHHS NiparnyTuay CepefHe 3HAYeHHS KNipeHCy CTaHOBUTL MpubnunsHo 1,2 n/rof, TpuBanicTb nepiofy HaniBBUBEAEHHA —
npuonn3Ho 13 roguH.

Oco6/mBi rpynu nauieHTIB

MauieHTV NiTHLOro BiKy. Ha nigcTaBi AaHuX 3 AOCNIKEHHS (PapMaKOKIHETMKM Y 340P0BMX A0OPOBO/LLIB i (DapMaKOKIHETUYHOIO aHai3y rpynu NawyieHTiB BiKOM
Bif 18 go 80 pokiB 6yB 3p061EHMNIA BUCHOBOK, L0 BiK He BUAB/ISIE KNIHIYHO 3HAYYLLOMO B/IMBY Ha (hapMaKOKIHETUKY niparnytuay.

CTatb. Ha nigcrasi faHuX (hapMakoKIHETUYHOIO aHani3y nonynaAuii nawieHTiB YOM0BIYOT | XKIHOYOT CTaTi, @ TaKoX (DapMaKOKIHETUYHOIO JOCNIIKEHHS Y 3[40POBUX
[06p0BO/bLIB 6yB 3p06/IEHNIA BUCHOBOK, LLLO CTaTb HE BUAB/AE ICTOTHOMO KNiHIYHOIO BN/MBY Ha (hapMakOKiHETUKY niparnytuay.

ETHiuHe noxoa>KeHHs. Ha nifcTasi aHnX (hapmMakoKiHETUYHOrO aHani3y rpynu nawieHTiB eBPONeoifHOI, MOHIOM0I4HOT i HerpoigHoI pac 6yB 3p061eHNIA BUCHOBOK,
LLLO ETHIYHE NOXOMKEHHS He BUAB/SE BYAb-AKOr0ICTOTHOIO KNIHIYHOMO BNAMBY Ha PapMaKOKIHETUKY fliparnyTuay.

O>KMpiHHA. 3a gaHuMK (hapMakKOKIHETUYHOrO aHanisy nonynauii, BeNMymMHa iHAEKCY Macu Tina He BUSBNSAE  ICTOTHOrO BM/IMBY Ha 3HAYEHHSA MOKA3HUKIB
(hapMaKOKIHETVKYM niparnyTuay.

MMopyLUeHHs PYHKLIT neYiHkn, PapMakoKIiHETUKY niparnyTuay AOCNiIKYBann Y MNauieHTiB 3 Pi3HUM CTyreHem MopyLUeHb QYHKLIT NeYiHKM B XOA4i AOCNIIKEHHS 3
0[HOPAa30BO0 [103010. By0 NoKasaHo, WO Y NaLieHTIB 3 IETKUMW | MOMIPHUMW MOPYLLUEHHAMU (DYHKLUIT MEYIHKN eKCMOo3uULia niparnyTuay sHmKysanaca Ha 13 — 23%
MOPIBHAHO 3i 340POBUMYW AOOPOBO/LLAMM.

Y nauieHTiB 3 TAXKKMMI NOPYLLEHHAMMN hYHKLUIT nediHkm (> 9 6aniB 3a knacudikauieto Yaiinga — M°10) ekcnosumuis 6ynaictoTHO Hxkya (44%).

MopyLeHHs dyHKLUIT HUPOK. EKcrnio3uuisa niparnytugy 6yna 3HkeHa y NauieHTiB 3 NOpyLUeHHAMU PYHKLIT HAPOK MOPIBHAHO 3 0C06aMy 3 HOPMa/IbHOK (DYHKLLIEHD
HUPOK. Y nauieHTIiB 3 NerkMMu nopyLueHHAMN (KnipeHc kpeaTuHiHy 50 — 80 m/xB) BOHa 3HMXKyBasiacs Ha 33 %, 3 MOPYLUEHHAMW NOMIPHOT TSXKKOCTI (KnipeHe
KpeaTuHiHy 30 — 50 mMn/xB) — Ha 14 %, 3 THXKUMU NopyLleHHAMU (KnipeHC KpeaTuHiHy < 30 MA/XB) — Ha 27 %, a Ha KiHLEeBUX CTafisX 3aXBOPHOBaHb HUPOK, L0
BUMaratoTb NPOBeAEHHS Aianidy, — Ha 26 %. AHa/ONYHO B 26-TVDKHEBUX KNIHIYHUX LOCNIMKEHHAX Y NaUieHTIB 3 LyKpPoBMM fiabeTom Il TNy, 3 NOpyLUEHHAMN
(OYHKUIT HUPOK (KnipeHc KpeaTuHiHy — 30 — 59 mn/xB, AUB. po3fin «PapMakoamMHamiKa») eKCrnosuLia niparnytniay 3Husunacs Ha 26 % nopiBHAHO 3 navieHTaMu 3
LyKpoBuM giabetom Il Trny, 3 HOPMabHOK PYHKLIE HAPOK ab0 3 NOPYLLEHHAMMW NIEFKOr0 CTYMEHS.

[iTn. ®apMakoKiHETUYHI BNaCTUBOCTI BUBYA/INCA Y KNIHIYHUX AOCNIMKEHHAX Y AiTei 3 Lykposum giabetom Il Tuny Bikom Big 10 pokis. EKcriosuuis niparnytuay y
nigniTKIB Ta AiTei Bignosifana ekcnosuuii y opocanx nauieHTiB.

NOKNiHIYHI AaHi 3 6e3neKu

[JOKNiHIYHI faHi, oTprMaHi Ha 6a3i TpaguLiHUX JOCNifXKeHb 3 papMakonorii 6e3nekun, TOKCUMYHOCTI MOBTOPHMX A03 npenapaTy abo reHOTOKCUYHOCTI He BUSIBU/IN
0CO6NMBOTr0 PU3MKY ANSA NHOAVHN.

HenetanbHi NyxnuMHU C-KNITUH LWMATOBUAHOI 3a/1031 OyNn BUSIBNEHI Y LYPIB | MULLEN Y XOAi 2-PiYHNX AOCNIMKEHb KaHLEPOreHHOCTI. Y WypiB He 6yno
BUABNEHO 361/IbLLUEHHSA YaCTOTU BUHUKHEHHS ab0 TAXKOCTI HECNPUATANBUX e(IeKTiB. Y MaBrM, WO OTPUMYBAIN NiKYyBaHHA NPoTArom 20 MICALIB, TaKUX MyX/IMH He
BUSABMEHO. [MyX/IMHW Yy TPU3YyHIB 00YMOBNEHI HEreHOTOKCUYHUM cneuudivHmum TIM-1-peuenTop-onocepesKoBaHVM MexaHi3MoM, [0 AKOro YaCTKOBO YYT/MBI
rPU3yHW. 3HaUYyLLICTb LbOro MexaHi3My y Ntofei oCTaTHbO HM3bKa, afie He MOXKe OyTI NOBHICTIO BUKNKOYEHA. PO3BUTKY iHLUMX NYyXAWH NPW NiKyBaHHI NpenapaTom
BikT03a® He BMABNEHO.

Y Xofi eKCrepuUMeHTIB Ha TBapurHax He Byno BUABNEHO NPAMOTO LUKIANMBOIO BM/MBY Ha (hepTU/bHICTb, NPOTe NPU BBEAEHHI HaBULLMX [03 Bi3Ha4an0cq He3HauHe
MigBULLEHHS paHHbLOI eMOpIOHaIbHOI CMepTHOCTI. BBefeHHs npenapaty BikTo3a® B mepiof CepeAuHU BariTHOCTI CMPUYMHANO 3HVKEHHS Macu Tina marepi,
YMOBINIbHEHHA POCTY MN0Aa 3 HEe3’sICOBaHWM BM/IMBOM Ha PO3BUTOK pebep Y LUypIiB i CKeneTa y Kponukis. Mpu BBefeHHI npenapaty BikTto3a® Bifg3HayeHO




YNOBI/IbHEHHSI POCTY HOBOHAPOMKEHUX LLYPIB, WO 36epiraeTbCa B Mepiof Big/lyyeHHS Bif rofdyBaHHS MOJIOKOM Yy Fpyni NpuitoMy BMCOKOI A03M1. 3a/ULLIAETLCS
HEACHWUM, YW YMOBI/IbHEHHA POCTY HOBOHApPOMKEHMX LLYpPiB 06YMOB/EHE 3HVKEHHSIM CMOXMBAHHA HUMW MOJIOKa B pe3ynbTaTi npsmoro snavsy [TIM-1, un
3MEHLLEHHSIM MOJI0Ka Y MaTepi, WO 06YMOBNEHO 3HXXEHHAM KafIopinHOCTI CNOXMBAHOT XK.

