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3BiT Npo KJiHiYHe BUNPOOYBaHHSA

1. Ha3gpa nikapcekoro 3aco0y (3a
HassBHOCTI - HOMEp peecTpariiiHoro
MOCBiJYEHH)

ABPETO

2. 3asBHHK ®.Xoddmann-JIa Pow JItn
['pensaxepiutpacce 124, 4070 bazens, LLBeiinapis
3. Bupobuuk . Xoddmann-JIs Pour JTTa

Bypwmicger, 4303 Kaiicepayrcr, LlIBeiuapis

4. TlpoBeaeHi JoCIiKEHHS:

! TaK Hi AKIIO Hi, OOTPYHTYBaTH

1) Tun nikapcekoro 3aco0y, 3a AKUM

Jlikapchbkuii 3aci® 3a MOBHMM J0ChE (ABTOHOMHE [0ChE), iHLIMI
JiKapchbKuii 3acid, HOBa Jitoua peyoBHMHA 3riJHO MYHKTY | (miAnyHKTY

BUMPOOYBAHHA, KOJOBaHHI HOMeEp
KJIIHIYHOrO BUNPOOYBaHHA

nggf:iﬂ?ﬂam 00 DAy 1.1) pozginy Il Ilopsaxy nakasy MO3 Vkpaiuu Bixg 23 nunus
peectpatl 2015 poky Ne 460
5 TiohEA SR iSiadambe [Iporokon Ne BLU-667-0101. Binkpure panaomizoaHe 2-CTOPOHHE

rnepexpecHe A0CIiIKEHHS OAHOKPATHOT 03U 3 METO) OLLIHKH BILIUBY
ki Ha papmakoxinetuky BLU-667 y 310poBuX mopociux cy6’ ekTiB.
Jlata 3akmouHoro 3Bity: 17 ciuns 2019 poky.

6. @aza KIiHIYHOrO BUMIPOOYBaHHsA

‘L(Da?.a I

7. Ilepion mpoBeaeHHs KJiHIYHOrO
BUNPOOyBaHHS

Hata Bi/todeHHs nepiuoro nauiexrta: 31 aunusa 2018 poky.
Jlara 3aBeplueHHA AOCHIIKEHHSA OCTaHHIM mnauieHTom: 18 BepecHs
2018 poky.

8. Kpainu, je npoeoauiocs
KJIiHIYHe BUNPOOYBaHHS

CLIA

9. KinbKicTh 10CHiKyBaHUX

3aniaHOBaHO Ta MPOAHai30BaHO:

3aranom 20 cyG’ekTiB Oynu BKIIOYEHI B JocnimkeHHs, i 20 cy6’exris
3aBepiuuan pociimpkenss. Jaui Beix 20 cyd’extiB OyaM BKIIOYEHI B
aHauliz papmakokinetuku (PK) i omiHky 6e3nexu.

10. Mera Ta BTOPHHHI
KJIHIYHOro BUNPOOYBaHHS

IMepeunua:
[TopiBuatu dapmakokinetuky (OK) BLU-667 npu sactocysaHHi
OJIHOKPATHOT MepopajibHOl 1034 3 abo Oe3 npuiiomy THMOBOT TKi 3

1|[BHCOKHM BMiCTOM KUPY 310POBHM JOPOCTHM CYO €KTam.

Bropunna:
OuinnTu Ge3neky ta nepeHocumicte BLU-667 npu 3actocysanui

|OIHOKpATHOT nepopaibHOT 103K 3 abo 0e3 npuilomy ki 310poBUM

JOPOCIHM CYD’ €KTaM.
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11. JHuzaitn KIiHIYHOTO

Binkpute paHaomizoBaHe nepexpecHe J0CiKeHH 3 2 nepiogamu.
BUMPOOYRAHHS AKPHUTE DPAHII pexp AOCTIA piox

1. 3nopoBi gopocii ocodu 4osoBivoi abo xKiHOYOT cTaTi (KIHKH JIHILe
HepenpoayktueHoro Biky [WONCBP]) Bikom 18-55 pokiB BKIHOUYHO
Ha MOMEHT CKPHHIHTY.

