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(57) Pedpepar:

B ubOMy AOKYMEHTI PO3KPUTUIA HOBMIA NepopanbHui cnoci® sacrtocyBaHHa MK-0677 ans BUSBNEHHS
aediunty (GHD) ropmoHy pocty (GH). Takox poskputun cnoci6 nikysanHa gediynty (GHD) ropMmony
pocty (GH) y aiten 3 doyHKUiOHaNbHOIO rinoTanamo-rinodizapHoto cuctemolo GH.
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FANY3b TEXHIKUA

[0001] Llein BMHaxig CTOCYyeTbCA HOBOro nepopanbHoro cnocoby sacrocyBaHHa MK-0677 ans
BuasneHHs pedpiynuty (GHD) ropmoHy pocty (GH) y naudieHTiB. Llei BMHaxig TakoX CTOCYETbCA
crnocoby nikyBaHHA aediuuty (GHD) ropmoHy pocty (GH) y aiten 3 dyHKUiOHANBHOWO rinotanamo-
rinocpizapHoto cuctemotro GH.

PIBEHb TEXHIKA

[0002] Topmon pocty (GH) aBnsae coboto aHaboniyHUi rOPMOH NepeaHboi Aoni rinodisy, AKWi
CTUMYNIOE KNITMHHY nponicdepadito Ta aAndepeHuiloBaHHA 4Yepe3 CcuHeprivHy g GH Ta
iHcyniHonoaiGHoro daktopa pocty-1 (I®P-1). In vivo GiocuHTes i cekpeuiga GH perynioerbca
6anaHCcoOM ropmoHY, sIKMI BUBINbHIOE TopMoH pocTy (GHRH) i comatoctatuny (SST). Cekpeuis GH
TaKoX NigNArae KOHTPOSIIO 3a MexaHisamamMy 3BOPOTHOMO 3B'A3KY K Y rinotanamyci, Tak i rinodisi.
Cekpeuis GH Mae BupiwanbHe 3Ha4YeHHA AN HOPMAanbHOrO PO3BUTKY CKENETY B AWTUHCTBI, Mpu
MaKkcUMarnbHii cekpeuii, WO BUHMKAE nig 4vac crartesBoi 3pinocti. Oediumt cekpeuii GH y aiten
NPU3BOAUTL 4O HU3LKOIO POCTY, 3aTPUMKM LUBMAKOCTI POCTY Ta 3aTPUMKW A03PiBAHHSA KIiCTOK.

[0003] NiamHoxMHA 3 % AiTen 3 HU3bKUM POCTOM BUKNUKaHa aediuntom ropmony pocty (GHD), 3
NOLLUMPEHICTIO npubnusHo 1 autuHa Ha 3700-4000. B panwi 4dac pgiarHo3 gediuuty (GHD) GH
CTaBNATb Y AiTel B NepLly Yepry Ha OCHOBI iX MOBINbHOrO 3pPOCTaHHSA i HA3LKOrO POCTY, i 3aTPUMKK
[03piBaHHA KicTOoK. [iarHO3 noTiM niaTBEPAXKYETHCA LUMAXOM MPOBEAEHHA TECTY Ha CTUMYNAUI0
cekpeuii GH. Lli cTaHgapTHi TECTM Ha CTUMYNAUiO BKMIOYAIOTb FNOrMIKEMIO, BUKITMKAHY iHCYNIHOM,
iHby3il0  apriHiHy, BBEAEHHS T[NIOKAroHy nigwkipHo abo nepopanbHe BBeAEHHs neeogonu abto
KNOHiAMHY. Xouva rinornikemisa, iHAyKOBaHa iHCYNIHOM, BBaXKAE€TbCA HaMbinNblLl HAAQIRHOO, BOHA
BuMarae, wob AWTMHA 3Haxoaunacs nig HarnsagoM nikapsa npoTAroMm ABOX FOAWH, B SKi NPOBOASATH
TECT; KpiM TOro, y nepioa iHCyniH-iHaykoBaHoi rinornikemii (REFS) cnpuynHanuca nobivni edpekTn, ki
BKMNOYanu ABa 3apeccTpoBaHi BUMNAAKU CMePTi. 3 UuX NPUYWUH iHCYMiH-iHAYKOBaHa rinornikemMia He
BUKOPUCTOBYETLCA NediaTpU4HUMKU €HAOKPUHOMNOraMu, a iHWi TECTU BUKOPUCTOBYIOTLCA. TecT Ha
rMIOKaroH, MMOBIPHO, € HanBinbL HadIRHUM, ane, Wob we Ginblie NigBULLUTM HAAINHICTL, 3a3BuYan
BUKOHYIOTbCSA ABa TeCTU. HewogaBHO BUKOPUCTOBYBANM arOHiCTU PELIENTOPY CEKPETOPHOIO TOPMOHY
(GHS-R), i BOHM MaTb nepesary B TOMy, O BOHU € HadinHumu, ane nikoea GH-Bignosigb, fka
BuU3Ha4ae aediumt GH, noraHo xapaktepusyetbesi. byno 6 kopucHo pospobnsatu Tect GHD, akun €
NPOCTILUMM AN BUKOPUCTAHHS, 6e3neyHilumm i/abo BinbLu HAZiIWHWUM, Hi>K MOTOYHI TECTH.

[0004] I6yTamopeH mesunat (MK-0677) 6ye pospobneHuin B aocnigHuubkux naboparopiax Merck
(Merck) 4k cneuucpiyHMii nepopanbHUi CEKPETOPHUWA aHanis ropmoHy pocty. Merck nposena
aocnigxkeHHa asun llb aiter 3 pisHUMKU CTYNEHAMW HU3BKOTO POCTY Ta Aedpiuuty ropMoHy pocCTy
(GHD) y 1996-98 pokax. BoHu nikyBanu giteit nnaue6o abo aroHiCToMm peuenTopy CTUMYMSITOPY
cekpeuji ropmoHy pocty MK-0677 abo rhGH (pekoMBiHaHTHMIA rOpMOH FOpMOHY pocTty). MK-0677
iMiTye eddeKkT HUHI BU3HAHOro NPUPOAHOro niraHay Ans PeuenTopy CTUMYNSATOPY cekpeuii ropMoHY
pPOCTy, KM sIBMSIE COBOK FOPMOH rpeniH. OBrpyHTYBaHHA nomnarano B TOMy, W06 BU3HAUUTU, YM
nepoparnbHa Tepania 3 MKO677 cnpuaTuMe NPUCKOPEHHIO POCTY Y AiTeN 3 HU3bKUM POCTOM.

[0005] Y pocnigxeHHi asm lIb 24 paitein otpumanu nikyaHHa 0,8 mr/kr/goba MK-0677. Lli aitn
Marnu No4aTkoBy LUBUAKICTb pocTy 3,4 £ 1,7 cM/pik (CaHTUMETP Ha pik), wo 36inbwmnacs no 6,8 £ 2,0
cM/pik Yyepes 6 MicAuiB 3 CYTTEBOK 3MIHOKO LUBMAKOCTI pocTy 3,4 £ 2,1 cm/pik. Lle MOXHa Takox
BUPA3UTU AK CTaHAapTHe BiaxuneHHs Bucotu (SD) (abo craHaapTHi BigxuneHHst - Takoxk SD) Ha
noyatkosoMy piBHi 0,4 + 21 Tta 3,5 £ 2,0 yepes 6 wmicdauiB. Ha BiaMiHy rpyna 3 22 pgiten, ski
oTpumyBanu nnauebo, mana LBUAKICTb POCTy, sika ctaHoBuna 4,2 + 1,8 cm/pik Ta 4,6 £ 1,4 cMm/pik
NpoOTArom 6 MicAuiB 3i CTaTUCTUYHO HE3HAYHOK 3MIHOW LWBKaKocTi pocTty 0,4-2,3 cm/pik. 3miHa SD
LUBMAKOCTI POCTY Yy XPOHONOriYHOMY Bili ctaHoBuna 0,4 = 2,1 ana nnaue6o i 3,5 £ 2,0 aAna nikyBaHHA
MK-0677 uepes 6 micauiB y aosi 0,8 mr/kr Ha go0y. [Baaudate 3 22 aiten, aki otpumanu nnaue6o,
noTiM OTpMMyBanu cTaHA4apTHy Tepanito ropmoHoMm pocty (GH) (woaeHHa niglwkipHa iH'ekuia rhGH,
0,043 wmr/kr/poby). L nokasHukM npoaemoHcTpyBanu 30inblieHHss SD wBMAKOCTI pocTy 3a
XpoHonoriyHuM BikoM Big 0,3 £ 2,2 B novaTkoBin ctaaii (To61o 6 micAuiB nikysaHHa nnaue6o) go 7,6
5,6. Ockinbku 30inbweHHa SD WwBKuAKOCTI pocTy yaBidi 6inblie ana GH, Hik ana nikysaHHa MK-0677,
npoekt 6yB NpuUnNuUHeHUn, ockinbkm MK-0677 BBaxaBCA MeHLU €(EKTUBHUM Ta HE KOHKYpPYyBaB i3
cTaHgapTHolo Tepanieto T,

[0006] GHD, wo npu3BoAWUTb 40 HU3LKOIMO PocCTy (BUCOTa -2 SD y XpOHONOriMHOMY BiUi) y aiten,
sABNsE coO0I0 3aXBOPIOBAHHS, sIKE 3YCTPIYAETbCH Y BCbOMY CBITi. JlikyBaHHS1 AediunTy rOpMOHY POCTY
y AiTeN 3 HU3bKMM POCTOM TPUBAE, 5K MPABUIO, NPOTAroM 6aratbOx POKIiB Big AiarHo3y B AUTUHCTBI A0
OOCAITHEHHA KIHUEBOT BMCOTU. PesynbTatn, OTpuMmaHi depe3 6 MicAuiB, OUIHIOWOTbL MiKyBaHHA Y
HewoAaBHO AiarHOCTOBaHUX AiTEN, MOXYTb LUMPOKO BapiloBaTU Yepes PisHULIO B OCHOBHIN eTuonorii
aediunty GH, a Takox 3aKOHOMIPHOCTI Ta TEMMNY 3POCTaHHSA, WO HacTynae, nicns novaTtky nikyBaHHS.
Ak npaBuno, nikyBaHHsa NpoTarom 1 poky abo aoBLie HeoOXigHe ANsi BCTAHOBMEHHSA HOBOT TpaeKTopil
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pPOCTY npu nikyBaHHi. icna uboro nikyBaHHs 4acto notpibHo 10 pokie i Ginblie, Wob gocartu
ONTUManbHOT BUCOTW Aopocnoro y uux girten. Oitn 3 GHD 3assu4yar oTpUMyIOTb LWOAEHHI NigLUKIpHI
iH'ekuit GH, aki MOXyTb 6yTW BONIOUMMKN, HE3PYYHUMM Ta BUKMMKATU CTpaxKaaHHs y aiTer, ocobnueo
ManeHbkux. Lle 6yno © KOpUCHMM 3 TOYKM 30pYy MPOCTOTU MiKYBaHHA, 3PYYHOCTI MauieHta Ta
JOBroTpuBanoi NPUXUIbHOCTI A0 po3pobku He iH'eKUinHOK Tepanii, Hanpuknag, OAHOKPaTHOro
nepopanbHOro NpuinomMy npenapary, sSKWo Taka Tepanis moxe matu noaibHy aio Ha GH B aesikux
rpynax nauieHtis 3 GHD.

CTUCIINN ONMUC BUHAXOLY

[0007] B ogHOMY acnekT Luew BUHaxia NpornoHye HOBUI CNoci6 TecTyBaHHA Ha GHD.

[0008] B oaHomy acnekTi ueW BMHaxig NPOMOHYE HOBUIM cnocib nikysaHHA GHD y aiten 3
AocTaTtHiM noTeHuianom cekpeuii GH.

[0009] B oaHomy acnekTi uew BuMHaxig NPOMOHYE HOBMIA cnoci® nikysaHHs GHD y giten 3
€KBiBaneHTHUM NOTEHLianoM pocTy NOPIBHAHO 3 nikyBaHHAM rhGH.

[0010] B iHwoOMY acnekTi ueln BMHAaXig NPONOHYE HOBWMI CMNOCIO TECTyBaHHA Ta iaeHTudikauii
nauieHTiB Ha gocTaTHIN noTeHuian cekpeuii GH.

[0011] B iHwoOMY acnekTi uen BuHaxig NPONOHYE HOBWMI CMNOCIO TeCTyBaHHA Ta igeHTudikauil
nauieHTiB 3 ekBiBarIEHTHUM NOTEHUiIaNnoM POCTY NOPIBHAHO 3 NikyBaHHAM rhGH.

[0012] Ui Ta iHWi acnekTu, siki CTaHyTb OYEBUAHUMMU Nig YaC HACTYNMHOrO AOKNAAHOro onucy, 6ynu
OOCArHYTI BIAKPUTTAM BUHaXigHMKIB Toro, wo MK-0677 moxe 6yTu BUKOPUCTAHMIA ANSA TECTYBAHHS Ha
GHD, a Tako) Ans nikyBaHHA aeakmx cybnonynsauin airen 3 GHD.

CTUCIN OMUC FTPA®IYHNX MATEPIATIB

[0013] Ha dpir. 1 npeacrtasneHa weuakictb pocTty nicna npunomy GH (0,3 Mr/kr/TuxaeHsb;
nigwkipHi iH'exyii ~0,043 mr/kr/ac6a) (N = 20) ta MK-0677 (0,8 mr/kr/no6a) nepopanbHO 0OAWH pas Ha
noby (N=24) npotdarom 6 micauiB aAna nauieHTiB. Bignoeiab Ha rhGH y 3aranbHiin rpyni nauieHTis
nepesepuye MK-0677.