KniHIYHI XapaKTePUCTUKWN.

Noka3aHHA.

MpenapaT BikT03a® 3aCTOCOBYHOTb A5 NiKYBaHHA HEOCTaTHLO KOHTPO/IbOBAHOIO LIyKPOBOro AiabeTy Il Tuny y gopocnux, NigniTkis Ta gitei Bikom Bifg 10 pokKiB K
[IONOBHEHHSA A0 AIETH Ta (PI3NYHUX BMPaB:

- Y MOHOTepanii, Konu 3aCToCyBaHHA MeT(OPMIHY BBAXXAETLCA HEAOLiTbHUM Yepe3 HernepeHOCUMICTb ab0o NMPOTUMOKA3aHHS;

- Y KOMOIiHaLii 3 iHWMMK 3acob6amu A1 NiKyBaHHA aiabeTy.

Mpo pe3ynbTath LOCNiIKEHb 3aCTOCYBaHHS Y KOMOGiHaLiT 3 iHWMMKX 3acobamu, BNAMB Ha KOHTPO/b FNiKeMii Ta CepLeBO-CYAUHHI NOAIT, @ TaKoX MPo AOCNiLKeHi
nonynsaui’ AMBMCH y posainax «OcobAnBOCTI 3aCTOCYBaHHS», «B3aemogist 3 iHLIMMK NiKapCbKNUMKM 3acobami Ta iHLLI BUAM B3aEMOAiNn» Ta «PapmMakogmHaMika.

lMpoTnnoKasaHHS.
MigBuLLEHA YYTAMBICTb [0 aKTUBHOT Pe4OBMHM ab0 A0 IHLLIMX KOMMOHEHTIB Npenapaty, SKi BKasaHi Yy CUCKY AONOMIXHUX PeYOBUH.

B3aemogisi 3 iHLLIMMW NiKapCbKUMM 3ac06aMu Ta iHLI BUAW B3aEMOSINA.

In vitro niparnyTva NpoAeMOHCTPYBaB AY>Ke HU3bKWUIA MOTeHLian BNAMBY Ha (DapMaKOKIHETUKY IHLINX aKTUBHUX Cy6CTaHL,iin, 06MiH IKMX MOB’A3aHWI 3 LLUTOXPOMOM
P 450, @ TAKOX 3B’A3yBaHHA 3 GisIKaMy Nna3mu Kposi.

NiparnyTng CNpUYMHIOE HEe3HauyHy 3aTPUMKY BUMOPOXKHEHHS LUYHKA, WO MOXe Br/IMHYTU Ha BCMOKTYBaHHA MpenapatiB, L0 3aCTOCOBYHTbHCA OAHOYACHO
BHYTPILWHLO. [OCNIMKEHHA LOAO B3aEMOAIT He mokasanm Oy/fb-AKOro KMiHIYHO 3Ha4yLLOoro yrnoBilbHEHHA BCMOKTYBaHHS | TOMY KOpeKLUis 403u He noTpibHa. Y
[esKX MaujieHTiB, sKi oTpumyBanu npenapaT BikTo3a®, 3apeecTpoBaHuii LiOHaMeHWe 1 BMMAAOK TSXKKOI Aiapei. [liapes MOXKe MopyLlyBaTU BCMOKTYBaHHS
NiKapcbKnx 3aco6iB, L0 0AHOHYACHO NPUAMAOTLCSA BHYTPILLHbLO.

BaphapuH Ta iHLWi NOXiAHI KyMapuHy

JocnipkeHb NiKapcbKOT B3aEMOAIT He npoBoauan. KiHIYHO 3Hauylly B3aEMOAi0 3 aKTUBHOK CYOCTaHLIE, WO MA€E HM3bKY PO3YMHHICTb abo BY3bKWUiA
TepaneBTUYHUIA IHAEKC, SK Bap(apuH He MOXHa BMKMOUMTW. Ha noyaTky NikyBaHHSA niparnyTuaoM Yy MauieHTiB, SKi OAepXytoTb BaptapuH abo iHLWI NoXigHi
KyMapuHy, PEKOMeHYETLCA NPOBOANUTM YacTilMiA KOHTPob MHC (MiXKHapogHOro HopMasli3oBaHOr 0 CNiBBiJHOLLIEHHS).

MapaueTamon

Niparnytg He 3MiHIOBaB 3ara/bHOI €KCNO3ULii napaueTamony nicis BBeAeHHS 0A4HOopa3oBol fo3v 1000 Mr. MakcumasibHa KoHueHTpauis napauetamony (Crax)
3HMXKyBanaca Ha 31 %, a 4Yac AOCArHEHHA MaKCUMaslbHOI KOHLEHTpauil (tmax) 36inblwysasca [0 15 xBuaunH. Mpyu ogHoOYacHOMY 3acTOCyBaHHI napaieramosny
KOpeKLisi 403K He noTpibHa.

ATopBacTaTuUH

Niparnytng He 3MiHIOBaB 3arasibHOT eKCNo3unLiT aTopBacTaTUHy A0 KiHIYHO 3HAYYyLLOro PiBHS MicNs OAHOPA30BOro MOro BBeAeHHS B A03i 40 Mr. Y 3B’S13Ky 3 UMM
Mpy 0AHOYACHOMY 3acToCyBaHHI 3 BikT03a® KopekLuis [03u aTopBacTaTuHy He MoTpi6Ha. Mpy ogHoYacHOMY BBeAeHHi 3 NMiparnyTnaoM Co,g aTOpBacTaTUHY
3HWKyBanacs Ha 38 %, a t;ax 30i/bLLyBaBCA 3 1 rogvHN 0 3 rogvH.

I"pu3eoynbBiH
Niparnytg He 3MiHIOBAB 3ara/bHOI €KCNO3ULT rp3eoynbBiHy MicNs 04HOPA30BOro Moro BBefeHHA B A03i 500 Mr. Chax 3pocTana Ha 37 %, TOoAi AK tyax He



3MiHIOBaBcsA. KopuryBaHHs [03v NpK 3aCTOCYBaHHI rPr3e0y/bBiHY i IHLUNX HU3bKOPO3UMHHIX CMOMYK 3 BUCOKOH NMPOHWUKHICTIO He MOTpi6He.

[NrokcuH

[Micnsa ogHOPa30BOro BBeAEHHA 1 MI JUTOKCUHY Y MOEAHaHHI 3 fiparnyTUAoM BiAMIYEHO 3MeHLUEeHHS 3HaYeHHS NIOLWi Nij KPUBOK «KOHLEeHTpauis-yac» (AUC) ang
AUTOKCUHY Ha 16 %, Cax 3HWKyBanaca Ha 31 %. CepefiHil tyg AUTOKCUHY 36ibLuyBaBcs 3 1 rognHn go 1,5 rogmHn. Buxoaaum 3 gaHux pesynbTatis, KOPeKLis

L0311 IMTOKCUHY He NoTpibHa.