2. TpuBano HekypsAlMH, AKWH He BIKMBAB HIKOTHHOBMICHHMX
NPOAYKTIB IIOHAHMEHLIE NPOTAroM 3 MICALIB 10 MEepLioro npuiomy
npenapary Ta BIPOIOBXK YChOTO J0CIiHKEHHS.

3. Tnaexe macu tina (IMT) > 18 ta < 32 kr/M? nipu MiHiMasbHii Maci
tina 50 kr Ta MakcuManbHii maci Tiza 100 Kr nig yac CKpUHIHTY.

4. 3 MeauuHOT TOUKH 30pY 370pOBi 0€3 KIIHIYHO 3HAYYIIMX JaHHX
MEIWYHOIr0 aHaMHe3y, pe3ynbTaTiB (i3uMKalbHOro OOCTEkKEeHH:,
nabopaTopHUX MpodisiiB, OCHOBHHUX ITOKA3HUKIB IKMTTEMISAIBHOCTI
opraviamy abo EKI' 3a ouiHkow rojoBHOro jociigHuka ado
yIOBHOBaXkeHOT 0cOOU.

5. XKiHKM HepenpoAYKTMBHOrO BiKy LIOHaiMeHIle 3a 6 MicALiB 10
Mepuioro MpuioMy rpenapary MNOBHHHI NPOHTH OAHY 3 TaKHX
npoueayp crepuiizauii (i MaTM AOKyMEHTaJbHE MNiATBEP/UKEHHS):
ricTepOCKOINiYHA CTEepMJIi3aLlis; JABOCTOPOHHA MEpeB’fA3Ka MaTKOBHMX
Tpy0  abo  JABOCTOPOHHSI  CQJIBMIHIEKTOMIis;  TICTEPEKTOMis;
12. OcHOBHI KpuTepil BKIIOYEHHA || BOCTOPOHHS oodopekToMia; abo 3HAXOAMTHCA B MOCTMEHOMaysi i3
AMEHOPEEID TPOTArOM IOHAMMEHIIEe | poKy [0 Meploro npuiioMmy
npenapaty Ta piBHeM doikynocTuMymowdoro ropmony (©CI) B
cupoBarii KpOBI MOHA 40 MMO/mn, 11(9) BiZMOBigac
MOCTMEHOMAY3aJlbHOMY CTaTyCy.

6. Yonoeikx, s[KMM He [pPOBOJAMIACH Ba3eKTOMif, [OBMHHI
MOrOJAUTHCA BUKOPHCTOBYBATH BUCOKOS(EKTHBHUI METO KOHTPOIIIO
HApO/UKYBAHOCTI pa3oM 3 napTHepKamH JiTOPOJHOro BiKy mMig vac
nociigpkeHHs Ta npotaroM 120 aHIB micas NpuioMy OCTaHHBOT 103H.

OOme)keHb [J1s BA3e€KTOMI30BaHOro cy0’e€KTa 4OJIOBIYOi cTaTi He
BUMarasocs, SKIo Ba3eKTOMis npoBoauiacs 3a 4 micsui ado Oinbiue (i
niaTBep/pkeHa oiLifHUMH JOKYMEHTaMM) JI0 Meplioro rnpuiomy
npenapary.

7. YoJ0BIKM MOBMHHI MOrOAMTHCA He OYTH JIOHOPOM CIIEPMH BijJ
nepLioro npuiiomy npenapary ao 120 aHiB nicis npuifoMy ocTaHHBOI
J03H.

8. 3rojia yrpuMyBaTHcs Bijl BIKMBAHHSA HAPKOTHKIB 3 METOK pO3Baru
MPOTArOM YCBOTO AOCIIIMKEeHHS, BiJ CKPHHIHIY [0 MOJAaJbLIOTO
CIOCTEPEIKEHHS. :

e
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13. Nocnimkysanuii  nikapcekuii| BLU-667 B kancynax no 100 mr, sxi 3acTocoByBanm nepopaibHO
3acid, crmoci® 3actocyBaHHs, cumal|micis ixki a6o Hatie, 3anuBalouH NpHGIH3HO 240 M BOIH.
hit}

14. Tlpenapar nopisusHHA, a03a,| He zactocoBHo.
crnocid 3acTocyBaHHs, cuia il

Cynytns Tepanisa Oyna 3a00poHeHa BIANMOBIAHO [0 KpHTEpiiB
BUKTIOYeHHs. [Ticas mpuifomy nepuioi 1o3u aueraminoden (10 2 r Ha
15. CynyTtHsa Teparis 24 romyMHM) Mir 3aCTOCOBYBAaTHCA IS JIiKYBaHHs HeOaXKaHUX sSBMLI 32
PIIEHHAM TOIOBHOTO JIOC/iAHUKA ab0 YIOBHOBAKeHOT ocobu. JIuiue
ABOM cy0’exram Oyno HeoOXinHe NpuU3HaYeHHs aueTaMiHoQeHy.