[0014] Ha cpir. 2 nopieHioeTbCcA BasoBui piBeHb IPP-1 3 roctpoto Bignosigaw GH Ha MK-0677.
CnocrepiraetbCa TiCHa Kopensuis mik 6asoBum piBHeM |PP-1 Ta roctpoto Bignoeigato GH Ha MK-
0677 (R2 = 0,7186). He nokasaHa cnabka kopensuia, ska cnocrepiranacs Mik 6a3oBumM piBHeM 1PP-1
Ta roctpoto Bianosigaw GH Ha cTaHaapTHI npoBokauiviHi giarHocTu4YHI Tectn (R2= 0,3316).

[0015] Ha dcpir. 3A Ta 3B npeacraeneHa WBUAKICTb POCTY, OTpUMaHa ANA NauieHTiB 3 HU3bKUM
noteHuianom pocty (LOW) (BU3Ha4YeHO HU>KYE) Ta eKBiBaNEHTHUM NOTEHLianoM poCTy Y Bianosiab Ha
MK-0677 0,8 mr/kr/ao6a y nopiBHaHHI 3 nauientamu 3 rhGH (EQUAL), ski otpumyBanu GH abo MK-
0677, signosigHo. Ha dir. 3A Ta ¢ir. 3B npogeMoHCTpoBaHoO, WO WBUAKICTb POCTY MiCNs nikyBaHHA
MK-0677 npotsarom 6 micsilis gopisHioe nikysaHHio GH y rpyni nadieHTis 3 EQUAL.

[0016] Ha cpir. 4A Ta 4B nopisHiooTh Bignosiab Ha GH | MK-0677 y Bcix nadieHTiB (ir. 4A) Ta y
nauieHtis 3 EQUAL (cpir. 4B). Bianosigb Ha GH y 3aranbHin rpyni naudieHtiB nepesepwiye MK-0677.
Ha BigmiHy Big uboro, Bianosiab Ha MK-0677 y rpyni nauientisB EQUAL € eksiBaneHTHoto GH.

[0017] Ha dpir. 5A Ta 5B nopisHioloTb Bignosiab Ha GH i MK-0677 y nauieHtie LOW 1a EQUAL.
MauieHtn LOW HapssudainHo uytnuei go GH. Mauientn EQUAL matoTb mMeHwy Bignosigb Ha GH.
MauieHTn 3 HU3bKMM MOTEHUianoM poCTy AEMOHCTPYIOTb HeAOoCTaTHIO BiANoBiab pocty Ha MK-0677.
Ha BiamiHy Bia uboro, nauieHTu 3 noTeHuianom pocty EQUAL aemMoHCTpyioTh Bignosiagb pocty Ha MK-
0677, Aika iCTOTHO He Bigpi3HAEeTbLCA Big Uboro y GH (P=0,125).

OETANBHUM ONNC MEPEBAXKHWMX ACTIEKTIB

[0018] B ogHOMY acnekTi LibOro BUHaxoay po3podneHo HOBWUIA TECT 3 ABOMA LiNAMM:

(i) Hagatu npoctuii, HaginHUI Ta NErko BUKOHaAHWW TeCT Ans BCTaHoBeHHA GHD, skuii 3moxe
BUKOHYBAaTW NMpakTUKyo4a Meacecrpa, 6es yyacTi nikaps; i

(ii.) BusHaumtm GHD giten, siki MatuMyTb €KBiBaneHTHe 30iMbLUEHHS LBWAKOCTI POCTY Mpu
nepopanbHOMY NPUIOMI oguH pas Ha goby npenapaty MK-0677, sike BOHM 6 manu npu LWOAEHHIN
nigwkipHin (n/w) in'ekuii pekombiHanTHOTro GH (rhGH).

[0019] ¥ pocniai MK-0677 cha3su lIb, onucanomy suwie, sci GHD aitn 6ynu 3rpynoBaHi pasom no
Merck. MNMpoTe, y aHanisi xapakTepucTuk MPOAEMOHCTPOBAHO, WO Ui NauieHTW BUABNANU BeESNKY
pisHuUto B ix BaxkocTi GHD Ta weuakocTi pocty. Konm ui aadHi 6ynu noBTOPHO MpoaHanisoBaHi,
Gepyun o yearn Baxkictb GHD, a Takox ix 3aaTHiCTb BianoBigaTu Ha peakuito GH Ha npuiiom MK-
0677, Mn BAUSBANK, WO BIANOBIAI pocTy cybnonynAuii giten Ha nepopansHui npunom MK-0677 6yna
Hanpouya CXOXMMKM Ha ix Bianosigi Ha iH'ekuii GH (To6To, rhGH). Litam, aki manu cyposuin agediunt
GH, gk ue 6yno BMABMEHO BHACNIAOK iXHbOT He3aaTHOCTI 36inbluyBaTtu cBi nik GH go > 5 wmkr/n
Ta/abo 6aszoBoro pieHi I®P-1 < 30 MKr/n, cnocTtepiraeTbcs 36iNbLIEHHA LWBUAKOCTI POCTY Y Bignosiai
Ha ek30reHHy Tepanito GH; Toai sk Ti, wo nikysanuca MK-0677, 6ynu meHw yytnueumu. MNMpote aitn B
eKBiBaneHTHi NOTEHUilHIA rpyni y nopiBHAHHI 3 rhGH (roctpa nikosa signosigb GH = 5 Mkr/n Ha ogHy
no3y MK-0677 ta GasoBun piBeHb B cupoaTtui IOP-1 > 30 mkr/n) (rpyna nauieHTtiB 3 EQUAL)
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pearyBanM Ha eKBiBaneHTHY BiANOBiAb POCTY AK Ha ek3oreHHi iH'ekuii GH, Tak i Ha wWoAeHHY
nepopanbHy ao3y MK-0677. YHukatouun iH'ekuiin, nepopansHe BBeaeHHa MK-0677 oauH pas Ha goly
Matume Oarato nepesar, K MeETOA MiKyBaHHSA, MOPIBHAHO 3 iH'ekuigmu GH, i A03BONMMTL 3HAYHO
NONErwnTA i NOCUNUTK NPUXUIILHICTL NauieHTa. OCKINbKA NPUXUABLHICTb € KPUTUYHUM KOMMOHEHTOM
Oyab-AKOro nikyBaHHsA, nerkictb nikysaHHss MK-0677 npotn GH (nepopanbHuii npuiom/iH'exui)
[O3BONMUTL Nikapto Bubpartyu AOBroTpuBane nepopanbHe nikysaHHa MK-0677 Ha BigMiHy Big iH'ekuin
GH 3 Takolo X e(PeKTUBHICTIO B yMOBaX LUBUAKOCTI POCTY.

[0020] TmMnbokuin aediunt GH nos'A3aHuit 3 HU3bKUM piBHEM cupoBaTtkoBoro I®P-1. Cupopartka
I®P-1 ¢ Giomapkepom Aii ropMoHy pocty, | 80 % umpkyntowodoi cuposatkn IPP-1 BUpoONAETLCS B
nedviHui. Ha nouatkoBomy etani 3B'si30k Mk 6aszoBum piBHem IPP-1 B cupoartui Ta nikoBO
BianNoBiaal Ha CcTaHAapTHi TeCTU Ha CcTUMynauilo (KNOHIAWH, iHCYNIH, apridid, rmokarod i L-dona)
crtaHosuna r2 = 0,3, Toai Ak cnieBigHoweHHA 6asoBoro pieHA IPP-1 B cupoBaTui Ao nikoeoi GH
Bignosigi Ha MK-0677 cTtaHosuno r2 = 0,7, wo gemoHcTpye, wo Tect MK-0677 € Kpalimm noKasHUKOM
ceKpeuiil eHOOreHHOro ropMoHy POCTY, HK cTaHAapTHI TecTu. KpiM Toro, B 3aneKHOCTI Big TOro, kUi
BiJPi30OK BMKOPUCTOBYETLCA ANA CTaHAapTHMX BUNpodyBaHb, BianoBiab Ha MK-0677 36inbLiyeTbcs.
MikoBa koHUeHTpauis GH B cuposaTui, BUMipAHa nig 4ac TecTyBaHHA npu nikyBaHHi MK-0677
(oanHu4yHa gosa MK-0677), € HagiiHolo. HaaBHICTb NikoBOT KOHUEHTpauii GH> 5 mkr/n o3Havae, Wwo
rinotanamo-rinogizapHa cucrema GH wmoxe 6ytu ctumynboBaHa MK-0677, wo xapakrepusye
nauieHTa sk noTeHuianbHoro Ao cekpeuii GH. Oediunt GH moxe 6yTm nos'sisaHui 3 rnmubokum
agediuntom, Npu AKOMY MOLLIKOXKeHa rinotanamo-rinodisapHa cuctema GH i He cnocrepiraertbes
Bianosiab Ha BBeaeHHa MK-0677. AnbTepHatuBHa auccyHkuia rinotanamo-rinodgisapHoi cuctemun GH
MOXe 3poOuTM nauieHTa He3daTHUM CeKpeTyBaTu [AOCTaTHO Kinbkictb GH ana niatpumkn
HOPManbHOro pocTy. Y Takux nauieHTiB TecT MK-0677 BU3HAYUTb, YM € BOHW NOBHICTIO AeDIUUTHUMMU,
abo SKWO BOHU HE MaloTb A0CTaTHLOT cekpelil GH, i MOXyTb BCTAHOBUTU BianoBiab GH, aka Bkasye
Ha Te, Lo cuctemMa pearye Ha MK-0677.

[0021] B iHWOMY acnekTi B LLbOMY BUHAxXoA4i 3anponoHOBAHUIA HOBUIM CNOCIO NiKyBaHHA aediuuty
ropmoHy pocty (GHD) y aiten, sikuii BKniovae: BBEAEHHA TepaneBTUYHO eeKTUBHOT KinbkocTi MK-
0677 guTuKHI, Aka, SK BiAOMO, Ma€ HU3bKWW PICT Ta AOCTaTHIM noTeHuian cekpeuii GH. B iHworo
acnekTi, y AMTUHU CNOCTEPIraeTbCs 3aTpuMKa pocTy.

[0022] B iHWoOMY acnekTi B UbOMY BMHaxoAi 3anpOnOHOBAHWI HOBWUI Cnocib nikyBaHHA GHD vy
OiTEeN, AKMA BKMOYae: BBEAEHHA TepaneBTUYHO edeKTUBHOT KinbkocTi MK-0677 autuHi, aka, K
BiAOMO, Ma€ HU3bKUI PICT Ta eKBiBaNEHTHUI NOTEHLUian pocTy B NOpiBHAHHI 3 rhGH. B iHWworo acnekTi,
y AUTUHW CMOCTEPIraeTbCcs 3aTPUMKa POCTY.

[0023] B iHWOMY acnekTi B UbOMY BMHaxoAi 3anpOnNOHOBaHMI HOBUI cnoci® nikysaHHs GHD y
OITEN, SIKUA BKIIOYAE:

a TeCTyBaHHA AUTUHU HA HU3bKWUIA PICT;

b TectyBaHHs Ha GHD 3a gonomMoroto fnikyBanbHO-4iarHOCTUYHOIO TECTY, i,

C nepoparnbHe BBeAEHHA TepaneBTUYHO ed)eKTUBHOI KinbkocTi MK-0677 AauTuHi, SKka, sk
BCTaHOBJIEHO, MA€ HU3bKUI PICT Ta eKBiBANEHTHUI NOTeHUian pocTy B NOPiBHAHHI 3 rhGH.

[0024] B iHwWoOMY acnekTi B UbOMY BMHaxoAi 3anpOnOHOBaHMM HOBUI cnoci® nikysaHHs GHD y
OITEN, SIKUA BKIIOYAE:

a TECTYBaHHA AWTUHU, SKa, SK BiAOMO, Ma€ HU3bKUIA picT, HA GHD, BUKOPUCTOBYIOUM fiKyBamnbHO-
JiarHOCTUYHUI TECT; i,

b nepopanbHe BBeAeHHS TepaneBTUYHO edekTuBHOI KinbkocTi MK-0677 auTuHi, SKka, Sk
BCTaHOBJIEHO, MA€ €KBiBaNEHTHUI NOTEHUian pocTy B NopiBHSAHHI 3 rhGH.

[0025] B iHWOMY acnekTi nikyBanbHO-4iarHOCTUYHMIA TECT BKMOYaE:

(i) TecTyBaHHsa Ha nNiKOBY KOHUeEHTpauito B cupoBatui GH =5 Mkr/n y Bignosiab Ha oaHy
nepopanbHy aosy MK-0677; i

(ii.) TectyBaHHA Ha 6asoBun pieeHb IOP-1 > 30 Hr/mn B cupoBarui.

[0026] B iHWoMY acnekTi nikyBanbHO-4iarHOCTUYHMIA TECT A0AATKOBO BKNIOYAE:

(iii.) TectyBaHHA Ha nikoBun piBeHb GH y cuposatui <10 MKr/n y BignoBigb Ha CTaHAAPTHUKA
NPOBOKaLiNHWIA TECT.

Ak anbTepHaTuBa, TeCTyBaHHA NPOBOAUTLCA ANS OTPUMaHHA nikoBoro pisHa GH B cuposaruji < 7
MK/ y CTaHAapTHOMY NPOBOKaUiMHOMY TECTI.

[0027] B iHWOMY acnekTi nikyloTb negiatpuyHuin GHD.