NiznHonpun

[Micna ogHopa3oBoro BBefeHHA 20 Mr Ni3MHONPUAY BIAMIYEHO 3MEHLLEHHS 3HAYeHHA MO Nif KPUBOK «KOHLUEeHTpauis-yac» (AUC) ana nisuHonpuny Ha 15 %,
Crnax 3HWXKyBanacs Ha 27 %. CepefHili tya NisuHonpuny 36inblwyBasca 3 6 roAvH 4o 8 roauH. Buxogaum 3 gaHnX pesynbTaTiB, KOPeKLis 4031 Ni3UHOMPUIY He

noTpibHa.
MepopasibHi KOHTpaLenTuBK
Mpn 04HOYaCHOMY 3aCTOCYBaHHI Pa30BOi [031 OpabHUX KOHTPAUENTMBIB NiparnyTug 3Hmkysas Co €TUHINECTpasiony abo nesoHoprectpeny Ha 12 % i 13 %

BI4MNOBIAHO, a tya 30iNblyBaBcs Ha 1,5 roguHu. Lie He BMABAMO KNIHIYHOIO e(deKTy Ha 3arasibHy eKCnosuLito eTUHINecTpagiony abo fieBOHOPrecTpeny, Lo Aae

nigcTaBy BBaXaTW, LLLO OAHOYACHWIA NPUIAOM NiparyTuay He BNMHE Ha KOHTpauenTUBHUIA e(heKT eTUHINECTPadiony Ta IeBOHOPrecTpeny.

IHCyniH

Y nauieHTiB i3 cTabinizoBaHUM LyKpoBMM fiabeToM Il Tuny npu ogHovacHOMY BBeAeHHI iHCyniHy geTemipy (5 O4/kr) Ta niparntotmay (1,8 Mr) He cnocTepiranocs
03HaK (apmMaKOoKiHETUYHOT Ta (hapMakoAMHaMIYHOT B3aEMOAIT.

LiTn

[ocnifpkeHHsA B3aEMOZIT MPOBOAWN NIMLLIE 38 YHACTHO AOPOC/INX.

Oco6MBOCTI 3aCTOCYBaHHS.

Niparnytng He 3aCTOCOBYHOTb 418 NiKYBaHHA NaLiEHTIB 3 LLyKpPOBUM fiabeTom | Tuny abo fgiabeTMyHMM KeToaumgo3oMm.

Niparnytng He € 3aMiHHUKOM iHCYniHY. Ticns WBMAKOrO MPUMNMHEHHA ab0 3HWXKEHHS A03W THCYNIHY Y 3aeXHUX Bif, iIHCY/HY NauieHTiB MOBIAOMAANOCA Mpo
BUMaAKM PO3BUTKY AiabeTUUYHOro Ketoaumaosy (avB. po3gin «Crnocib 3acToCyBaHHA Ta [03U»).

Hemae TepaneBTUYHOrO OCBIAY MiKyBaHHS MALLiEHTIB i3 3acTiliHOIO cepueBoto 1V knacy 3a knacudikalieto Hbro-Vlopkebkoi acouiauii kapgionoris (NYHA), i Tomy
niparnyTug He peKoOMeHA0BaHO 3aCTOCOBYBATM LM NaLjieHTam.

[locBif 3acToCcyBaHHS NiparnyTuay XBOpUM i3 3analbHUMM 3aXBOPHOBAHHAMU KULLEYHUKY i fiabeTUUHUM racTponape3oM 06MeXeHWin. 3acTocyBaHHs niparnytuay y
LMX NaLieHTIB HE PEKOMEHJ0BAHO, OCKI/IbKM BOHO CYNPOBOMKYETLCA TUMYACOBMMUN MOGIYHUMM peakLisiMmm 3 60Ky LUNYHKOBO-KULIKOBOIO TPaKTY, B T. Y. HYZOTO,
GNHOBaHHAM | iapecto.

oCTpuiA NaHKpeaTUT

["OCTpwWin NaHKpeaTUT cnocTepirascs Npu 3acTocyBaHHI aHanoris peyentopa MMMM-1.

MauieHTiB cnig NPoiH(opMyBaTK NMPO XapakTepHi CUMMTOMM rOCTPOro naHKpeaTuTy. MNpw Nifo3pi Ha NaHKpeaTuT i BIAMIHUTY NiKyBaHHA NipariyTuaoM. AKLWwo
NiATBEPMKYETLCA TOCTPUIA NaHKPeaTWUT, MOBTOPHE 3aCTOCYBaHHA NiparnyTuay He peKOMeHZOBaHO (AMB. po3gin «[MobiuHi peakuii» Ta «dapMakoguvHaMiyHi
BN1IAaCTMBOCTI»).

3axBOPHOBAHHSA LLIMTOBUAHOT 331031

Y Xoai KNiHIYHUX JoCnifKeHb BigMiyeHi NO6GIYHI peakuii 3 60KY LUMTOBMAHOI 3a/103M Taki, K 306, 0CO6AMBO Yy NAUiEHTIB 3 YXXe HasBHMMMW 3aXBOPHOBaHHSMU
LW MTOBMAHOT 3a/1031. TOMY niparnyTua Cij 3aCTOCOBYBaTM 3 00EPEXHICTIO UM naLieHTam.

rinornikemis




Y nauieHTiB, AKi O4epPXXYHTb NlipariyTus O4HOYACHO 3 CY/b(IOHINICEYOBNHOK ab0 THCYMIHOM, NIABULLYETHCA PU3MK PO3BUTKY TiMOrAiKeMiT (4UB. po3ain «obiyHi
peakuii»). PU3NK rinornikemii MoXHa 3HU3UTU, 3MEHLLNBLLW A03Y CYNb(OHINCEHOBUHM ab0 IHCYNIHY.

3HEBOHEHHS

Y XBOPUX, AKUX NiKyBanv niparnyTULoM CrocTepiraimcs CUMNTOMW 3HEBOLHEHHS, B TOMY YMC/T MOPYLLEHHA (PYHKLIT HUPOK Ta roCTPOT HUPKOBOI HEAOCTaTHOCTI.
MayieHTiB, AKUM NPU3HAYEHO NiparnyTug HeobxiaHO NonepeauT NPO MOX/MBICTb 3HEBOAHEHHS OpPraHiaMy BHACNiA0K po3/1afiB TPaBHOI CUCTEMM Ta HEOBXIiAHICTb
BXXMBATU 3aM06IKHMX 3aX0AIB 040 3HEBOLHEHHS.

NikapcbKuii 3aci6 BikT03a® MiCTUTb MeHLLE HiX 1 MMO/b HaTpito (23 Mr), TOMy Lieit NliKapcbKuii 3aCi6 MOXXHA BBaXKATU TakKMM, LLIO HE MIiCTUTb HaTPito.

3acTocyBaHHA y nepiog, BariTHOCTI abo rogysaHHs rpyaato.

BariTHicTb

AJekBaTHI [JaHi Mpo 3acToCyBaHHA NiparnyTuay BariTHUMW XXiHKaMu BiACYTHI. JoCnifKeHHS Ha TBapuHaxX Mokasaiv penpofyKTUBHY TOKCUYHICTb (AMB. po3ain
«[OKNiHIYHI AaHi 3 6e3nekn»). MNMOTEHLiNHWIA PU3NK AN NO4EIN HEBIAOMUIA.

Niparnytng He cnif 3acTOCOBYBATW MNif Yac BariTHOCTI — 3aMiCTb HbOrO PEKOMEHAYETHCA MPU3HAYaT iHCYNIH. AKLLO MalieHTKa Xo4e 3aBariTHiTM abo BariTHa, TO
npuitoM NikapcbKoro 3acoby BikTo3a® Heo6XiAHO BiAMIHUTN.