[Tepsuni @K kiHuesi Touku ais BLU-667 BKIouanu, BiAnoBigHo:

* MUIOLLY MiJ KPUBOI KOHLEHTpalis-uac Big 0 10 4Yacy OCTaHHBOT
BUMiptoBaHoi kKoHueHTparii (AUCo.);

* MJIOLLY Mifi KPHBOIO KOHLEHTpalisf-4ac Big 0 10 HeCKiHYE€HHOCTI

(AUCo-inf);

* MaKkCHMasbHy KOHLEHTpALiI0 B Mja3Mi KpoBi, 10 criocTepiraiachk
(Cmax);

* 4ac 710 MaKCUMaJbHOT KOHLEHTpaLil, 1110 CrocTepiranack, B 11/a3mi
KpOBi (Tmax)

16. Kpurepii ouinku edextuBHocti | lomaTkosi 3apeectporani ®K napamerpu, Bianosiauo:

* MJ10111A MiJ KPUBOK KOHUeHTpaLis-uac Bix 0 1o 24 roaud (AUCo.24);

* BiacoTok exctparnoboBaHol AUCo-int (AUCyExtrap);

* OUEBM/IHA KOHCTAHTA LWIBUAKOCTI TepMiHanbHOi eniMinauii (Kei);

* O4eBM/IHUI TepMiHATBHHIN Nepiof HaniBBUBEAeHH (t1);

* OYEBMJHHMH 3arajdbHUi KIipeHC MJIa3Mu IC/s MepopanbHOro
npuiiomy (CL/F);

* OUeBMIHMI 00 €M po3no iy 1ij vac TepMiHanbHOT a3 BUBEIEHHS
micnis nepopansHoro npuitomy (Vz/F);

* 4ac [0 OCTaHHbOi BMMIPIOBAHOI KOHLEHTpalii, L0 MepeBUIlLye
HUKHIH piBeHb KinbKicHOro BuzHayeHHs (Tiast).

Besneky ouiHOBaMK 3a 10MOMOr0OI0 KIiHIYHMX 1Ta00PaTOPHHUX TECTIB,
17. Kpurepii ouinku 6e3nexku OCHOBHHX TMOKa3HHKIB JKMTTEAisIbHOCTI opraHismy, EKI y 12
BiaseneHHsXx (EKI') ta nebaxanux asui (H).

PDapMakoKiHeTHKA:

Hucnepciiinuii ananis

JInst OUIHKKM nepBMHHOT widi aucnepcikinuii ananis (ANOVA)
npoBoauan 3a takumu ®K napamerpamu, TpaHcOpMOBaHWMH 3a
JonoMororo HatypasnsHoro jgorapudmy (In): Cmax, AUCo Ta AUC-int,
BukopuctoBytoud SAS® PROC MIXED. Mojens ANOVA Bxmouana