[0028] B iHWwOMY acnekTi nepoparnbHO BBOAATL MiHi-TabneTku, wo mictarte: MK-0677.

[0029] B iHWOMY acnekTi KinbKiCTb MiHi-TaONeToK MOXHa perynoBaTtu, wob 3abesneuntu
[03yBaHHSA Ha OCHOBI Macu.

[0030] B iHWwoMy acnekTi nepoparnbHe BBEAEHHA, 0AATKOBO BKNIOYAE: BBEAEHHS 32 AOMNOMOrot0
NPUCTPOIO, 34aTHOTO BigMIPIOBaTH LLOHANMEHLLE OAHY MiHi-TabneTky MK-0677.
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[0031] B iHLWIOMY acneKTi NPUCTPIN TakoXK 34aTHUI, LLOHaWMeHLe, A0 O4HOr0 3 HACTYMHOrO:

a Haragysatu nauieHTy abo gornsagady konu Tpeba BBOAUTM TiKu;

b no3yBatn BCTAHOBNEHY KiNbKOCTi MiHi-TabNeToK;

C 3anucyBaTu gaTy Ta 4ac, Konm Ao3ylTbCa MiHi-TabneTku;

d BigganeHo 3'eaHyBaTUCH 3 NiKapem;

€ MaTu J03yBaHHs, BCTAHOBNEHE nikapeM abo 3a 3roaolo nikaps; i,

f 6yTm OOCTaTHLO 3axMLLUEHMM, LWWOO 3anobirTu nauieHTy 3MIHIOBATU KiMbKICTb MNPU3HAYEHUX
TabneTok.

[0032] B iHWOMY acnekTi NpUCTpii 3aaTHWWA: 34iMCHIOBATM A03yBaHHA BigganeHo (Hanpuknag,
yepes OGesagpoToBe abo ApOTOBE MiAKMNIOYEHHA [0 IHTEPHETY), BCTAHOBMNEHe nikapem abo 3a
NOroAXKEHHAM i3 nikapem.

[0033] Y pedakux nauieHTiB, 30KpemMa Aitel, rinotanamo-rinogisapHa cucrema ropmMoHy pocTy €
iHTAKTHOIO, | moganbLwa cTumMynsaudia 6yae 36inbluyBaTt picT. TakMM YMHOM, AaHWWA BUHAXid TakoX
CTOCYETbCA 06pOo0KM NoKasaHb 3a MEXamMKu CTaHAapTHMX nokasaHb GHD (Hanpuknaa, negiaTpu4Horo
GHD).

[0034] B iHwoOMYy acnekTi B UbOMY BWHaxoAi 3anpomnoOHOBAHWWA HOBMI CMOCIO neaiaTpuuHol
iHAUKaUii, Ak BKNIOYae:

a TecTyBaHHA AMTUMHK Ha GHD 3a 4onomMoroto nikyBanbHO-4iarHOCTUYHOMO TECTY, |,

b nepopanbHe BBeAeHHS TepaneBTUYHO ed)eKTUBHOI KinbkocTi MK-0677 auTuHi, ska, Sk
BCTaHOBJIEHO, MA€ €KBiBaNEHTHUI NOTEHUian pocTy B NopiBHSAHHI 3 rhGH.

NpUyOMYy NeaiaTpuydHy iHaMKaLilo BUbUparTb 3:

(i) HeMOBNAT, HAPOAXKEHUX 3 HU3LKOIO MacOK ANS AAaHOro recrauinHoro Biky, siki He gocaratoTb
HOpManbHUX KPUBUX POCTY A0 2 POKIB;

(i) cuHapomy TepHepa;

(i) aediymnT renis SHOX;

(iv) cunapom HyHaH;

(V) XPOHiYHA HMPKOBA HEQOCTATHICTD; i

(vi) igionaTU4YHUN HU3bKWIA PICT.

[0035] B iHWoOMY acnekTi B UbOMY BMHaxoAi 3anponoHOBaHM HOBWI cnoci® nikyBaHHa GHD y
OITEN, SIKUA BKIIOYAE:

(i.) TECTyBaHHA AUTMHM 3 HU3bKUM POCTOM (i, HEOBOB'A3KOBO, 3aTPUMKOLIO POCTY), LLOG BU3HAYUTH,
un mMae BiH abo BOHA AOCTAaTHIN noTeHuian cekpeuii GH;

(ii.) BBeaeHHs TepaneBTUYHO ed)eKTUBHOT KinbkocTi MK-0677 AWTWMHI, AKLWO BCTAHOBNEHO, WO
BOHa Mae€ gocTtaTHin noteHuian GH.

[0036] B iHWOMY acnekTi AUTUHY TECTYIOTb Ha AOCTaTHIN noTeHuian cekpeuil GH 3a gonomoroto
cnocoBy, Lo BKMIOYAE:

(i) TectyBaHHA Ha nikoBuh piBeHb GH y cupoartuyi <10 MKr/n y BignoBigb Ha CTaHAapPTHUKA
NPOBOKaLUiNHWIA TECT, Ta

(ii.) TectyBaHHA Ha nNiKOBY KOHUeHTpauilo B cuposatuyi GH =5 mkr/n y Bianosigb Ha OAHY
nepopansHy no3y MK-0677.

i rpaHM4yHi  3Ha4YeHHs AnNA  CTAHOAAPTHMX  NPOBOKALMHMX TecTiB  6asyloTbCsl  Ha
3aranbHOMPUWHATUX CydacHMX MpaBunax Ta 3anexaTb Big BUKOPUCTaHHA Jobpe nepeBipeHux
KNiHiYHMX aHani3iB. Ak anbTepHaTuBa, TECTyBaHHS NPOBOAUTLCA ANS OTPUMAaHHSA NikoBoro pisHa GH B
cupoBaTtui < 7 MKI/N y cTaH4apTHOMY NPOBOKaUiiHOMY TECTI.

[0037] B iHWOMY acnekTi B UbOMY BMHaxoAi 3anpOnOHOBaHMI HOBUI cnoci® nikysaHHs GHD y
OITEN, SIKUA BKIIOYAE:

(i.) TECTyBaHHA AUTMHM 3 HU3bKUM POCTOM (i, HEOBOB'A3KOBO, 3aTPUMKOLIO POCTY), LLOG BU3HAYUTH,
4Yn Mae BiH abo BOHA eKBiBANEHTHUIM NOTEHLian pocTy y nopiBHAHHI 3 rhGH;

(ii.) BBEOEHHA TepaneBTUYHO eekTUBHOT KinbkocTi MK-0677 AUTWUHI, Sika, 9K BCTAHOBMNEHO, Mae€
€KBiBaneHTHWI NOTeHUian pocTy B NOPIiBHAHHI 3 rhGH.

[0038] B iHWOMY acnekTi AUTUHY TECTYIOTb Ha eKBiBaneHTHUIM noTeHuian pocty nopisHAHO 3 rhGH
3a JOMOMOro cnocoby, AKMI BKNIOYAE:

(i) TecTyBaHHsA Ha nNiKOBY KOHUeHTpauito B cupoBatuyi GH =5 wmMkr/n y Bignosigb Ha ogHy
nepopanbHy aosy MK-0677; i

(ii.) TectyBaHHA Ha 6asoBuit piBeHb IOP-1 > 30 mkr/mn B cupoBaTu,.

Lli rpaHuyHi 3Ha4YeHHA 6a3yloTbCA HA 3aranbHOMPUIRHATUX Cy4acHMX NpaBunax Ta 3anexarb Big
BUKOPUCTAHHS A00pe nepeBipeHnxX KniHivHMX aHanisis.

[0039] B iHwomy acnekTi cnoci® 3a UMM BMHAXOAOM A0AATKOBO BKMIOYAE: TECTYBAHHA AUTUHM,
wob BM3HAuUUTK, YM BiH abo BOHa € AonybepTaTHO Ta NPOAOBXKEHHSA BBEAEHHSA, AKLWO AUTUHA
BBaXKAETbCA AONYOEPTATHOI, HA A0AATOK A0 BULLE3a3HAYEHNX BUCHOBKIB.
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[0040] B iHLIOMY acnekTi cnoci® A04aTKOBO BKMOYAE: TECTYBAHHA AUTUHU, LLIOO BUSHAYMTH, YU BiH
abo BOHa € nepunybepTaTHOK Ta MNPOAOBXKEHHS BBEAEHHS, SKWO AWTMHA BBAaXKAETbCH
nepunybepTaTHo0, Ha 4OAATOK A0 BULLE3a3HAYEHNX BUCHOBKIB.

[0041] B iHWoOMY acnekTi B UbOMY BMHaxoAi 3anponoHOBaHWI HOBUIA MiKyBasibHO-AiarHOCTUYHWUNIA
TECT ANA BU3HAYEHHA TOro, un 6yae nauieHT pearyeatu Ha Tepanito MK-0677, akun Bknovae:

(i.) TecTyBaHHA NauieHTa Ha NiKOBY KOHUeHTpauito B cuposatui GH =5 mkr/n y Bianosigb Ha ogHy
nepopanbHy aosy MK-0677; i

(ii.) TectyBaHHA nauieHTa Ha 6a3oBuii piseHb IPP-1 > 30 HI/mMN B cupoBaTUi.

npuyomy nawieHT, Wo 3agosonsHse (i) i (i), BBaxxaeTbca yytnusum go tepanii MK-0677.

[0042] B iHWIOMY acnekTi TeCTyBaHHS Ha MIKOBY KOHLUEHTpaLilo B CMpoBaTLi BKMOYace:

a. BBEJEHHA 04HOPa30Boi nepopanbHol 4o3n MK-0677 nadieHTy; |,

b. TectyBaHHs piBHiB GH B cupoBaTUi KpoBi, gocArHyTi nicna eeeaeHHa MK-0677 ona Bu3HadeHHA
nikoBOT KOHUeHTpauii GH B cupoBarui y nauieHTta.

[0043] B iHWoOMY acnekTi B UbOMY BMHaxoAi 3anponoHOBAHW HOBWI JliKyBanbHO-A4iarHOCTUYHWUNIA
TECT ANA BU3HAYEHHA TOro, un 6yae nauieHT pearyeatu Ha Tepanito MK-0677, akun Bknovae:

(i.) TecTyBaHHA NauieHTa Ha NiKOBY KOHUeHTpauito B cuposatui GH =5 mkr/n y Bianosigb Ha ogHy
nepopanesHy no3y MK-0677;

nNpuyoOMYy navieHT, Lo 3a40BONbLHAE (i), BBaXKaeTbCcA YyTnueumM Ao Tepanii MK-0677.

[0044] B iHWoOMY acnekTi B UbOMY BMHaxoAi 3anponoHOBaAHW HOBWI JliKyBanbHO-A4iarHOCTUYHWUNIA
TECT ANS JiarHoCTukn aediunty ropMoHy pocCTy, KU BKMOYae:

(i.) TecTyBaHHA NauieHTa Ha NiKOBY KOHUeHTpaudito B cuposatui GH =5 mkr/n y Bignosiab Ha ogHy
nepopanesHy no3y MK-0677;

NPUYOMY NauUi€HT, WO 3a40BONbLHAE (i), BBAXKAETLCA TakUM, LLO Ma€e AediUnT roOpMOHY POCTY.

[0045] B iHwomy acnekti B LUbOMY BMHaxodi 3anpornoHOBAHWIA HOBUW CMOCIO nikyBaHHS
HeJoCTaTHOCTI ropMoHy pocty (GHI) y aitei, akuii BknoYvae: BBEAEHHA TepaneBTUYHO e(PeKTUBHOT
KinbkocTi MK-0677 auTuHi, aka, SIK BiaOMO, Ma€ HU3bKUIA PICT Ta AOCTAaTHIW noTeHuian cekpeuii GH. B
iHLLIOrO acnekTi, y AUTUHU CNOCTEPIraeTbCsa 3aTpuMKa pocTy.

[0046] B iHwomy acnekTi B UbOMy BUHaxofi 3anpOnoOHOBaHMI HOBWI cnocib nikyBaHHa GHI y
OiTEeN, AKMA BKMOYae: BBEAEHHA TepaneBTUYHO edeKTUBHOT KinbkocTi MK-0677 autuHi, aka, K
BiAOMO, Ma€ HU3bKUI PICT Ta eKBiBaNEHTHUI NOTEHLUian pocTy B NOpiBHAHHI 3 rhGH. B iHWworo acnekTi,
y AUTUHM CNOCTEPIraeTbcsa 3aTpUMKa pPocCTy.

[0047] B iHwoMy acnekTi B LIbOMY BMHAaxXOo/i 3anpornoHOBaHWWA HOBUI NiKyBanbHO-AiarHOCTUYHUIA
TecT ang giarHoctukn GHI, sk Bknovae:

(i.) TecTyBaHHA NauieHTa Ha NiKOBY KOHUeHTpauito B cuposatui GH =5 mkr/n y Bianosigb Ha ogHy
nepopanbHy aosy MK-0677; i

(ii.) TectyBaHHA nauieHTa Ha 6a3oBuii piseHb IPP-1 > 30 HI/mMn B cupoBaTUi.

npu4omMy naujieHT, wo 3agosoneHse (i) Ta (ii), BBaXKaeTbCA TakUM, LLO MAE HEQOCTATHICTb TOPMOHY
pocTy.