[Mepiof rogyBaHHA rpyaato

HeBifloMO, UM eKCKPeTYeTbCA NiparnyTug y rpyaHe MOMOKO MOAMHW. JLOCNIMKEHHS Ha TBapuHax MoKasaau, WO B MOJIOKO MOTpan/ise He3HayHa KiNbKiCTb
niparnyTuay i Koro 611M3bKOCNOPigHEHNX CTPYKTYPHMX MeTaboniTiB. JOKNiHIYHI 4OCNIIKEHHS BUSBWAM NOB’s3aHe 3 3aCTOCYBaHHAM npenaparty 3MeHLLEeHHS TeMniB
3pOCTaHHA HOBOHAPOKEHWUX LUYPEHAT (4UB. PO3A4in «OKMiHIYHI faHi Npo 6e3MneKy 3aCTOCYBaHHA»). Y 3B’A3KY 3 HeLOCTaTHIM [JOCBiAOM Yy Mepiof rofyBaHHA
PYAAL0 He CNia 3acTocoByBaTU Npenapat BikTo3a®.

PepTUILHICTL

OKpiM HEe3Ha4yHOro 3MEHLLUEHHS KiNbKOCTI XXUBUX IMMNIAHTOBAHUX €MOPIOHIB, AOCNIMKEHHS Ha TBapuMHaxX He BUSBWMAWM LUKIANMBOrO e(eKTy mnpenapaty Ha
PEnpPOAYKTUBHY 34aTHICTb.

3paTHICTb BNMBATW Ha LUBUAKICTb pPeakLii Npu KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLIMMK MexaHi3MaMu.

MpenapaT BikTo3a® He Bn/MBac abo Mae HE3HAYHMIA BMIMB Ha 3AaTHICTb KepyBaTW TPAHCMOPTHUMK 3aco6amu i iHWMMK MexaHismamu. [MalieHTam cnif
PEKOMEHAYBATN BXUTW 3aX0fiB i3 NPOMINaKTUKMA BUHUKHEHHSA TiNOrNikemii B nepiof KepyBaHHS TPaHCMNOPTHMM 3ac060M abo iHWWM MeXaHi3MOM, 30KpeMa npwu
3acTocyBaHHi npenapaTy BikTo3a® ojHO4YacHO 3 CY/b(OHINCEUYOBUHOM a6o iHCYNiHOM.

Cnocib 3acTocyBaHHA Ta [03u.

J03yBaHHS

[ns noninweHHs NepeHOCMMOCTI 3 6OKY LUNYHKOBO-KMLLKOBOIO TPAaKTy noyatkosa gos3a — 0,6 Mr niparnytuay Ha goby. Yepes ik MiHIMyM 1 TxKAeHb 403y chif
NigBMWNTK [0 1,2 Mr. Y [esKuX MauieHTiB O4iKyeTbCA MONinweHHA nicns 36inbweHHa Ao3m 3 1,2 Mr o 1,8 Mr i, rpyHTyoumnch Ha BignoBigi Ha NikyBaHHSA, 4nA
NoAaNbLLIOro MONIMWEeHHS KOHTPOMO TNiKeMil Yepe3 AK MiHIMyM 1 TWdKAeHb NiKyBaHHA [03y MOXKHa nigsvwmtn go 1,8 mr. [lo6oa gosa Buule 1,8 mr He
PEKOMEHYETLCH.

Mpu ofiHoYacHOMY 3acToCcyBaHHiI BikTo3u® Ta cynb(hoHINCeYOBUHM aB0 iHCY/iHY A03Y CYNbMOHINCEYOBUHM aB0 iIHCYNiIHY CNij 3MEHLUUTW ANS TOTO, W06 3HW3UTY
PU3MK PO3BUTKY rinornikemii (ame. po3ain «Oco6nmMBOCTI 3aCTOCYBaHHS»). Tepanis y NoefHaHHI 3 CYNb(OHINCEHOBMHOK 3aCTOCOBHA LLE AN1F AOPOC/MX MaLiEHTIB.



Ons nig6opy no3u npenapaty BikTo3a® camMOKOHTPO/b PiBHS [/IHOKO3 B KPOBI He NOTPiGHMIA. CaMOKOHTPO/b PiBHS MOKO3M B KPOBI HEOBXIAHWIA /1S KOPUTYBaHHS

L0311 CYNb(OHINCEYOBMHM Ta iHCYNiHY, 30KpeMa, Ha NoYaTKy NliKyBaHHSA NiKapcbKUM 3ac060M BikT03a® i Npu 3HUKEHHI 4031 iHCYNiHY. PeKOMEHA0BaHO NOCTYMOBE
3HVXKEHHS 03U IHCYiHY.

OcobnuBI rpynu NaLieHTIB

MayieHTn NiTHLOrOo BiKy (> 65 pokiB). KopeKLuis 03K Y 3B°3KY 3 BIKOM He MoTpibHa (AnB. po3ain «PapmMakoKiHETUKA).

MopyweHHs  oyHKUIT HUPOK. MauieHTaM 3 NIErKUMK, NOMIPHUMK ab0 TSXKKMMU NMOPYLLUEHHAMM (PYHKLIT HAPOK KOPeKLia f03u He noTpibHa. [JocCBig NiKyBaHHA
MawieHTiB 3 TEPMiHa/IbHOKO CTaficto MOPYLUEHHA (YHKLIT HUPOK BiACYTHIl i, ToMy npenapaT BikTo3a® He peKoMeHAYEeTbCS AN 3aCTOCYBaHHA TaKUM MaLlieHTam
(ams. posginu «dPapmakoamHamika» Ta «PapmMakoKIHETUKA). -

MopyLUeHHA (OYHKLIT NeYiHKn. KopuryBaHHs 1031 He PEKOMEH/YETLCA MaLlieHTam 3 NerkuM abo cepefHim CTyneHeM MopyLUeHHS (yHKLiT nediHkn. BikTo3a® He
PEKOMEHAYETLCA NaLieHTaM 3 TAXKKUMU NOPYLLUEHHAMM QYHKLUIT NeYiHKK (AMB. po3ain «@apMaKoKiHETUKAE).

Cnoci6 BBefeHHs

BikT03y® He MOXHa BBOAWUTM BHYTPILLHLOBEHHO a60 BHYTPILLIHLOM'SI30BO.

Mpenapat BikT03a® BBOAATL 1 pas Ha 406y Y 6y/Ab-AKUi YaC He3anexHO Bif NpuitoMy ixki. loro MoxxHa BBECTM MiALLKIPHO B AiNAHKY NepefHbOi YepeBHOT CTiHKY,
cTerHa a6o nneda. Micue i yac iH'ekLili MOXHa 3MiHIOBaTW 6€3 KopeKLii f03u. MpoTe 6axaHo BBOAWTM NpenapaT BikTo3a® npnbnn3Ho B 0AMH i TOI e HalibinbLL
3pYYHMiA Yac AHs1. [oaaTKoBi peKoMeH/aLii o0 BBEIeHHS NM0AaHO B iHCTPYKLT 3 BUKOPUCTaHHS LLINPUL-PYYKM Ans npenapaty BikTo3a®.

IHCTPYKLIiA 3 BUKOPUCTAHHS LUNPUL-pyYKM BikTo3a®

Byab nacka, nepLu Hi>X BUKOPUCTOBYBATM LLNPUL-PYUKY BikT03a®, yBadKHO NpounTaiiTe Lo iHCTPYKL;HO.

LLInpunu-pyyKa BikTo3a® micTTh 18 Mr niparnyTtuay. Bu moxeTe BuGpaTy Taki fo3u: 0,6 wmr, 1,2wmril1,8wmr.

LLINpuL-pyyKa NpUsHayYeHa Ang BUKOPUCTaHHSA 3 0AHOPa3oBMMM ronkamn Hoso®aiiH® a6o HoBoTBICT® 10BXMHO 8 MM i ToBLLMHO 32G.



NinpsnE pyroea Bikrozall

Tomra (Ipazor)

MigroToBKa LLNPUL-PYYKM A0 pO6OTU
MepeBipTe Ha3BY Ta KOIbOPOBY €TUKETKY Ballol LUNPUL-PYUKM, 06 YNEBHUTUCS, WO BOHA MICTUTbL NiparnyTug. MoMuIKoBe BBeAEHHS iHLLIOTO NpenapaTy Moy e 3aBAaTy

CYTTEBOT LLUKOAMN.

. 3HIMiTb KOBMAYOK LUMPULL-PYYUKN.
A




Buganitb 3aXucHy meMmbpaHy

3 HOBOI 0O4HOPa30BOI IOJIKN.
HarBuHTITb PIBHO i LLiIbHO FONKY
Ha LLNPUL-PYYKY.

/ q 3HIMITb 30BHILLHI/ KOBMNAUOK

rONKW i 36epexiTb 1oro.

-y

.r-'.__-_"\'

3HIMITb BHYTPILLHI KOBNA4yoK
FONKW | BUKUHbTE 10T 0.

& [NA KOXHOI iH’eKUiT 3aBX/AN BUKOPUCTOBYIATE HOBY FOMKY. Lle 3MEHLINTb pU3NK KOHTaMiHaLii, iHeKLiT, BUTIKaHHA niparnyTuay, 3abvBaHHA OTBOPY FOMKK Ta
HETOYHOrO0 JO03YBaHHS.

& byabTe 06epexxHi: He 3IrHITb | He NOLIKOALTE FOKY .
& L1106 3BeCTU A0 MIHIMYMY PU3NK BUMaAKOBOI0 YKOY rOIKOK, HIKO/IN 3HOBY He HafsranTe nonepeaHbo 3HATWIA BHYTPILLHIA KOBNAYOK FOJKU.

Jornag 3a wnpul-pyyKoro



He HamaraiTecs nonaroguti abo posiépatyt i Ha YaCTUHN.
YHMKaNTe KOHTaKTY LUNPULL-PYYKM 3 MUAOM, 6pYAoM i Byab-AKUMU pignuHaMMU.
OunwainTe WNPUL-PYYKY TKAHUHOK, 3BOIOXKEHOHO JIErKUM [eTepreHToM.
- He HamaraiTecs MUTHK, 3aMO4yBaT ab0 3mMaLLyBaT il — BCE Lie MOXE MOLUKOAUTM LLNPUL-PYYKY.
» Baxknuea iHhopmau,is
He paBaitTe Bally Linpuu-pyyky iHWWMM ocobam.
36epiraiiTe LWNpUL-pyuKy BikT0o3a® y HeaoCTynHOMY Ans iHLLKMX MicLi (0cO6I1BO AN1A AiTeN).
MepeBipKa poboTH LLINPUL-PYUHKN
Mepel NepLuvMM 3acTOCYBaHHSAM HOBOI LUMPWULL PYYKWM MepeBipsATe MOCTyNaHHA npenapaty 4epe3 ronaky. AKWo Bawa wnpuu-pyvyka BXe
BMKOPWUCTOBYBaacs, NepexoabTe A0 po3aiay «BucTaBneHHS 403un», eTan H.

MoBepTaliTe CeNeKkTop 403U A0TH,
A0KI NOKaXX4MK BUOOPY A03M
He 6y/e 36iraTtmcs 3 pucKoto.

YTpyMyOUn LWINPUL-PYUKY BEPTUKANIbHO
F rO/IKOKO J0ropu, 06epeXxxHo MoCTyKanTe
n [eKinbKa pasiB MasibLem Nno KapTpuaxy.
Mpun ubOMY HasBHI NyxupLi NoBiTpA (f
36epyTbCa Y BEPXHIil YaCTUHI KapTpuoKa. \h (




[MpOAOBXYHOUM YTPUMYBATM LUNPULL-PYYKY

BEPTUKa/IbHO, HaTUCKaliTe MyCKoBY
KHOMKY, MOKW CENIEKTOP A03M He
MOBEPHETLCA A0 HY/IbOBOT MO3HAYKM.
MosToptoiTe eTanu E i G 4oTK, AOKM
Ha KIHYMKY TONKW He 3’ABUTbCA Kpanss
niparnytnay. AKWO nicns WecTu
HaTUCHEHb Kpanns He 3’ ABUTbCH,
. 3aMiHITb rosiky i noBTopiTh eTann E 1a G

” He BifibLUe LWecTu pasiB. AKLO Kpanns

5 BCe XX TaKu He 3’ABNAETLCSA, TO LUNPUL-
' py4Ka NOLIKOMKEHa i 1T cnif 3aMiHATK
: . | HOBoOIO.

1

& FKWo Bu BNycTMAM WINPUL-PYYKY Ha TBEpAY NOBEPXHIO ab0 BBaXKAETe, LU0 BOHA Mae SIKiCb HECMpaBHOCTI, KOXeEH pa3 nepef iH'eKUieto Mig'efHaliTe HOBY
0[JHOPa30BY ro/IKy i NepeBipTe BUGIP 403K A0 1T po6OTy.

BuctaBneHHs fo3n

MepeKoHalTecs, LLLO CENEKTOP 03U BUCTABMEHNIA Y NOMOXKEHHS «O».

MoBepTainTe cenekTop A03n AO0TW, LOKM



He 3’ABMUTbCA HeobXigHa no3Hayvka gosm (0,6 mr,
1,2 mr a6o 1,8 mr). Akuwio By nommnnkoso
BUCTaBWIN HeNpaBWbHY 03y, 0bepTaliTe
CefleKTop 3a abo NPOTY YacoBOI CTPINKK
[0 BCTAHOB/IEHHA HEOOXIAHOT NO3HAYKM 03U HABNPOTU
pucku. NoBepTaroun CenekTop A03n, yHUKainte
BMMAAKOBOr0 HATUCKaHHSA MYCKOBOI KHOMKM,
TOMY, WO NpU LbOMY Bif0byaeTbCs BUTI-
KaHHA iparnytugy. AKLWO CeneKkTop A03u
3yNUHMBCA A0 HeobxigHoro Bam 3Ha-
YeHHA [03W, Le 3HaUYNTb, L0 B KapTpuaxi
Hema€e NOBHOI 03X npenapary. Y ubomy
BMNaaKy Bu moxeTe:
PO3LINNTWY 03y Ha ABi IH’eKUT
(ans uporo, obepTaroum cenekTop A03n B 6y ab-
AKOMY HanpsiMKy, BUCTaBiTb 0,6 abo 1,2 mr;
BBeAITb L0 403Y; MiAroTyliTe HOBY
LUNPULL-PYYKY | BBELITb YaCTUHY 03U,
LU0 3aNuLLKnIacs).
Bu MoxeTe po3ginuti Bawy 403y MK LLMPULL-PYYKOLO,
LLL0 3aCTOCOBYETE, | HOBOO LUMPULL-PYYKamMU LLE Y TOMY BUMAAKY,
AKL0 Bac HaBumB abo nopaawe Lie 3pobuTtn Baww nikap.
KopucTyiiteca KanbKynsaTopom nig vac nigpaxyHKy f03.
AKLLo Bu HenpaBunbHO NigpaxyeTe fo3un, Bu moxeTe
BBeCTU 3abarato abo 3amasio niparnyTuy;
ab0 BBECT W MOBHY 03y HOBOO LLIMPULL-PYUKOIO
(AKLLO ceneKTop [03M 3ynuHUBCSA Bing
3HayeHHs 0,6 Mr, NigroTyiTe HOBY
LUMPUL-PYYKY | BBEAITb MOBHY 403Y).

& He HamarainTecsi BUCTaBUTK BiAMiHHI Big 0,6 mr, 1,2 mr a6o 1,8 mr gosn. Liudpn Ha gucnnei noBUHHI TOYHO 36iratucs 3 MOKaKYMKOM, Wo6 3ab6e3nedunTu
npaBuibHY A03y. Mpy noBepTaHHI CcenekTopa 403X YYTHO KnauaHHs. BucTaBnswoum fo3y, He CAif OpieHTYBATWUCS Ha KiNMbKiCTb KnauaHb. He BUMKOPUCTOBYWiTE
LUKaNy KapTpuapKa AN BU3HaYeHHs 403un fiparnyTuay Ans BBeAEHHS, OCKINIbKK Lie He JOCUTb TOYHO.