[0048] B iHWoOMY acnekTi B UbOMY BMHaxoAi 3anponoHOBAHW HOBWI JliKyBanbHO-4iarHOCTUYHWUNIA
TecT ans giarHoctuku GHI, akuin Bknovae:

(i.) TecTyBaHHA NauieHTa Ha NiKOBY KOHUeHTpauito B cuposatui GH =5 mkr/n y Bianosigb Ha ogHy
nepopanesHy no3y MK-0677;

NpUYOMY MauieHT, Wo 3aa0BOSIbHAE (i), BBaXKAETbCA TaKUM, LLO Ma€ HeaoCTaTHICTb FOPMOHY
pocTy.

[0049] B iHWIOMY acnekTi B LbOMY BMHAxXoAi 3anponoHoBaHui HoBui cnoci6 nikysaHHa GHI, akuii
BKITIOYAE:

(i.) nepopanbHe BBEAEHHS OAUH pa3 Ha Aoby MiHi-TabneTok, wo mictatb: 2 mr MK-0677;

npuyomy MK-0677, o BBOAATH OAMH pa3 B Ha 00y nepopanbHO SK MiHi-TabneTku, € 0aAHakoBO
eEKTMBHUM Y MOPIBHAHHI 3 A060BOI iH'EKLIED PEKOMBIHAHTHOIO TOPMOHY POCTY FOAWHWM MNpU
NiKYBaHHI HWU3bKOrO POCTY Yy AITEA 3 rOpMOHanNbHOT HEJOCTaTHICTIO, fAKi, AK BBaXKa€TbCs, MaloTb
eKkBiBaneHTHWI noteHuian pocty npu Tepanii MK-0677, ak i npu rhGH. Taki gitn igeHTUdikytotTbca
LUNSIXOM BUSAABNEHHS nonepeaHboi Tepanii cuposatkn |OP-1 > 30 MKr/n Ta MiKOBOro 306inblLUEHHS
rOPMOHY POCTY Yy cupoBatui> 5 MKr/n nicna ogHopasoBoi gosu 0,8 mr/kr Mmacu Tina iGyramopeHa
BBEAEHOrO 3 MiHi-TabneTkamu, Wwo Mictatb: 2 mr MK-0677.

[0050] Tect Ha agekBaTHWWA AOCTaTHIW Ta/abo ekBiBaNeHTHUIA noTeHuian cekpeuii GH sense
coboto amBynaTtopHuUii TECT, SIKMI BU3HAYAE KiMbKICTb AITER, AKi pearyioTb Ha nepopansHe MikyBaHHSA
MK-0677, a Takox cTaHAapTHY LWoAeHHY Tepaniio GH.

[0051] B iHwomMy acnekTi B ubOMYy BUHaxoai 3anponoHoBaHuin MK-0677 gna 3acTtocyBaHHA B
Tepanii.

[0052] B iHWOMY acnekTi B LUbOMY BUHaxo4i 3anponoHOBaHEe BUKOPUCTAHHA LbOro BUHaxoay Ans
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BUPOOHMLTBA NiKapcbKoro 3acoby aAns nikyBaHHS iHAMKALIi, HABEAEHOrO B LIbOMY JOKYMEHTI.

[0053] B iHwoOMY acnekTi B LbOMY BMHaxofi 3anponoHOBaHa HOBA KOMMNO3UUiA, WO MICTUTb
aKTUBHY pPeYOoBUHY, WO aBnsae coboto MK-0677, ans 3aCTOCYBaHHS B NiKyBaHHI 3a3HAYEHOTO B LIbOMY
OOKYMEHTI NoKasHuka.

[0054] MauieHT o3Ha4ae nwAUHy-NaudieHTa, AWTMHY abo gopocnoro. lMpuknagu BKMAKYAOTb
AWTUHY, JonyGepTatHy AUTUHY, nepunybepTaTHy AUTUHY Ta OPOCHOro.

[0055] B iHWOro acnekTi, y AUTUHKU CNOCTEPIracTbCca 3aTpumka pocTy.

[0056] B iHWIOMY acnekTi AUTMHA € aonybepTaTHOI0.

[0057] B iHWIOMY acnekTi AUTMHA € nepunybepTaTHolo.

[0058] TectyBaHHs Ha GH: nikoBi piBHi GH y cupoBatui cyb'ekta MoxyTb OyTM BUMIpsIHI 3a
[0MNOMOroto oobpe BiaOMOro nNpoBOKaLUiiHOro TECTY.

[0059] MpoeokauiiHui TecT: MNMpoBokauiiHi TecTn aodpe BiAOMI i BKMOYAIOTb TECT HA KIMOHIAWH,
TECT Ha iHCYNiH, TECT Ha apriHiH, TECT Ha rnKaroH Ta Tect Ha nesogony (L-agona) (aus. MNpuknaa 4
HWXYE). Y UMX TecTax areHT, 9Kui NpeacTaBnise iHTepec, BBOAATb NauieHTy (403yBaHHS 3a3Budai
BCTaHOBJIIOETLCA B 3aNEXHOCTI Big mMacK), i A0CTaTHI 3pa3ku KpoBi (Hanpuknag, 4o BBeAeHHA it = 15,
30, 60 Ta 120 XBMNUMH Nicna BBEAEHHA) HAHOCATb Ha rpadik, wod BU3HAYUUTK MIKOBY cekpelito GH.
3pasku KpoBi MOXKyTb 6yTU npoaHanisoBaHi Ha GH, BUKOpMCTOBYIOUM 0AUH 3 Baratbox Aobpe BigomMmux
aHanisie GH (Hanpuknaa, GH-immyHopaaiomeTpuyHuin anania (IRMA)). Y TecTi KpoBi Ha iHCYIiH Takox
BUMIPIOETLCS IMIOKO3a B KPOBI.

[0060] TecTtyBaHHA Ha cekpeuito GH 3 MK-0677: OauHu4Hy nepopanbsHy aosy MK-0677 sBBoaaTb
nauieHTy i JOCTaTHI 3pasku KpoBi 36upaloTb A0 i nicna BBeAEHHA (Hanpuknaa, 3a 15 xsunuH go i t=0,
30, 60, 90 i 120 xBUNUH nicnsa BBeAEHHA) ANA BUMIPOBaHHA NikoBoT cekpeudii GH. MNMpuknag KinbKocTi
BeegeHoro MK-0677 ctaHoBuTb 0,8 mr/kr. B ogHOMY acnekTi nauieHT, SKMn NpoxXoauTb TECTYBaHHA,
Oyae ronoayBaTtu NPOTAroM HOYi (YTPUMAaHHS Big YCiX NPOAYKTIB XapuyBaHHS Ta HAMNOIB, KpiM BOAMN).

[0061] TecTtyBaHHa Ha piBeHb |PP-1 B cupoBatui A0 nikyBaHHA: PiBeHb |®P-1 B cuposatui 4o
nikyBaHHA siBNsie coboto piseHb |OP-1 nauieHTa, BU3HAYEHMI A0 NikyBaHHA ek3oreHHum GH abo MK-
0677.

[0062] OnTuna abo giTu: Yonosik abo xiHka cTaplie 4 pokis.

[0063] Oopocni: yonosik abo >iHKa, YN€E 3POCTAHHA 3aBEPLUEHO Ta SIKi MaKOThb 3pOLUEHi enidisn,
L0 BCTAHOBJIIEHO 3a AOMNOMOIOI0 PEHTIEHIBCLKMX NPOMEHIB HA OCHOBI aTnacy peinixa ta MNMaina.

[0064] MpenybepTaTHWii: AUTUHA 3 KICTKOBMM BIKOM < 8 pOKIB ANA XIHOK Ta < 9 pokiB Ans
YonoBikiB. Bik KicTOK MOXKe 6yTu BU3HAYEHUI 3a AONOMOroto 400pe BiAOMMX METOIB, TAKUX SK METOA
BignoBiAHOCTI artnacy [pennixa Ta Manna, abo cuctema TOYKOBOrO mnigpaxyHky TaHHepa Ta
Yantxayca. [HWwi npuknagmn KiCTKOBOro BiKy BKMOYalOTh < 7 ANs XIHOK Ta < 8 AnA 4Y0onosikis.

[0065] MepunybepTaTHMin: AUTUHA, SiKA NoYana NPoOXoAuTH CTaTeBE A03PIBaHHS, LLO OUIHIOETHCS
LUNSIXOM BU3HA4YeHHA cTagii 3a TaHHepoM. Ctagis 1 3a TaHHepom € npenybepTaTHOlo, a BCe, Lo
nicns, NOKM CTaTEBUIA A03piBaHHA 3aBepLUeHo (cTadis 4 TaHHepa) BBAXKAETLCA NEpUnybepTaTHOLO.

[0066] Husbkuii picT: TOW, Npu AKOMY AUTUHA Mae picT Hwkdve 2,3 BigcoTka (~ -2 SD BucoTa and
XPOHOMNOrYHOro BiKY) 3a MOro XpOHOMOriMHUA BiK. |HLWI NpuKnagu BKMoYaKTh B cebe picT Hmkde 5, 4,
3, 2 Ta 1 NPOUEHTUNIO 32 NOro XPOHOJSIOTYHUIA BIK.

[0067] 3aTpumka pocTy abo noBiNbHA LWBUAKICTL POCTY: LWBMAKICTb POCTYy, MeHwa 3a 25
NPOLIEHTUIb 32 BiIKOM Ta CTaTTIO, AK Le Oyno 3apeeCcTpoOBaHO WOHAWMEHLLIA NPOTArom 6 micsdis. IHLwi
npuknagu BKNOYaTb BapiaHTu Hkde 24, 23, 22, 21, 20, 19, 18, 17, 16, 15, 14, 13,12, 11, 10, 9, 8,
7,6, 5,4, 3, 2 Ta 1 npoueHTUNIB 3a BIKOM Ta CTaTTIO, 9K Le Oyno 3apeecTpPOBaHO LOHANMEHLLE
nNpoTAaArom 6 micsuis.

[0068] OoctaTHii noTeHuian cekpeuii GH: BBakaeTbCH, WO nNauieHT Mae AOCTATHIA MOTeHuian
cekpeuii GH, akwo nauieHT:

(i.) mae nikoBy koHuUeHTpauito GH <10 wmkr/n (abo <7 MKr/n) y BiANOBiAb Ha CTaHAAPTHUN
NPOBOKaLiNHWIA TECT; |,

(ii.) mae nikoBy koHUeHTpauito GH B cupoBaTtui = 5 MKr/n y Bianosigb Ha oguHU4HY go3y MK-0677
(Hanpuknag, 0,8 Mmr/kr).

[0069] EkeiBaneHTHW noTeHuian pocTy nopiBHAHO 3 rhGH: BBaxaeTbCA, WO nNauieHT Mae
€KBiBanNeHTHWW nOTeHUian pPoCTY MOPIBHAHO 3 XPOHIMHUMW NigWKIpHUMK  iH'ekdiamn  rhGH
(ekBiBaneHTHMI NOTeHUian pocTy NopiBHAHO 3 rhGH), akwo nauieHT:

(i.) mae nikoBy koHUeHTpauito GH B cuposatui = 5 Mkr/n y Bignosigb Ha oanHUYHY ao3y MK-0677
(Hanpuknag, 0,8 mr/kr); Ta

(ii.) mae 6asoBun piBeHb IPP-1 > 30 MKr/mMn B CUpOBATL,.

[0070] IHWi npuknaan NikoBUX KoHUeHTpauin GH y cupoBaTui y BignoBiab Ha 0AUHUYHY o3y MK-
0677 sknovarTb 25,5, 6, 6,5, 7, 7,5, 8, 8,5, 9, 9,5, 10, 15, 20, 25, 30, 35, 40, 45, 50, 55, 60, 65, 70,
75, 80, 85, 90, 95, 100, 105, 110, 115, 120 Ta 125 mkr/n.
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[0071] Husbkun noTeHuian cekpeuii GH: nauieHT KnacudikyeTbCa 9K TOW, WO MaE€ HU3bKWUK
noteHuian cekpeuii GH (abo cunbHuit agedpiuut GH) (LOW), saKWO BiH AEMOHCTPYE MiKOBY
koHUeHTpauito GH B cupoBaTtui <5 MKr/n y BianoBiab Ha oaMHU4YHY nepopaneHy aosy MK-0677 (0,8
MI/Kr).

[0072] B iHwomy acnekTi BBogATb 0,8 mr/kr/ao6a MK-0677. [Hwi npuknagu KinbKoCTi BBEAEHOIO
MK-0677 skmovatots 0,1, 0,2, 0,3,0,4,0,5,06,0,7,09,1,1,1.,1,2,1,3,14,15,16,1,7,1,8, 1,9 1a
2,0 mr/kr/aoba i noapibHeHi [03M B Mexax UbOro JdianasoHy. [dogaTkoBi NpuKnagu KinbKOCTi
BeegeHoro MK-0677 sknovatots 0,1, 0,2, 0,3,0,4,0,5,06,0,7,0,8,0,9,1,1,1,1,2,1,3, 1,4, 1,5, 1,6,
1,7, 1,8, 1,9 Ta 2,0 mr/kr/goba i 6yab-aka nogpibHeHa A03a B MeXax LbOro AianasoHy.

[0073] B iHwoOMY acnekTi, B TecTax, OnMcaHnx y LbOMy AOKYMEHTI, 0gMHMYHA nepopanbHa gosa
MK-0677 asnse cobow oguMHMYHY nepopanbHy Ao3y 0,8 mr/kr. |HWi npuknaan KinbKOCTi BBEAEHOrO
MK-0677 ona tectyBaHHa Bkmovatots 0,1, 0,2, 0,3, 0,4, 0,5, 06, 0,7, 09, 1,11, 1,2, 1,3, 14, 1,5,
1,6,1,7,1,8, 1,9 1a 2,0 mr/kr/aoba i nogpibHeHi 03n B Mexax LbOro gianasoHy. [JoaaTtkosi npuknagu
KinbkocTi BBeaeHoro MK-0677 ans TectyBaHHs Bknovatots 0,1, 0,2, 0,3,0,4, 0,5, 0,6, 0,7, 0,8, 0,9, 1,
11,12,1,3,1,4,1,5,1,6,1,7,1,8, 1,9 Ta 2,0 mr/kr/go6a i 6yab-aka noapibHeHa Ao3a B MeXax Lboro
dianasoHy.

[0074] B iHwomy acnekti MK-0677 HagaloTb nepopanbHO y BUMMAAi MiHi-tabnetku. Y npuknaai
MiHi-TabneTka mictutb: 2 mr MK-0677. B iHLLOMY npuknagi miHi-TabneTtka mictuth: Big 1, 2, 3, 4, 5, 6,
7,8,9, 10, 11,12, 13, 14, 15, 16, 17, 18, 19 o 20 mr MK-0677. B iHwomMy npuknagi MiHi-tabnetka
cknagaetbcsa no cyTi 3: 2 mr MK-0677. B iHWOMY npuknagi miHi-tabneTka cknagaeTbCcsa no cyTi 3: BiA
1,2,3,4,5,6,7,8,9,10, 11,12, 13, 14,15, 16, 17, 18, 19 go 20 mr MK-0677.

[0075] MiHi-Tabnetka MK-0677 siBnsie cobolo HeBenuky Tabnerka, ska moxe OyTu MexaHiuHO
posnoaineHa (Hanpuknag, 3 KapTpuaxka, WO MICTUTb Jdekinbka Tabnetok). B ogHOMYy acnekTi
HanbinbLUMI po3mip (Hanpuknaa, BUCoTa, WwnpuHa abo rmnbuHa) MiHi-tabneTkn ctaHoBUTb 6NU3bKo 1,
2, 3,4, 5 vm. [HWi npuknaayn BKNOYaKOTb HanbiNbwni po3Mip 6nmM3bko 2, 3, 4 MM. Y HacTyrnmHOMY
npuknaai HanbinbLUe po3mip MiHi-TabneTkn CTaHOBUTb BNU3bKO 3 MM.

[0076] B iHWwoOMY acnekTi, nikyBaHHs TpuBae Oinblie 6 MicAuiB. [HWI Npuknagum BKMOYAOTb
nikyBaHHA NpoTArom LoHanMeHwe 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23 abo
24 micqauis. HacTynHi npuknaan BKNOYaTb MNiKyBaHHA NPOTArOM LWoHanMeHwe 2,5, 3, 3,5, 4,45, 5
pokiB ab0 A0 BUYEpnaHHsS NOTEHLiany pocTy.

[0077] B iHwoMy acnekTi AUTUHA, AKY cnig nikyBaTWu, HIKONIM HEe OTpuMyBaria ropMoOHYy POCTYy
(HaiBHa).

[0078] B iHWOMY acnekTi AUTUHA, WO nignarae JikyBaHHIO, MOXe OTPUMYBaTWU MOMNEpPeaHe
nikysaHHa GH, ake npunuMHAeTbCHA, 3a yMOBW, WO AWTUHA BIiANOBIiAae KPUTEpPIAM AOCTaTHLOrO
noteHuiany cekpedii GH, Sk BU3Ha4YE€HO BULLE.

[0079] B iHWOMY NpuKknagi, AKWo nicns 3akiH4eHHa poCTy nokasaHo, Wwo AutuHa mae gedpiunt GH,
nikygaHHa MK-0677 wmoxe npoaoexyBaTucs, wWo6 nigTpuMyBatu HopManbHy cekpeuito GH y
A0poCcnomy BiUj.

[0080] B iHwomMy acnekTi piBeHb GH nicrnisa roctpoi nepopanbHoi gosu 0,8 mr/kr MK-0677
CTAHOBWUTb = 5 MKI/MN nNpu pagioiMyHONOrYHOMY AOCRIOXKEHHI, NpoBeAEHOMY €EHOOKPUHHUMMU
JOCNiIKEHHAMMN.

[0081] Len BuHaxig Moxe OyTu BTINEHWI B iHWKMX cneuudbivHMx popMax, He BiaCTynawumM Big
ayxy abo noro cyTTeBux 03Hak. Llen BuHaxia oxonnoe BCi KoMBiHALT aCnekTiB BUHaxoay, 3a3Ha4veHi y
LUbOMY AOKYMEHTI. 3p0o3yMmino, o Oyab-ski Ta BCi BapiaHTU 34INCHEHHA LbOr0 BUHAX0AQy MOXYTb OyTH
NPUAHATI pa3oM 3 Oyab-SKUM iHLIMM BapiaHTom abo BapiaHTamu Ans ONMCy A0AATKOBUX BapiaHTIB
34incHeHHA. TakoX cnig po3yMmiTU, WO KOXHUA OKPEMUW eneMeHT BapiaHTiB 34iINCHEHHS
NPU3HAYaETHLCS OKPEMO SK BNACHUIA HE3aneXHUM BapiaHT 34iNcHeHHs. KpiMm Toro, 0yab-aKuii eNemeHT
BapiaHTy 34iACHEHHA Npu3HaveHun ans ob'egHaHHA 3 Oyab-AKMMKM Ta BCiMA iHLUMMMW €NeMeHTaMu 3
Oyab-AKOro BapiaHTy 3[4iNCHEHHA ANA ONMCY A0A4AaTKOBOrO BapiaHTy 3AiNCHEHHS.

MPUKINAON

[0082] Mpuknag 1

[0083] TepaneBTu4He AocnigxkeHHA npu neaiatpuyHomy gedviuuti GH: OocnigxkeHHs dasu llb
NPOBOAUNOCH ANA BU3HAYEHHS, YM MOXKHa BUKopuctosysatu MK-0677 anda nikyBaHHA negiaTpuyHOro
GHD. MK-0677 nopiBHtoBanu 3 iH'ekuiamu nnauebo ta rhGH 3rigHo 3 HacTynHUM NPOTOKOMAOM. Bik
KiCTOK BM3Ha4aBca 3a MeToaom [perinixa ta Maina.

[0084] Cxema: 6 micsUiB nepopanbHOro NpUMoMy npenapaty po3yvMHy caxapo3un OAWH pa3s Ha
noby.

Mnaue6o n=22

Ha 6 micaub amiHuTh Ha rhGH n=20

MK-0677 (0,4 mr/kr/goba) n=22
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MK-0677 (0,8 mr/kr/goba) n=24
[0085] Tabnuuga 1: Pesynbtatn MK-0677 Ha reHepanbHy nonynsdito aiten 3 GHD.

. GH nicns nnaue6o MK-0677 MK-0677
feneta L”BVLAKOCT' Mnauebo 0,3 MF/KF/TVI)K/!I,J'eHb 0.4 mr/kr/no6al| 0,8 mr/kr/goda SHaqeHHs
pocry (n=22) (n=20) (n=22) (n=22) P

XPOHOMOrMHWIA BiK

(CA) 0,4 (2,1)

BionorivHui Bik (BA) 0,4(1,8)

CA 2,6 (1,7) 0,0004
CA 3,5(2,0) <,0001
CA 0,3 (2,2)** 7,6 (5,6) <0,001
BA 2,6 (1,5) <,0001
BA 3,3(1,8) <,0001
BA 0,2 (1,8)* 6,2 (3,4) <0,001

*0enbTa WBUAKOCTI POCTY HaBeAeHa Y CTaHAapPTHUX BiAXUNEHHAX 3 MOMUMKaMU B OY>KKaX.
**0na nnaue6o 3 noganswmm GH (rhGH), n=20.

[0086] Tabnuua 2: XapakTepucTuka NauieHTiB HA OCHOBI CeKpeLil rOpMOHY POCTY y BiANOBiAb Ha
roctpy ao3y MK-0677 0,8 mr/kr/noba

Bci Huabkunin Bucokui 3Ha4yeHHs p

noTeHuian noTeHuian
MikoBa koHueHTpauis GH <5 MKI/n = 5 MKr/n
y Bignosigb Ha MK-0677
KinbkicTb cy0'ekTiB 73 24 49
MikoBa koHueHTpauis GH 32+35 3,0+1,0 43 + 30 < 0,0001
y Bignosigb Ha MK-0677
MikoBa koHueHTpauis GH 53+35 1,9+14 6,7+24 < 0,0001
y BignoBigb Ha NpoB. TecT
BasoBa koHUeHTpauis 73 +59 25+13 96 + 59 < 0,0001
IOP-1 mKr/n

MikoBa koHueHTpauin GH y Bianoeiab Ha MK-0677: nikoBa KOHLEHTpauis rOPMOHY pOCTY Yy
Bignosiab Ha MK-0677 BM3HA4YaeTbCA LUMAXOM BBEAEHHA oAuHMYHOT go3n MK-0677 (0,8 mr/kr), a
noTiM BUMIpPIOBaHHA NiKOBOT KOHUEHTpauil GH, wwo BuHuKae B pesynbTtati Ao3yBaHHA MK-0677.

Huabknit noTeHuian: HA3bKUn NoTeHuian cekpeuil GH (BUKMIOYEHO 3 LIbOro BUHaxoay).

Bucokuii noTeHuian: goctaTtHin noteHuian cekpedii GH (BKMOYEHWI B LEW BUHaXIA).

lNpoB. TECT: NPOBOKALiHWIA TECT.

BbasoBa koHueHTpauia IPP-1 (iHcyniHonoAibHuin dhakTtop pocty): MoXKHa BU3SHAUUTU LLNSAIXOM
BUMIPIOBaHHA B CUPOBATLi, HANPUKNaza, 3a A0NOMOroo imyHoaHanidy abo mac-cnekrpockonii piguHHoT
Xpomartorpadii.

[0087] B Tabnuui 3A npeacraBneHi xapakTepucTukm 6a3oBOi KOHUEHTpAaLIi y NaLUieHTIiB 3 HU3bKUM
noteHuianom cekpedii GH (nikoBa KoHueHTpauia GH y signosigb Ha MK-0677 < 5 MKr/n), €Ki
npurimanu aéo MK-0677 (0,8 mr/kr/no6a), abo nnauebo/rhGH 0,3 mr/kr/txkaeHs (5 3 24 piten, ski
oTpumyBanu nnauebo npotaroMm 6 micsuiB, a noTim nepenwnu Ha rhGH, manum HU3bKWI NoTeHuian
cekpeuii GH). Ha nigcrasi SD wBuakocti pocty ana CA nauieHtu, siki otpumysanu MK-0677 (0,8
Mr/kr/go6a), manu Oinblly 3aTpUMKy POCTY, HiXK y rpyni nikyBaHHA nnaue6o/GH. OpHak npu
BUMPAaBNEHHI 3@ BikOM KiCTOK BOHM Bynun nogiGHumMu.

[0088] Tabnuus 3A: OaHi 6a30BOT KOHUEHTpAaUii y AiTeR 3 HM3bKUM piBHEM cekpeuii GH (nikoBa
KoHUeHTpauis GH y Bignoeiab Ha MK-0677 <5 mkr/n), aki notim npunmanu MK-0677 abo nnaue6o 3
nogansLumm npuromom rhGH
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BasoBa KoHUeHTpaLis MK-0677 (0,8 mr/kr/goba) Mnaue6o 3HayeHHsa p
(N=9) (N=5)

XPOHONOrYHUIA BiK 8,9 (1,8) 8,9 (4,2) 0,968
MNMikoBa koHUeHTpauia GH y Bignosigb Ha

MK-0677 3,2(1,3) 2,9 (0,6) 0,894
MikoBa Bignosigb GH y npoBokauiiHOMY

TECTI 2,4(2,2) 1,7 (0,7) 0,840
3aTtpumMka B KicTkoBoMy Billi (DBA/CA) -2,5(1,8) -5,0 (3,6) 0,105
IDP-1 26,9 (12,4) 20,4 (12,3) 0,366
SD I1®P-1 ana xpoHonorivyHoro Biky (CA) -5,6 (1,6) -6,8 (2,9) 0,323
SD I®P-1 ansa kictkoBoro Biky (BA) -4,1 (1,6) -3,6 (1,2) 0,529
Lsuakicte pocty (HV) 3,2(0,9) 5(1,9) 0,102
SD weuakocTi pocty ansa CA -2,8 (1,1) -0,8 (1,8) 0,020
SD weuakocTi pocty ana BA -3,1(0,9) -2,4 (1,2) 0,261

*Mo3Havae HenapamMeTPUYHUI TECT.

[0089] B tabnuui 3B npeactaBneHo, WO AN NAUEHTIB 3 HU3bKMM MOTeHuianoMm cekpeuii GH
BiANoBiAb Ha iH'ekuUii GH nepesepuuye BignoBiab Ha nepopancHe BeBeAeHHA MK-0677.
[0090] Tabnuua 3B: Bignoeiab Ha MK-0677 npotn GH ans nauieHTiB 3 HM3bKMM NOTEHLianom

cekpeuii GH
MK-0677 (0,8 mr/kr/go6a) | GH (0,3 mr/kr/TxxaeHb) | S3HaUYEHHsI
(N=9) (N=5) p
SD weuakocTi pocty ana CA* 2,9 (2,5) 15,1 (5,1) 0,001
SD wBuakocTi pocty ana BA* 2,6 (2,4) 10,0 (2,2) 0,002
HenbTa WBMAKOCTI pocTy (CM/PIK) 2,3 (2,0) 12,3 (4,4) 0,0878

*TecTun 3pobneHi Ha norapidMiyHIi WKani Yepe3 HEOAHOPIAHICTb AUCNEPCi.