MpoBeaeHHSA iH eKLT
KopucTytoumck iIHCTPYKLisMKU Nikaps abo MeAceCcTpu LOA0 TeXHIKM NPOBeAeHHS iH’eKLiT, BBEAITb oKy Yy LWKipy. Jani BAKOHYITe Taki Ail.



HaTnckaiiTe Ha NycKoBY KHOMKY
[0TW, BOKN HaBMPOTW PUCKM
3’ABUTbCA No3Havka O Mr. Mpu usomy
He TopKalTecs iHWNMK
na/bLAMM AUCNIEt0 | He MoBepTaiiTe
CeNleKTop 03, OCKIfIbKM Lie MOXXe 3a6/10KyBaT
LUNPUL-PYYKY. YTpUMyiATe
MYCKOBY KHOMKY MOBHICTHO
HaTUCHYTOO N YTPUMYTE FONKY Mif
LUKIPOIO NMPOTAroM MiHIMyM
6 ceKyHA Ans Toro, o6
nepekoHatucs, Wwo Bu BBenn NoBHy

[03y.

BUTArHITL ronky 3i wkipw. Mpu
LIbOMY Ha KIHYMKY FOJIKN MOXe ByTu
Kpanng niparnytuay. Lle
HOPM&J/IbHO | He BMNIMBaE Ha 06°eM
LLLOMHO BBEAEHOT J03N.




\E

BBefiTb oKy y 30BHILLHIN
KOBMa4oK, He TOPKaK4m1Cb MOro
CTIHOK.

3akpuiiTe rofiKy 30BHILLIHIM KOBMaYkoM
i 06epeXXHO NPUTUCHITB Oro Ao ynopy,
NOTiM BIAKPYTiTb FO/KY.
BVKWHbTE roNiKy, JOTPUMYHOUUCH
3aCTepeXXHUX 3ax0fiB, | HafiHbTe
KOBMAYOK Ha LUNPULL-pyUKY. MOPOXKHIO
LUNPUL-PYYKY BUKMAAKOTL 6e3
NPUELHAHOT A0 HET TOIKN.
Byab nacka, yTunidyite ronku ta
LUNPUL-PYYKX BIANOBIAHO 10
MiCL,eBUX npaBu.
2 32BN MiCS KOXHOT iH'eKLiT BiA’eqHYIiTe rofKy i 36epiraiiTe wnpui-pyuky BikTo3a® 6e3 Hei.
& Lle nonepefpkae KoHTamiHaUito, iIHPIKyBaHHS ab0 NiATIKaHHS fiparnyTuay.
& Cnif [OTpUMyBaTmCa 0C06/IMBOT 06epeXXHOCTI NPY YTUNI3aL,iT BUKOPUCTAHWX FOJI0K,
1,06 Npu LbOMY He MopaHnTK cebe.

AiTu. Kopekuia posu gna nignitkis Ta giteid Bikom Big 10 pokiB He noTpibHa. [aHi npo 3acTtocyBaHHA AiTAM Bikom Ao 10 pokiB BigCyTHI. (AvB. po3ginu
«®PapmMakoamHamika» Ta «PapMaKOKIHETUKA).

NepenosyBaHHS.

Y KNiHIYHWUX AOCNIMKEHHSX Ta MOBIJOMMEHHAX, L0 HaAiALWAM Nicns BUBEAEHHS NiKapCbKOro 3acoby BikT03aC Ha PVHOK, Bif3Ha4eHO BUMNaLKM MepeBULLEHHS
PEKOMeHA0BaHOI NiATPMMYBa/bHOT 03K A0 40 pasis (72 Mr). 3aranom nawieHTn NoBigoMAsSAM NPO CUbHY HYAOTY, 6/10BaHHA Ta Aiapeto, afe HiXTOo 3 NauieHTiB He
MOBIAOM/IAB NPO TAXKKY FiNOrnikemito. Y ci XBopi ofyXanm 6e3 ycknafHeHb.

Mpw nepeno3yBaHHi cif NPOBOAUTM MIATPUMYHOYE NiKyBaHHS BiANOBIAHO A0 KNIHIYHMX 03HaK



| CAMNTOMIB, LLIO € Y MauieHTa.

Mo6iyHI peakuii.

Y xofi N’ATV BEMKNX TPUBANINX KMiHIYHMX JOCNipKeHb (ha3m 3a GinbLue 2500 JOPOCAKX NaLieHTiB oTpuMyBani npenapat BikTo3a® okpemo a6o iloro kombiHaLito 3
MeThopMiHOM, 3 riiMenipnaoM (3 metTthopMiHoM abo 6e3), CyNbgOHINCEHOBMHO (3 MET(HOPMIHOM ab0 6e3) abo 3 MeT(HOPMIHOM + PO3UTNITA30HOM.

Haii6inbll yacTumm nobivyHMMK etheKTamy MPOTAroM KiHIYHWUX LOCAiMKeHb YN po3nafy OpraHiB TPaBNeHHs, cepesl, SKUX AyXKe 4acTo 3ycTpivanucs HygoTa i
Aiapest, 4acTo — 6/1H0BaHHS, 3anop, 6i/b Y YepeBHI NOPOXXHUHI | Ancnencia. Ha novaTKy ikyBaHHS LWTYHKOBO-KMULIKOBI PO3nam 3yCTpivaroTbCa YacTille, npoTe npw
MPOAOBXKEHHI NiKYBaHHA X BUPAKEHICTb MNPOTArOM [AeKifIbKOX AHIB a0 TWXKHIB 3a3BMYali 3HXKYETbCA. TaKoX YacTo Bif3Ha4anMCcs ronoBHUI 6inb i Ha30(hapiHriT.
Kpim TOro, 4acTo BUHMKanA rinornikemis, a Npu nikysaHHi npenapaToM BikTo3a® 0HOYACHO 3 CY/b(OHINICEYOBMHOI — Ay>KE YacTo. Bunaaku TAXKOI rinornikemii
nepLL 3a Bce CrnocTepiranmcst NpyM KOMBGiHOBaHOMY NliKyBaHHI 3 CY/b()OHINICEHOBMHOLO.

[Jani HaBefleHO Mepenik No6iuHMX peakLiiii, 3apPeecTPoBaHKX NPOTATOM AOBrOTPUBANMX KiHIUHMX AoChimKeHb a3y 3a gocnimpkeHHs LEADER® (gosroTtpusane
KapAioBacKynspHe LOCNIKEHHS), & TAKOXK Ha OCHOBI CMOHTaHHUX NOBIAOM/IEHb, OfePXXaHWX NiCNA BUBEAEHHS Npenaparty Ha pUHOK. YacToTy BCiX NOGIYHUX peakLiii
pO3paxoBaHO 3rigHO 3 YaCTOTO NOLUMPEHOCTI B KNIHIYHUX JOCNIIKEHHAX (ha3m 3a.

OUiHKY 4YacTOTV BUHWKHEHHS NOGIYHMX e(PEKTIB MPOBOAWN 3a TAKOO LLKA/IOH: [y>Ke 4YacTo (= /10), vacTo (Big = 1/100 go < 1/10), HeuacTo (Big = 1/1000 o
< 1/100), pigko (Big = 1/20000 go < 1/1000), ay»e piako ( < 1/10000), HeBiAOMO (He MOXHa OLiHUTW Ha NiACTaBi HAsiBHUX AaHMX). Y KOXHIN rpyni no6ivHi edekTu
HaBefleHi B NOPAAKY 3HVKEHHS TX CEPO3HOCTI.

MMopyLUeHHst MeTaboni3my i YKUBNEHHS: YacTO — rifnornikemisi, aHOPeKCIst, 3HUXKEHHS aneTuTy; HeYacTo — 3HEBOAHEHHS™ .

Po3nazun HepBOBOT CUCTEMU: YacTO — FONI0BHUIA Biflb, 3aMaMOPOYEHHS.