[0091] B Ttabnuui 4A npeacraBneHi xapakTepucTukm 6a3oBOT KOHUEHTpauii y nauieHTiB 3
AoctaTtHiM noTeHuianom cekpeuii GH (nikoBa koHuUeHTpauis GH y sianosigb Ha MK-0677 = 5 mkr/n),
sk npurimanu abo MK-0677 (0,8 mr/kr/go6a), abo nnauebo/rhGH 0,3 mr/kr/tvxkaeHs (15 3 24 piten,
ki oTpumyBanu nnauebo npotarom 6 MicAuiB, a noTiM nepenwnu Ha rhGH, manu pgocrarHin

noteHuian cekpedii GH).
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[0092] Tabnuuga 4A: OaHi 6a30B0T KOHUEHTpALIi Y AiTeln 3 A0CTaTHIM piBHEM cekpeuii GH (nikoBa
koHUeHTpauis GH y signosigb Ha MK-0677 = 5 mkr/n), aki noTim npunmanu MK-0677 a6o nnaue6o 3

nogansLumm npuromom rhGH

Ba30Ba KOHLIEHT PaLis MK-0677 (0,8 mr/kr/go6a) Mnaue6o 3HaueHHsa p
(N=15) (N=15)

XPOHONOrYHUIA BiK 8,5(2,1) 8,2 (2,4) 0,739
MNMikoBa koHUeHTpauia GH y Bignosigb Ha

MK-0677 41,3 (27,8) 39,2 (28,8) 0,852*
MikoBa Bignosigb GH y npoBokauiiHOMY

TECTI 6,6 (2,4) 6,9 (2,1) 0,779
3aTtpumMka B KicTkoBomy Bili (DBA/CA) -2,0 (1,3) -1,9(1,2) 0,925
IDP-1 101,9 (65,9) 76,9 (48,0) 0,199
SD I1®P-1 ana xpoHonorivyHoro Biky (CA) -1,8 (1,8) -2,6 (2,2) 0,264
SD I®P-1 ang kictkoBoro Biky (BA) -1,0(1,5) -1,8 (1,6) 0,183
Lsuakicte pocty (HV) 4,2 (0,8) 44 (1,5) 0,809
SD weuakocTi pocty ansa CA -1,7(0,9) -1,7(1,5) 0,915
SD weuakocTi pocty ana BA -1,9(0,8) -1,9(1,4) 0,887

*Mo3Havae HenapamMeTPUYHUI TECT.

[0093] B Tabnuui 4B npeacraBneHo, WO AnS NauieHTiB 3 AOCTaTHIM noTeHuianom cekpeuii GH
BignoBiab Ha MK-0677, B Ton yac sk Oyna Hixk4a y NOpiBHSIHHI 3 iH'ekuismi GH, 6yna npunaatHa ans
nopisHAHHA 3 GH i cTtatucTuyHo He BigpisHanacs. Lle ceiguutb npo Te, wo MK-0677 € e(peKkTUBHOLO
Tepanieto, WO Cnpusie pocTy, y Tux nadieHTiB i3 GHD, aki maloTb 4OCTaTHIN noTeHuian cekpedii GH.

[0094] Tabnuua 4B: Bignosiab pocty Ha MK-0677 npotu GH Aans nauieHTiB 3 AocCTaTHIM

noteHuianom cekpeuii GH

MK-0677 (0,8 mr/kr/go6a) | GH 0,3 (mr/kr/TmxkgeHb) |3Ha4eHHs
(N=15) (N=15) p
SD weuakocTi pocty ansa CA 3,8 (1,7) 5,1(2,8) 0,125
SD weuakocTi pocty ana BA 3,8 (1,3) 4,9 (2,6) 0,151
JenbTa WBMAKOCTI POCTY (CM/PIK) 3.4 (1,4) 4,9 (2,9) 0,0878

[0095] B Tabnuui 5A npeacraBneHi xapakTrepucTukm 6a3oBoi KOHUEHTpAaUIT y NaLiEHTIB 3 HU3bKUM
noTeHuianom pocty (nikoBa KoHUeHTpauia GH y Bignosigb Ha MK-0677 < 5 mkr/n), ski npunManu abo
MK-0677 (0,8 mr/kr/go6a), abo nnauebo/rhGH 0,3 mr/kr/tmkgeHb (9 3 24 aiTen, aki oTpumyBsanu
nnaue6o nporarom 6 micsuis, a noTiMm nepenwnu Ha rhGH, manu HU3bKMIA NOTEHUIan pocTy).
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[0096] Tabnuua 5A: MiasuieHa Bianosiab Ha GH npotn MK-0677 y aiTel 3 HU3bKMM NOTEHLanoMm

pocTy (ams. pir. 5A Ta 5B).

MK-0677 Mnaue6o
. 0,8 mr/kr H 3Ha4yeHHs p
BasoBa koHUeHTpauis (N=9)
(N=10)
Bik 8,8 (1,8) 8,3 (3,8) 0,715
MikoBa koHueHTpauisa GH y Bignosiab Ha *
MK-0677 3,6 (1,7) 6,7 (5,9) 0,205
Mikosa Bignosigb GH y .
NPOBOKALINHOMY/CTUMYNALIMHOMY TECTI 26(2.1) 82(2.1) 0,287
3aTpumMka B KicTkoBomy BiLi (DBA/CA) -2,5(1,7) -4,0 (3,0) 0,191
[DP-1 26,8 (11,7) 19,9 (9,5) 0,178
SDS [PP-1 gna xpoHonoridHoro Biky (CA) -5,4 (1,5) -6,2 (2,5) 0,44
SDS I$PP-1 gna kictkoBoro Biky (BA) -4,0 (1,6) -3,7 (1,1) 0,645
LWeuakicte pocty (HV) 3,2 (0,9) 4,2 (2,1) 0,188
SDS weuakocti pocty ana CA -2,7 (1,0) -1,5(2,1) 0,123
SDS weuakocTi pocty ans BA -3,1 (0,9) -2,6 (1,4) 0,413
. o MK-677 0,8 mr/kr GH ~42
Micna 6 micauis nikyBaHHA MKr/kr/goba | 3HadveHHsa p
(N=10) (N=9)
LLBKAakicTe pocTy (CM/pIK) 5,8 (2,2) 14,0 (4,1) 0,0002

*Mo3Havae HenapamMeTPUYHUI TECT.

[0097] B Tabnuui 5B npeacraBneHi xapakTepucTMkn 6a30BoT KOHUEHTpAaUIT y NauieHTiB 3 BUCOKUM
noTeHuianom pocty (nikoBa KoHUeHTpauia GH y Bignosigb Ha MK-0677 < 5 mkr/n), ski npunManu abo
MK-0677 (0,8 mr/kr/go6a), abo nnauebo/rhGH 0,3 mr/kr/twxkaeHs (11 3 24 fiTen, aki oTpumyBanm
nnaue6o npotarom 6 micauis, a noTim nepenwnu Ha rhGH, manu BUCOKMIA NOTEHLian pocTy).

[0098] Tabnuusa 5B: MoaibHa Bianosiab pocty Ha GH i MK-0677 y piTen 3 ekBiBaneHTHUM

15

noteHuianom pocty (au.. gir. 5A Ta 5B).

MK-0677 Mnaue6o 3HaveHHs
BasoBa koHUeHTpauis 0.8 mr/kr (N=13)

Bik 8,6 (2,2) 8,4 (2,1) 0,848
MikoBa koHueHTpauis GH y Bignosiab Ha

MK-0677 43,7 (27,1) 51,2 (25,3) 0,465
Mikosa Bignosigb GH y

NPOBOKALINHOMY/CTUMYNALIMHOMY TECTI 6.9(2.3) 7.7 (1.8) 0,286
3aTpumMka B KicTkoBomy BiLi (DBA/CA) -2,0 (1,3) -1,8 (0,9) 0,671
[DP-1 107,4 (53,8) 101,7 (42,4) 0,765

11
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MpoaoBxeHHA Tabnuui 5B

SDS [PP-1 gna xpoHonoridHoro Biky (CA) -1,6 (1,8) -1,4(0,9) 0,781
SDS I$PP-1 gna kictkoBoro Biky (BA) -0,8 (1,4) -0,9(0,9) 0,949
LWeuakicte pocty (HV) 4,3 (0,8) 4,4 (1,0) 0,452*
SDS weuakocti pocty ana CA -1,7(0,9) -1,5(1,0) 0,597
SDS weuakocTi pocty ans BA -1,8(0,8) -1,8 (1,1) 0,862
. . MK-677 0,8 mr/kr GH ~42 3Ha4eHHs
Micna 6 micauis nikyBaHHA MKr/kr/no6a
(N=14) (N=11) P
MK-0677 0,8 GH ~42 3
. L Ha4YeHHs
Micna 6 micauis nikyBaHHA MI/KT MKr/kr/no6a
(N=14) (N=11) P
LLBKAakicTe pocTy (CM/pIK) 7,6 (1,3) 8,8 (1,8) 0,125

*Mo3Havae HenapamMeTPUYHUI TECT.

[0099] ¥ Tabnuusx 6A-6E npeacraBneHa LIBMAKICTb POCTY ANA AITEW 3 €KBIBANEHTHUM pIBHEM
pocty (EQUAL), ski oTpumysanu abo 0,8 mr/kr/goba nepopanbHo, abo 0,4 mr/kr/goba nepopancHo
MK-0677 nopisHaHo 3 rhGH (0,3 wmr/kr/tkgeHb; 6nu3bko 42 mkr/kr/goba, nigwikipHa iH'exuis).
MauieHTn 3 HU3bKMM (LOW) noTeHuUianoM poCTy € TakuMu, LLIO He 3a40BONbHAIOTL €KBiBANEHTHOMY
noTeHuiany pocty nopieHAHO 3 Tectom rhGH (EQUAL), onucaHum paHiwe. 3Ha4YeHHs € cepeHiMu
(SD).

[00100] Tabnumua 6A: KombiHoBaHa weuakicte pocty LOW Ta EQUAL, 6-micsuHa MK 0,8
Mmr/kr/ao6a npotu 6-micsiuHoi GH (0,3 MI/Kr/TuXKaeHb)

MK-677 0,8 mr/kr GH
(N=24) (N=20) 3Ha4YeHHA p
LLBKAKiCTb pOCTY 6,9 (1,9) 11,1 (4,0) <,0001

[00101] Tabnuua 6B: KombiHoBaHa weuakicte pocty LOW Tta EQUAL, 6-micauHa MK 0,8
Mr/kr/ao6a npotu 6-micsiuHOT nnauebo

MK-677 0,8 Mmr/kr Mnaue6o
(N=24) (N=22) 3HayeHHsa p
LLBKAKiCTb pOCTY 6,9 (1,9) 4,5 (1,4) <,0001

[00102] Tabnuua 6C: KombiHoBaHa wBuakicTb pocty LOW Ta EQUAL, 6-micsauHa MK 0,4
Mr/kr/ao6a npotu 6-micsiuHOT nnauebo

MK-677 0,4 mr/xkr Mnaue6o
(N=22) (N=22) 3HayeHHsa p
LLBKAKiCTb pOCTY 6,0 (1,9) 4,5 (1,4) 0,0046

[00103] Tabnuua 6D: KombiHoBaHa wBuakictb pocty LOW Ta EQUAL, 6-micsauHa MK 0,4
Mmr/kr/ao6a npotu 6-micsuHoi MK 0,8 mr/kr/noba

MK-677 0,4 mr/kr
(N=22)

MK-677 0,8 mr/kr
(N=24)

3Ha4YeHHs p

Leunakicte pocty

6,0 (1,9)

6,9 (1,9)

0,1325

12




10

15

20

25

30

35

UA 123865 C2

[00104] Tabnuua 6E: KombiHoBaHa wwienakicte pocty LOW ta EQUAL, napHuin T-TecT 6-micsiuHa
nnaue6o npotu 6-micsiuHoT GH (20 3 22 aitein nepenwnu Ha rhGH yepes 6 micsidiB Wwe Ha 6 MicsiB).

Mnaue6o GH
(6-micaMHa) (12-micsaqHa) 3Ha4YeHHs p
LLBnakicTs pocty 4,48 (1,44) (N=22) 11,14 (3,96) (N=20) <,0001

[00105] B tabnuui 7A-7C NOpPIBHIOOTL LUBMAKICTb POCTY ANl NAUIEHTIB 3 HU3bKUM MOTEHLianom
pocty (LOW) 3 ekBiBaneHTHMM MOTeHUianoMm pocty nopiBHsHO 3 rhGH (EQUAL). 3HauyeHHs €
cepegHimu (SD).

[00106] Tabnuua 7A: Weuakicte pocty EQUAL npotn LOW , 6-micauna MK 0,4 mr/kr/goba

EQUAL LOW
(N=12) (N=10) 3Ha4YeHHda p
LLBKAKiCTb pOCTY 6,2 (1,8) 5,8 (2,1) 0,6923"

* [Mo3Hayae BUKOPUCTAHHA HeENnapaMeTPUYHOro TECTY.

[00107] Tabnuuyga 7B: Weunakicte pocty EQUAL npotn LOW , 6-micauna MK 0,8 mr/kr/goba

EQUAL LOW
(N=14) (N=10) 3Ha4YeHHda p
LLBKAKiCTb pOCTY 7,6 (1,3) 5,8 (2,2) 0,0154

[00108] Tabnuuyga 7C: Weuakicte pocty EQUAL npotu LOW , 6-micavHa rhGH

EQUAL LOW
(N=11) (N=9) 3Ha4YeHHda p
LLBKAKiCTb pOCTY 8,8 (1,8) 14,0 (4,1) 0,0003*

* [Mo3Hayae BUKOPUCTAHHA HeENnapaMeTPUYHOro TECTY.

[00109] Cniag 3asHauuTn, wo 3 MK-0677 weuakicte pocty y rpyni LOW € HWK40M0, HiXK Yy rpyni
EQUAL. Ha npotusary wBuakictb pocty 3 GH 6inbwa y rpyni LOW, Hixx y rpyni EQUAL (auB. dir. 5A
Ta 5B). Lle nosicHoeTbes BGinbLUOK YYTNMBICTIO A0 3aMiHu GH y aiter 3 cypoBuM AediuuToM, SKUX
nikysanu rhGH. Y rpynax, wo otpumysanu 0,8 mr/kr/go6a nicnsa nikysaHHs MK-0677, 4iTu 3 HU3bKUM
(LOW) noTeHuianom pocTy He 3aaTHi BUAINATHM 4OCTaTHLO eHagoreHHoro GH ana nigTpumaHHA Takor XK
LUBMAKOCTI POCTY B MNOPIBHAHHI 3 €K3oreHHuMmu iHriditopammu rhGH, Ttoai Ak y nauieHTiB 3
eksiBaneHTHUM (EQUAL) noTeHuianom pocTy BOHM 34aTHi BMAINATWM AOCTaTHbO eHaoreHHoro GH,
wo® NpoaeMOHCTPYBAaTU TaKy K BiANOBiAb POCTY, SIK | NPU WOAEHHUX €K30TeHHUX iH'ekuiax rhGH.

[00110] Mpuknag 2

[00111] Oo3n MK-0677 gns aiten 3 4eiyMTtoMm ropMoHy pocTy

Miaca oyG'oxra Nosa MK-0677 0,8 mr/kr/n06a KinbkicTb 2-Mr MiHi-TabneTok
Big 15 kinorpamie go < 20 kinorpamis 12 Mr 6
Big 20 kinorpamie ao < 25 kinorpamis 16 Mr 8
Big 25 kinorpamie ao < 30 kinorpamis 20 mr 10
Big 30 kinorpamie ao < 35 kinorpamis 24 mr 12
Big 35 kinorpamie Ao < 40 kinorpamis 28 mr 14
Biag 40 kinorpamis 4o < 45 kinorpamis 32 mr 16
> 45 kinorpamis 36 mr 18

[00112] Mpuknag 3

[00113] lpeHTndbikauis aiten 3 gediUUTOM TFOPMOHY pPOCTY, SKi MaTUMyTb €KBiBaneHTHe
30iNbLWEHHS WBUAKOCTI pOCTY NpuU NepopanbHOMY MpUioMi oguH pas Ha goby npenapaty MK-0677,
sIKe BOHU 6 Manu Npu WOAEHHIN NiALLKIPHIN iH'eKUil peKOMBIHAHTHOrO rOPMOHY POCTY.

[00114] Basosa koHUeHTpauia IPP-1 B cupoBaTLi y NopiBHAHHI 3 nikoBoto Bignosiaato Ha MK-0677
(0,8 Mr/kr) nepopanksHo:
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[00115] Ona koxHOT ToukKn 3uneHysaHHa 1PP-1 (Big 30 go 100 Ha 10), WO BUKOPUCTOBYETLCA ANA
BMU3HAYEHHA "iCTMHK", B TAbnuUi Hx4e po3paxoBaHi nnowa nig kpusoto ROC Ta TOYKM 34NEeHYBaHHS
Bignosigen Ha nikyBanbHO-AiarHOCTUYHUIA TecT 3 MK-0677 (0,8 mr/kr nepopasnbHO) ANA KOXHOMO
KpUTEpIlo.

(i.) BioctaHb Big KOXHOT ToukM Ha KpuBin ROC g0 BepxHbOro nMiBOro kyta obnacti KpecneHHsi
(uytnueictb = 1 i 1-cneuncpivHicte = 0). Touka 34UneHyBaHHA sIBMSIE COOOI0 3HAYEHHS, NOB'sI3aHe 3
MiHiManbHOIO BiACTaHHIO Big KPMBOT 40 LIET TOYKMK.

(ii.) Apyra pae oagHakoBy mMacy A0 YyTNMBOCTI Ta cneundivHOCTI i 0BUnCnioe abCONTHY PI3HULIK
MDK ABOMAa. Touyka 34rNeHyBaHHS ABNSAE€ COOOK 3HAYEHHS, NOB'SI3aHE 3 MIHIMANbHOIO PISHULIEIO MiXK
YYTNUBICTIO Ta CNeLUdIYHICTIO.

(iii.) TpeTa po3paxoBye BiaCTaHb Big HeiHOPMATUBHOI NiHIT AiaroHarni Ha KPUBIA 40 KOXKHOT TOMUKU.
Touka 34neHyBaHHA sIBNAE COB0I0 3HAYEHHS, ke MaKCUMMI3ye Lo BiacTtaHb. Lle cratuctuka togena.

[00116] Panrosuii nopagok 1PP-1 ta nik GH, ctumynboBaHi MK-0677, gyxe cxoxi, npu kopenauii
CnipmeHa, aka gopisHioe 0,82,

Kputepin Bigbopy TOUKM 3UNEHYBaHHA A8 TOYKU 34MNEHYBAHHSA
niky GH Ha ocHosi ctumynsuii MK-0677
MiHimaneHe
BiACTaHb BiA TOYKM MakcumanbHun
ROC pgo uvytnusocTi iHOEeKC KOpena
= 1, 1- | MiHiManbHa (BepTukanbHa
cneundivHicte = 0 | abconoTHa BiACTaHb Bif
Touka Mnowa nig Toyka Ha rpadiky | pisHUUA HeiHbopMmaTUBHOT
34reHyBaHHs KpUBOIO (BEPXHiIXW nNiBUA KYT | YYTNUBOCTI MiHYC- | AiaroHani Ao TOuKM
IOP-1 MKr/n ROC kpueoi ROC) crneumqiyHicTb 34IIeHYBaHHS)
30 0,8535 7,5 6,9 22
40 0,9251 15 14 23
50 0,9806 17 17 23
60 0,9517 23 22 23
70 0,9351 23 29 23
80 0,9186 26 35 23
90 0,9272 36 36,37 36
100 0,9232 47 47 36

[00117] PesynbTatu Ha cTaHAapTHUW TECT Ha CTUMYMAUiIO Ta pe3ynbTaTu  JfiKyBanbHO-
AdiarHoctnyHoro Tecty 3 MK-0677 (0,8 mr/kr) y giten 3 aediyMTOM ropMOHY pOCTY:

[00118] 3 pisHuX KpUTEpPIl ANA BUSHAYEHHS HAWKPALLOT TOYKK 34fleHyBaHHS 3 KOXHOT Kpuoi ROC

(i.) BioctaHb Big KOXHOT TO4kM Ha kpuBin ROC a0 BepxHbOro mniBoro kyra obnacTi KpecneHHs
(uytnueictb = 1 i 1-cneuncpivHicte = 0). Touka 34UneHyBaHHA sIBMSIE COOOI0 3HAYEHHS, NOB'sI3aHe 3
MiHiManbHOIO BiACTaHHIO Big KPUBOT 4O L€l TOYKM.

(ii.) Opyra pae oagHakoBy Macy A0 YyTNMBOCTI Ta cneyndidHOCTi i 0Buncnioe abCcomnoTHY PisHULIIO
MDK ABOMAa. Touyka 34rNeHyBaHHS ABNSAE€ COOOK 3HAYEHHS, NOB'SI3aHE 3 MIHIMANbHOIO PISHULIEIO MiXK
YYTNUBICTIO Ta CNeLUdIYHICTIO.

(iii.) TpeTa po3paxoBye BiaCTaHb Big HeiHOPMATUBHOT FiHIT AiaroHani Ha KPUBI 4O KOXHOT TOYKM.
Touka 34neHyBaHHA sIBNAE COB0I0 3HAYEHHS, ke MaKCUMMI3ye Lo BiacTtaHb. Lle cratuctuka togena.

[00119] Touka 3uneHyBaHHa GH 3 MKI/n, BUKOPUCTAHHA TOYKKU 34uneHyBaHHa MK-0677 7 mkr/n

[00120] Touka 3uneHyBaHHa GH 4 MKI/f, BUKOPUCTAHHA TOYKKU 34neHyBaHHa MK-0677 12 mkr/n

[00121] Touka 3uneHyBaHHs GH 5 abo 6 MKr/n, BUKOPUCTaAHHA TOYKM 34neHyBaHHa MK-0677 17
MKI/51

[00122] Touka 3uneHyBaHHa GH 7 abo 8 MKr/n, BUKOPUCTAHHA TOYKM 34neHyBaHHA MK-0677 35
MKI/51
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Kputepin Bigbopy TOUKM 3UNEHYBaHHA ANS TOYKU 34NEHYBAHHSA
niky GH Ha ocHosi ctumynauit MK-0677
MiHimaneHe MakcumansHui
Touka BiACTaHb Big TOYKU iHgekc KOpeHa
34neHyBaHHA ROC a0 yytnusocTi MinimanbHa (BepTuKanbHa
cTUMynauii =1, 1-cneyndivHicTb abconTHa BiaCTaHb Bif
nikoBoT = 0 To4ka Ha rpadiky pisHMUS HeiHbopMmaTUBHOT
KOHUeHTpauil Mnowa nig (BEPXHIN NiBUIA KYT YYTNUBOCTI MiHYC- AiaroHani 4o To4kn
GH mkr/n kpusoto ROC kpueoi ROC) crneumqiyHicTb 34reHyBaHHSA)
3 0,9706 6,9 7,5 6,9
4 0,9777 12 11 12
5 0,9363 17 15 22
6 0,9335 17 17 12,15,17,22
7 0,8932 34 29 15
8 0,8240 35 36 17
9 0,8078 36 37 22
10 0,8958 56 56 56

[00123] Ha niacTagi BULLEBKA3AHMX AAaHUX MOXKHA 3p0OUTM HACTYMHY Cerperawito nauieHTiB.

(i.) Husbkun noteHuian pocty: Konu gitn 3 aediyutoMm ropMoHy pOCTY BiJOKpeMNIoBanucs Ha
OCHOBI ix 6a30oBoi KoHUeHTpauil I®P-1 B cupoBaTui < 30 Mkr/n Ta/abo ix peakuii, TO nikyBanbHo-
OiarHOCTUYHWIA TECT 3 KOHUeHTpauieto GH <5 MKkr/n y cupoBsarui y Bignosigb Ha 0 AUHUYHY NepopanbHy
no3sy 0,8 mr/kr MK-0677, BBaXKaeTbCA, LLIO BOHM MalOTb HU3bKMI NOTEHLUian pocTy y Bignosiab Ha MK-
0677, ane BUCOKMIA NOTEHUian pocTy y BianoBiab Ha PEKOMOBIHAHTHUI TOPMOHY POCTY NMOANHMN.

(ii.) EkBiBaneHTHUI noTeHuian pocty: OaHak, akwo 6aszoBa koHUeHTpauis IPP-1 B cupoearui 6yna
> 30 mKkr/n Ta X nikoBa KOHUeHTpauis B cupoBaTtui GH = 5 mkr/n y BianoBigb Ha OAWHUYHY
nepopanbHy gosy 0,8 mr/kr MK-0677, BBa)aeTbCdA, LU0 BOHWM MaloTb ekBiBaneHTHun (EQUAL)
noTeHuian pocTy y BiANOBiAb Ha nepopanbHuin MK-0677 (0,8 mr/kr/no6a) Sk i Ha LWOAEHHI MigLKipHi
iH'eKUi peKOMBIHAHTHOIO FOPMOHY POCTY NIOANHMN.

[00124] MNpuknag 4

[00125] MikyBanbHo-agiarHoCcTUYHWIA TecT MK-0677:

[00126] Cy6'ektn nocTynaioTb Yy KMiHIKY BpaHLUi MicNsi HOYi YTPMMAaHHA Big YCIX NpoayKTiB
Xap4yyBaHHA Ta Hanoie, KpiMm Boaun. Kartetep BBOAMTLCA Npubnu3Ho 3a 1 roguHy Ao BeBeaeHHs MK-
0677. 3aincHiooTbea ABa 6a30BMX BUMIpOBaAHHSA t = -15 xBunuH it = 0 xBUNKUH (4ac, y gkuin cyb'ekTy
BBOAATL A03y). CybG'ektu oTpumytote ao3y 0,8 mr/kr MK-0677 y surnsagi 2-mr tabnetkn ans
nepopanbHOro npuiomMy. 3pasku kposi 6epyTb 3rogom npu t = 30, 60, 90, 120 xB. Kpim Toro, npu t = -
15 1a 120 xB., 6epyTb 3pasku ans GioxiMivHOro aHanizy cuposatku. lMicns 3akiHUeHHs1 TECTY kaTeTep
BMAanaoTb. Bei aHanian kposi aHanisyloTb Ha GH, NponakTuH Ta KOPTU30M BHYTPILLHLOK KNiHIYHO
nabopaTopieto.

[00127] Hemae pgaHux npo komOiHauiio TecTy Ha Bignoeiab MK-0677 i3 craHaapTHUM
nposokaudinHum Tectom GH. 3 uiei npuumHum nposokadiiHuin  Tect MK-0677 noBuHeH O6yTu
BiJOKpEMNEHMI Bia iHLUMX MPOBOKALINHMUX TECTIB LOHaWMeHLLIEe Ha 3 aobu.