Po3naan TpaBHOI CUCTEMMW: [YXKEe 4acTo — Hy[OTa, [iapes; 4acto — 6/10BaHHA, gucrencis, 6ib y BepXHbOMY BIifAAiNI YepeBHOI MOPOXHWHW, 3arop, racTpuT,
MeTeopu3M, 34yTTA XKUBOTa, ractpoesoareasbHa peroKCHa XBopoba, ANCKOMMOPT Y LINYHKY, 3yOHWIA Gilb, HEYACTO — YNOBINIbHEHHA eBaKyaLlil BMICTY LUYHKa,
PiZKO — KMLLIKOBA HEMPOXIAHICTb; AYXXe PifKO — NaHKPeaTUT (B TOMY YAC/i HEKPOTUYHUIA NMaHKPeaTuT).

Posnaay cepueBo-CyanHHOT CUCTEMU: YACTO — MiJBULLEHHS YaCTOTK cepLeBmx ckopoyeHs (UCC).

Po3naam iMyHHOT CUCTEeMU: PiAKO — aHaMIiNaKTUYHI peakuil.

IH(peKkuiT Ta iHBa3IT: YacTo — Ha30(apPUHTIT, BPOHXIT.

3ara/bHi po3nagn Ta cTaH MicLs BBeJeHHS: 4acTo — BTOMa, peakLii B MiCUSAX iH’EKLiN; HeYacTO — He3[y>KaHHS.

Posnaau yHKLIT HAPOK Ta CevYOBUBIAHMX LUISAXIB: HEYACTO — rOCTPa HUPKOBA HEAOCTATHICTb, MOPYLUEHHSA (DYHKLIT HUPOK.

Posnagy 3 60Ky LIKIpW Ta NigWKIPHUX TKaHUH: YacTo — BUCUMAaHHSA; HEYaCcTO — KPOMMUB’iHKa, CBEPOIX.

Po3naam 3 60Ky NeYiHKy Ta MXKOBYHUX MPOTOK: HEYaCTO — XXOBYHOKAM’ AHa XBOPO6a, XONeLMCTUT.

NabopaTopHi JOCNIA>XKEHHSA: YacTO — NiABULLEHWNIA PiBEHb NiNasu*, NiABULLEHWIA PiBEHb aminasn*®

* [laHi KNiHiYHUX gocnigpkeHb asm 3b Ta 4, B SKMX BOHU BUMIPHOBA/IUCh.

Onunc oKpeMmx NOBIYHMX peakLi

Mig yac KNiHIYHOrO AOCNiMKEHHS MOHOTepanii npenapaToM BikTo3a® uyacToTa BUHWMKHEHHS TiNOrnikeMil y nauieHTiB, sKi npuiimany npenapat BikTo3a®, Gyna
HUXKYa, HDK Y NauieHTiB, AKi OTPUMYBa/IM aKTUBHUWIA npenapart MopiBHAHHA (rniMenipug). Hanbinblw yacTMu NoGIYHUMUK peakuismMu Gy/n LLTYHKOBO-KULLKOBI
po3nagun, iHgekwyii Ta iHBasil.

Iinornikemis

Y 6inblIoCTi BMNaAKiB, 3apPEECTPOBAHMX Y X041 KNIHIYHUX AOCHIMKeHb, MiATBEpKeHa rinornikemis oyna HesHayHor. Mpy MoHOTepanii niparnyTuaom He 6yro
YKOAHOro BUMaAKy TSHXKKOT rinornikemil. TsXKka rinornikemMis BUHMKae PIAKo i CMOCTepiraeTbCd B OCHOBHOMY MpW KOMGIHOBaHOMY JliKyBaHHi fliparnyTuaoMm i




cynboHinceyosmHoto (0,02 Bunagka Ha 100 nauieHTo-pokiB). Ayxe pigko (0,001 Bunagka Ha 100 nawieHTO-poKIB) BUHMKaIN BUMaLKM TINOrTiKEMIT MPU NiKyBaHHI
niparnyTMaoM y NoeAHaHHI 3 iHWUMK nepopasibHAMKU aHTUAiabeTUYHUMK npenapaTaMy (TOBTO He 3 CYNb(IOHINCEHOBMHO). PU3MK PO3BUTKY FiNOraikeMii npw
KOM6GiIHOBaHOMY 3aCTOCyBaHHi fliparnytuay i 6asanbHoro iHcyniHy HesHavyHuiA (1,0 Bunagka Ha 100 nauieHTo-pokiB, AMB. Po3ain «PapMakoorivyHi BNacTUBOCTI»).

Y pocnigpkeHHi LEADER® nipo eni3ogu THXXKOT rinornikemii nosifloMnsnocs piaLe npu 3acTocyBaHHi liparnyTuay y nopiBHaHHI 3 nnaue6o (1,0 npoTtu 1,5 Bunagka
Ha 100 nauieHTO-poKiB, OLiHIOBaHe cniBBigHOLWEHHA YacToTn 0,69 [0,51 ao 0,93]) (aus. po3ain «PapmakoamMHaMika»). Y nauieHTiB, SKi OTpMMyBanu nonepegHbL0
3MiLLaHi IHCYMiHX Ha NoYaTKy Ta NpUHaiMHI NPOTArOM HacTYMHUX 26 TWMXKHIB, YaCTOTa BMMAAKIB TSXKKOI FimornikeMii Npyu 3acToCyBaHHI SK fiparnytugy, Tak i
nnawe6o cTaHoBuna 2,2 sunagka Ha 100 nauieHTo-pokKiB.

Po3nagn TpasHol cucTemu

Mpu KomGiHOBaHOMY NiKyBaHHI npenapaToM BikTo3a® Ta meTdopmiHom y 20,7 % naLlieHTiB K MiHiMyM 1 pa3 BUHMKana HygoTa, a y 12,6 % — piapes. Mpu
KOM6iHOBaHOMY NiKyBaHHi npenapatoM BikTo3a® Ta cynb(oHinceuoBrHoOO HyoTa MiHiMym no 1 pa3y BuHuKana y 9,1 % natlieHTis, a iapes —y 7,9 %. binbLiicTb
BMMaAKIB Oynn Nerkoro abo NOMIpHOro CTyneHs TSHXXKKOCTI | Main A0303a/IeXXHUIA XapaKTep. Y 6inblUOCTi NauieHTiB, SKi Ha NoYaTKy NiKyBaHHS BigvyBanu Hy4oTy,
NPV NOLOBXEHHI NTiIKyBaHHA TI YacToTa i CTYNiHb TAXXKOCTI 3MEHLLYBa/INCA.

Y nauieHTiB BikoM Bif, 70 pokiB Npu NiKyBaHHI NiparnyTuaoM MOXYTb YacTille crnocTepiratucsa nopyLleHHs 3 60Ky TpaBHOT CUCTEMMU.

Y nauieHTIiB 3 NIErKNUMUN MOPYLUEHHAMM a0 NOPYLLUEHHAMMW CepefHbOI TAXKOCTI PYHKLIT HUPOK (KnipeHC KpeaTuHiHy £ 60 — 90 mn/xe i 30 — 59 mi/xB BiAMOBILHO)
NPy NiKyBaHHI iparnyTMAoM MOXYTb YacTiLLe BUHVMKATV NOPYLLEHHS 3 BOKY TPaBHOT CUCTEMM.

YKoBuHOKaM’siHa xBopoba i XoneuncTuT

IMig yac AOBroTpMBa/IMX KOHTPONbOBAHUX KNIHIYHMX AOCAiMKeHb (a3 3a 3 niparnyTuaoM 6yno 3apeecTpoBaHO HEBENUKY KiNbKICTb BMNAAKIB XOBYHOKaM’IHOT
xBopo6m (0,4 %) Ta xoneumcTuTy (0,1 %). Y gocnigkeHHi LEADER® yacToTa KOBYUHOKAM'HOT XBOPO6U Ta XoneumcTuTy 6yna 1,5 % Ta 1,1 %y pasi 3acToCyBaHHS
niparnytmay i 1,1 % 1a 0,7 % y pasi 3acTocyBaHHs nnaue6o BianosigHO (AMB. po3ain «dapMakoanHamiKa).