[00128] CtaHgapTHi NpoBOKaUilHi TECTU HA TOPMOH POCTY

[00129] OkpiMm nikyBanbHO-AiarHOCTUYHUX TecTiB MK-0677, nauieHT TakoXX MNOBUHEH OyTu
nigaaHuin nposokauinHomy TecTty Ha GH. Lli TecTn BKRoYaloTb BigOMUIA TECT Ha KIMOHIAWH, TECT Ha
iHCYNiH, TECT Ha apriHiH, TECT Ha rnwKaroH i Tect Ha nesogony (L-gona). Huxkye HaBeaeHi npuknagu
NpPOTOKONiB BUNPOOYBaHb ANA LMUX TECTIB.

[00130] TecT Ha KNOHIAWH

[00131] KaTeTep BCTaBNAWTh LWOHANMEHLLE 3a 1 roaAMHY A0 BBEAEHHS KNOHiauHy. Tpeba B3ATU
nBa 0a30Bi 3pasky KpoBi, oauH npu t = -15 xB., a iHWKI - 6esnocepeaHbO Nepea 40300 KMOHIANHY.
KnoHignH HagalwoTb MNepopanbHO nauieHTy y Burnsai tabnetok. lMaudieHtn macoto Big 20 go 35
Kinorpamie oTpumytloTb go3dy 100 wmikporpamis. [lauieHTn, wWo nepesuwyoTb 35 kinorpamis,
oTpumytoTb ao3y 200 mikporpamiB. MocnigoBHi 3pasku kpoBi 6epytb npu t = 30, 60, 90 Ta 120 xB.
KpoB'stHUin TUCK BUMIPIOIOTE NiCNsi 3a00py KOXHOTO 3paska KpoBi.

[00132] Pusuku, noe'sizaHi 3 TECTYBAHHAM Ha KMOHIAWH, BKMOYAOTb MOXIUBI MNOTEH3MBHI NOGIYHI
edeKTn Ta COHNUBICTb.

[00133] TecT Ha iHCYRIH

[00134] KaTeTep BCTABNAOTL LWOHAWMEHLLE 3a 1 roanHy A0 BBEAEHHS iHCyniHy. Tpeba B3ATK ABa
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6a30Bi 3pasku KpoBi, oauH npu t = -15 xB., a iHWKA - 6e3nocepeaHbo Nepea 403010 iHCyNiHy. BBOASTH
OOHY AEeCATY OAWHULI IHCYMiIHY Ha Kinorpam macu Tina. 3pasku kpoBi 6epyTb npu t = 15, 30, 45, 60, 90
Ta 120 xB.

[00135] TecTtyBaHHA Ha iHCyniH B6yae BBaXKaTUCh YCMILLUHUM TiflbKM B TOMY BUNAAKY, SKLIO PiBEHb
LYKPY B KPOBi 3HU3UTBLCA A0 LLOHAWMEHLLE MNONOBUHU MO0 piBHA HaTwecepue. Moxnuei pusukn LUboro
BUNPOOYBaHHA BKIOYAKOTb MOCUIEHE CEpUEDNTTH, TPEMOP, BaXKKY MNOrMiKEMil0, CyAOMKW, a B AESAKUX
BUMagKax i cMepTb. [MOKO3a Ta rMoKaroH NOBUHHI 6yTy roToBUMU Ta OYTW AOCTYNHUMW ANS iH'€KLIR Y
BUMAAKY HAA3BUYAMHMX cuTyauiin. [ocBigYyeHun nikap NOBUMHEH 3HaxoauTucsa Gins nixkka nNpoTsromM
BCbOro TecTy, wob cnocrepiratn 3a noGiMHUMKM edpekTamu. [icns 3akiHYeHHs1 TECTy nauieHta cnig
HeramHo HarogyBaTu.

[00136] Tect Ha apriHiH

[00137] KaTteTep Ta cucTtemy Ans BHYTPILULHLOBEHHOrO BBEAEHHS BCTABMAOTb 3a 1 roguHy ao
BBEAEHHA apriHiHy. Tpeba B3ATM aBa 6as30Bi 3paskM KpoBi, oguH npu t = -15 xB., a iHWWUA -
6e3nocepeaHbO Mepea iH'ekuieto apridiHy. ApriHiH cnig BeoauTu B A03i 0,5 r/kr 3 MakcumanbHO
003010, sika He NoBUHHA nepesuwlyBaTn 30 r. BHYTpilWHbEOBEHHE BBEAEHHSA apriHiHy cnig npoBOAUTH
6esnepepBHO npoTarom nepwmx 30 xBunuH Tecty. MocnigosHi 3pasku kpoei 6epyTtb npu t = 30, 60, 90
Ta 120 xB.

[00138] Hemae cepihiosHux pusukiB, noe'asaHux 3 uuMm TecTtoMm. Moxknuei nobGivHi edekTu
BKITIOYAKOTb NOYEPBOHIHHSA, HYAOTY, GMIOBOTY, OHIMIHHA, rONOBHUA 6inNb Ta po3apaTyBaHHA MiCLIEBUX
BEH.

[00139] TecT Ha rnokaroH

[00140] KaTeTep BCTaBNATb WOHAaMeEHLLE 3a 1 roguMHy A0 BBEAEHHS IMOKaroHy. Tpeba B3Atu
nBa 6a3oBi 3pasku KpoBi, oauH npu t = -15 xB., a iHWKI - 6e3nocepeaHbLO nepes iH'ekuieto. MnokaroH
BBOAATb LUMASIXOM BHYTPILWHLOM'A30BOI iH'ekUil y Aos3i 1 mn ana nauieHtis Baroto Big 10 go 35
kinorpamig. MocnigoBHi 3pa3ku kpoei 6epyTb npu t = 30, 60, 90 Ta 150 xB.

[00141] Hemae cephO3HMX pPU3KKIB, MOB'A3aHUX 3 UMM TeCcTOM. Y [AeskuxX nauieHTiB MOoxe
BMHUKHYTU HygoTa Ta 6niosoTa.

[00142] TecT Ha Jlesogony (L-aona)

[00143] KateTep BCTaBnslOTb LOHAWMeEHLLE 3a 1 roauHy Ao BBeaeHHA L-gonu. Tpeba B3dAtu
3paskn kposi npu t = -30 Tta -15 xB., Ta GesnocepeaHbO nepea A03yBaHHAM. [BICTi nm'argecar
Minirpamis L-gonu BBOAATL y popmi TabneTkm nauieHtam macoto Big 15 go 30 kinorpamis Ta 500
Minirpamis L-gonu BBOAMNM NepopanbHo B hopMi TabneTkn navieHtam macoto Ginblue 30 kinorpamis.
MocnigosHi 3pasku kposi 6epyTb nput = 30, 60, 90 Ta 120 xB.

[00144] Hemae cepinosHux pusnkiB, NoB'a3aHnx 3 uum tectom. Moxnuei nobiuHi edpekTn: HyaoTA,
6noBOTa Ta ronoeHi Goni.

[00145] YucneHHi wmoaudcpikauii Ta BapiaHTU UbLOrO BUHAxX0AQy MOXIUBI 3 ypaxyBaHHAM
BULLE3a3Ha4vYeHoro onucy. Tomy cnig Ppo3yMmiTW, WO B Mexax uiei opmynu BUHaxXoay MOXHa
34INCHUTW BMHAaXiA iHWMM YMHOM, HiXK LIe ONMCAaHO B LbOMY OMKUCI.

POPMYJIA BUHAXOLOY

1. Cnoci®é nikyBaHHs aediunty ropmoHy pocty (GHD) y aiteri 3 dyHKUiOHANbLHOK rinotanamo-
rinogisapHol0 cUCTEMOIO, AKi MalTb Aediumt ropmoHy pocty (GH), akui BKknouyae BBeAEHHS
TepaneBTUYHO eEKTUBHOT KinbKocTi ibyTamopeny mesunaty (MK-0677) auTuHi, ska npugatHa ansi
BKa3aHOro nikyBaHHA Ta Mae ekBiBaneHTHWUI NOTeHUian pocTy B NOpiBHAHHI 3 rhGH,

npu UbOMY BKa3aHa AMTUHA NOBUHHA BigNOBigaTn Takum nabopaTtopHUM NOKa3HUKAM:;

() Npu TecTyBaHHi Ha nNiKOBY KOHUeHTpauilo B cuposaTui GH =5 Mkr/n y BignoBiab Ha ogHy
nepopanbHy aosy MK-0677; i

(ii) npu TectyBaHHi Ha 6a3oBui pieeHb B cupoBarui IPP-1 >30 Hr/mn.

2. Cnoci6 3a n. 1, Akt BigpPIi3HAETLCA TUM, WO BBOASATbL 0A4HY nepopanbHy ao3dy 0,8 mr/kr/gob6a MK-
0677.

3. Cnoci6 3a n. 1, Aknii BigPi3HAETLCA TUM, LLO NepopanbHO BBOASATb MiHITAbneTkn, Aki Mictatb MK-
0677.

4. Cnoci6 3a n. 3, aknin Bigpi3HAETLCA TUM, WO MiHiTabneTka mictutb 2 mr MK-0677.

5. Cnocib 3a n. 1, Aknii BiQPI3HAETLCA TUM, WO 3AINCHIOETLCA NiKyBaHHA neaiatpudHoro GHD.

6. Crnoci6 3a n. 1, AkMA BIAPISHAETLCA TUM, LLUO NEpopanbHE BBEAEHHSA A0AAaTKOBO BKITOYAE:
BBEAEHHSA 3a 40MOMOrOK NPUCTPOIO, 34aTHOro A03yBaTH LLIOHANMEHLIE 0AHY MiHiTabneTky MK-0677.
7. Cnoci® nikysaHHA GHD y gitel 3 ¢yHKUIOHANbHOO rinoTanamMo-rinodisapHoto cuctemoro (GH), ski
MaloTb AeiUnT ropMOHY POCTY, KU BKNIOYAE:
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a) TECTyBaHHA AWTUHU, SKa, AK BiAOMO, Ma€ HU3bKMI picT, HAa GHD, BUKOPUCTOBYIOUM MNiKyBasibHO-
JiarHOCTUYHUN TECT; i

b) nepopanbHe BBeaeHHs TepaneBTUYHO edeKTUBHOT KinbkocTi MK-0677 AuTuHI, fKa, SK
BCTaHOBJIEHO, MA€ HU3bKUI PICT Ta eKBiBANEHTHUI NOTeHUian pocTy B NOPiBHAHHI 3 rhGH.

8. Cnocib 3a n. 7, Aknii BigPi3HAETLCA TUM, LLO BBOAATL OAHY nepopanbHy Aoy 0,8 mr/kr/ao0y.

9. Cnocib 3a n. 7, Aknii BigPIi3HAETLCA TUM, LLO NepopanbHO BBOASATb MiHITAbneTku, Aki Mictate MK-
0677.

10. Cnocib 3a n. 9, ki BiAPISHAETLCA TUM, WO MiHITabneTka mMictutb 2 mr MK-0677.

11. Cnoci6 3a n. 7, kM BIOPISHAETBCA TUM, LLUO NepopanbHe BBEAEHHA O0AATKOBO BKITOYAE:
BBEAEHHSA 3a A0MOMOTrOK NPUCTPOIO, 34aTHOrO A03YBATU LLIOHANMEHLUE OAHY MiHiTabnetky MK-0677.
12. Cnocib 3a n. 7, 5lkMin BiAPISHAETLCA TUM, LLO 34INCHIOETLCS NMiKyBaHHA negiatpudHoro GHD.

13. Cnocib 3a n. 7, Slknin BiAPISHAETLCA TUM, LLO NiKyBanbHO-4iarHOCTUMHUIA TECT BKIIOYAE:

(i) TecTyBaHHA Ha nikoBY KOHUeHTpauilo B cupoBartyi GH =5 Mkr/n y Bianosigb Ha o4HY nepopanbHy
nosy MK-0677; i

(ii) TectyBaHHA Ha 6a3oBun piseHb IPP-1 >30 Hr/mMn B cupoBaTLi.

14. Cnocib 3a n. 13, AkMil BIiAPI3HAETLCA TUM, LLIO BBOAATb OA4HY nepopanbHy Ao3y 0,8 mr/kr/noba
MK-0677 Ha eTani (i).

15. Cnocib npoBeaeHHA MiKyBanbHO-AiarHOCTUYHOTO TECTY, KU BKITIOYAE:

(i) TecTyBaHHA nauieHTa Ha NikOBY KOHUeHTpauito B cuposatui GH =5 Mkr/n y Bignosigb Ha ogHy
nepopanbHy aosy MK-0677; i

(ii) TectyBaHHA nauieHTa Ha 6a3oBui piseHb IPP-1 >30 HI/mMn B cupoBaTLi.

16. Cnoci6 3a n. 15, Aknii BiAPISHAETLCA TUM, L0 TECTYBAHHSA Ha NIKOBY KOHLEHTpPALil0 B CUpOBATL
BKMOYae:

a) BBEAEHHS 0aHOPa3oBoi nepopansHoi 4o3n MK-0677 nauieHTy, i

b) TectyBaHHsa piBHiIB GH B cupoBaTui KpoBi, 4OCATHYTUX nicna BBeaeHHa MK-0677, ana BU3Ha4YeHHs
nikoBOT KOHUeHTpauii GH B cupoBarui y nauieHTta.

tsnapicre pocty {emfrond

,
0

GH 0.3 sedsrfaons {N=20)  MK-677 8.8 mefuriaota (N2}
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