BigmiHa npuitomy npenapaTy

[Mig Yac TpMBaIMX KOHTPONbOBAHUX AOCIIKEHb (26 TMXKHIB ab0o [JOBLUE) YacToTa BUMAAKIB BigMIHW fiparnyTuay y 38’43Ky 3 NOGIYHUMK peakuisiMp, WO BUHUKaIN,
ctaHoBuUna 7,8 %, a BiAMiHM npenapaTty NOPiBHAHHSA — 3,4 %. HailuacTille NpUYMHOKO LbOro Yy NauieHTiB, SKi oTpuMyBann niparnytud, 6ynu Hygota (2,8 %) i
6ntoBaHHA (1,5 %).

Peakuii B Micui 1H’eKUiT

Y Xofj TpUBaIUX KOHTPOMbOBAHKX AOCNIMKeHb (26 TXKHIB ab0 [O0BLUE) peakuii B Miclli BBeeHHs npenapaTy BikTo3a® 6Gynu 3apeecTpoBaHi NpubAnsHO y 2 %
nauieHTiB. L|i peakLuii 3a3Buyari 6ynm cnabkmmu.

MaHkpeaTUT

Y Xofji TpVBa/IMX KOHTPOMbOBAHUX KNiHIYHKX AocnifikeHb hasv 3 npu NikyBaHHiI npenapatom BikTo3a® 6yno 3apeecTpoBaHo Kinbka BUnagkis (< 0,2 %) roctporo
naHKpeaTuTy. Bunagku naHKpeaTUTy TakKOX Bif3Hayanincs y CMOHTAHHWMX MOBILZOMMIEHHAX, WO HAaZIAWAN MiCNs BUBEAEHHS JIIKAPCbKOro 3aco0y Ha PUHOK. Y
pocnigpkeHHi LEADER® uacToTa BUNafKiB rocTporo naHKpeaTuTy, NiATBEPMAXKEHNX eKCNEPTHO OLLiHKOM, cTaHoBMNa 0,4 % Yy pasi 3acTOCYBaHHSA NiparnyTuay Ta
0,5 %y rpyni nnawye6o, BignoBigHO (AMB. po3ain «Ocob/MBOCTI 3aCTOCYBaHHS» Ta «PapMaKogUHaMIKa).

Anepriyni peakuii

[icnsa BYBeAEHHA npenapary BikT03a® Ha PUHOK MOBILOMANOCA MPO BUHUKHEHHSA anepriyHmnX peakuiii, y TOMy YMC/i KPOMNWB’AHKK, BUCUMY Ta CBep6exy. Takox
NoBIAOMNANOCA NPO KiflbKa BUNaAKIiB aHaiNaKTUYHNX peakuiil 3 TakKMMy A0AaTKOBMMM CUMNTOMaMM, SIK TiMOTeH3is, cepuebuTTa, 3aguilika Ta Habpsk. MNpoTarom
BCbOr0 Nepiody TPMBANMX KNiHIYHMX JOCiMKeHb NPy NiKyBaHHI NpenapatoM BikTo3a® y pigkmx Bunagkax (0,05 %) cnocTepiraBcst aHrioHeBPOTUUYHUIA HAaBPSIK.
aiTn

3arasiom YactoTa BUHUKHEHHS, TUM Ta CTYMiHb TSHXKKOCTI NOGIYHMX peakLiin y nigniTKiB Ta AiTel BikoM Big 10 pokiB Taki X, K y Aopocnmx. YactoTta nigTBepaKeHnX



BUMAAKIB rinornikemii 6yna suuia npu 3actocysaHHi niparnytuay (0,58 sunafKy/nayieHTo-pik) NOPIBHAHO i3 3acTOoCyBaHHAM nnauebo (0,29 Bunagky/nauieHTo-pik).
Y naui€eHTIB, SKMM 3aCTOCOBYBa/IN iHCY/IH 0 BUHUKHEHHSA NiATBEPKEHOrO eni3ofy rinornikemii, 4yacToTa BUHMKHeEHHS Byna BuLla Npu 3acToCyBaHHI niparnyTuay
(1,82 BunagKy/nauieHTo-piK) NOPiBHAHO i3 3acTOCyBaHHAM Mnauebo (0,91 BunaaKy/nawieHTo-pik). B rpyni 3acTocyBaHHS NiparnyTnay TSHXKKUX enizofis rinornikemii
He 6Y10 3apeecTpoBaHo.

[MoBiAOMNEHHSA NPO HEGAXKAHI peakLil Ha npenapaT

Micns peecTpaLkil NiKapcbKOro 3acody BaXXAMBO MOBIAOMAATA NPO Nif03PptOBaHI NO6IYHI peakLii. Lle 103BOASE MPOAOBXKYBATM MOHITOPUHI CNiBBIAHOLWEHHS KOPUCTb
/pU3KK NiKApCbKOro 3aco0y. JTiKapsam PeKOMEHAYETLCA NOBIAOMAATI NPO Nif03PprOBaHI NOBIYHI peakLil 40 MICLEBUX OpraHiB thapMakoHarnsaay.

TepMmiH npugaTHOCTI. 30 MicAyiB.
[icns nepLLoro 3acTocyBaHHA — 1 MicALb.

YMoBW 36epiraHHs.

36epirati B HeOCTYNHOMY Ans fiTeid micui. 36epirati B xonogunbHuky (2°C — 8°C) nogani Big Mopo3unbHOT Kamepu. He 3aMopoXyBaTu.
[icna nepLuoro 3actocyBaHHs 36epirat npy Temnepatypi Huxk4e 30°C abo B X0N0AUNbHUKY

(2°C — 8°C). He 3aMopoxXyBaTu.

[ns 3anobiraHHa Al ceiTnia 36epiraty WNpUL-pYYKy i3 3aKPUTUM KOBMaYKOM.

HecymicHICTb.

[onaBaHHs o npenapaty BikTo3a® Gyab-skux cyGeTaHLiii MOXe BUKIUKATY Aerpaaalito niparnyTtugy. bes npoBefeHHs A0CAiAKeHb Ha CyMICHICTb Lieil npenapart He
MOXXHa 3MiLLyBaTy 3 IHLUMMMW NiKapCbKUMU 3ac06aMu.

YnakoBKa. ['lonepefHb0 3anoBHeHa 6araTo030Ba OA4HOPA30Ba LUMPUL-pyyKa MICTUTb KapTPUIK EMHICTIO 3 MJ1, BUrOTOB/IEHWIA 3i CKMa (TuUn 1) Ta 3aKyrnopeHuin 3
OfHOro 60Ky nopLuHeM i3 6pPOMOYTUIOBOI F'yMU, @ 3 IHLWOro 60Ky — laMiHOBaHOK NYMOBOK MPOK/IAAKOK 3 6pomMOyT1noBoi/noniizonpeHoBol rymu. LLNpuy-pyyky
3p06/1eHO 3 nonioneiHy i noniaueTanto.

KoykHa Wwnpuu-pyyka MicTUTb 3 M1 PO34YMHY, WO Aae MOXMBICTb BBeCcTU 30 Ao3 no 0,6 mr, 15 ao3 no 1,2 mr a6o 10 403 no 1,8 mr.

YnakoBKaMicTUTb 1 abo 2 nonepefHb0 3anM0BHEHUX LUMPULL-PYYKN.

KaTteropis Bignycky. 3a peLentom.
BupobHuk. A/T Hoso Hopgaick, AaHis / Novo Nordisk A/S, Denmark.
Micue3HaxomkeHHs BUPOOHMKa Ta oro agpeca mMicus NpoBamKeHHs 4isiNIbHOCTI.

A/T Hoso Hopgick, HoBo Anne, 2880, barcaepg, JaHia. Ten. +45 4444 8888 /
Novo Nordisk A/S, Novo Alle, 2880, Bagsvaerd, Denmark. Tel. + 45 4444 8888.