18. CraTtucTruHi MeToau
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MOC/IIOBHICTh, Mepiof Ta JikyBaHHA sK (QikcoBani edextn Ta
Cy0’ekTa, 3rpyrnoBaHOTO BCEPeAHHI MOCHIIOBHOCTI, K BHIAIKOBMIA
eexr. IlocnigoBHicTe TecTyBamu 3a JONOMOroW  cy6’ekTa,
3rpynoBaHOro BCEpPEaMHI MOCIiJOBHOCTI, K TapamMeTpa MOMHIKH MpH
10% piBui 3nauymocrti. Koxen ANOVA Bkmoyas oOGuHC/IEHHS
Cepe/IHbOKBA/IPATHYHOrO cepelHboro 3HauyeHHa (LSMs) i pisuHuui
LSM nns nikyBaHHs. Binnouienns reomerpuunux LSM (BigHoweHHs
reoMeTpuyHux cepeanix, GMR) Oynu oOuucieHi 3a H0MoOMOrowo
noTeHuUiroBaHHs pisHuLi LSM ans nikyeauus. 90 % nosipui intepsanu
(AI) mas GMR Oynu orpuMani misxoM norteHuitoBaHHs [,
OTpMMaHWX A4 pisHuUi LSM Jjuis sikyBaHHS Ha OCHOBI aHamizy In-
TpaHchopmoBaHuX Cmax, AUCox i AUCo.int. Lli BigHOIEHHS Ta
Bianosiani JII BupaxeHi y BifcoTkax moa0 pedepeHTHOro JiKyBaHHs
(nixysanHs A: 200 mr BLU-667 Hariue).

Henapamerpuyunuii anani3 Tmax

Tmax aHanmizyBanu 3a J0MOMOroKw HernapameTpHYHOTO aHamizy ans 2
MapHUX  3pasKiB  (CTATUCTUYHMH  KpUTepid 3HAKOBUX  paHriB
Binkokcona). PisHuuro menian (edekt mikyBaHHs) po3paxoByBaiu
metosom Xomkeca — JlemaHa (3a J0MOMOro cepesiHiX MOKa3sHUKIB
Yonwa) i Bignosigi 90 % JII Gynu obuncieHi 3a 10MOMOroo MeTo1a
Tyki. Timax He mianAras norapudmiuHii Tpanchopmarii.

be3nexa:

Jlani 3 kaiHiuHOT Oe3meku Ta mepeHocuMocTi OyiM HaBeJeHi
BIAMOBIAHO [0 JiKyBaHHS Ta cy0'ekTy i BimoOpaskeHi B 3BejeHMX
TabAMLUAX 3a JIOMOMOIOI0 OMKMCOBOI CTaTHCTHKH. Jlani 3 Oesnexw,
Braroyaroyd EKI', OUiHKY OCHOBHMX TMOKa3HMKIB KUTTEMIsILHOCTI
OpraHi3my, Macy Tija Ta OLiHKY KIiHiYHHX 1ab0paTOPHHUX MOKA3HUKIB,
Oy/nM y3arajJbHeHI OMMCOBUM crocoOOM 3a JIKyBaHHSAM Ta 4acom
BiaOOpy 3pasKiB.

Indepenuiiina crarucruka He NPoBOAMIACA LIOAO KIHIEBHUX TOYOK
besneku. VYei HA, aAki BUHMKIM MiJ 4ac LBLOMO KJIIHIYHOIO
JOCHIiKeHHsl, Oy/1M 3aK0/10BaHi 3a 10MOMOTro MeIHYHOTO CIOBHHKA
TepMmiHosorii ans perynstopHoi aisnasHocTi (MedDRA™) Bepeii 21.0.

HebaxxaHi sBuina, sKi BUHMKAM NiJ 4ac JiKyBaHHs, 3a3HayeHi B
Tabauui  3a  knacom cucremu opradiB (KCO) Ta Ttepminom
EPEeBAKHOr0 BHUKOPUCTAHHS. 3BeleHI TaOMMLi BKJIOYAIM YHCIO
cy0’eKTiB, Ki [OBIAOMUIIM PO HeOaKaHi SBUINA, LII0 BUHUKIIHN Mij yac
NiKyBaHHA, Ta BiJMOBIAHWH BiZCOTOK 3a JiKYyBaHHSAM Ta 3arajoMm y
nociimkenHi. KinbkicTs HeOakaHMX HBMIL, SKI BHHHUKIM M1 4ac
JiKyBaHHsA, Oy/a y3arajibHeHa noAi0HUM YMHOM.

) 7{%&:4&/ Z«//{M;
P,
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HemorpadiuHi naHi cy6’ekriB y3arajibHeHi B TabIMLLI.

Tabnuug. Jlemorpadiuni mani cy6’extie (monmynsimis s OLiHKHM

0e3rneku)
[MocninoBHicTh
JiKyBaHHA 3aranom
Xapakrepuctuka | Kareropis/Crartuctuka AB BA
Crartb Kinku 3 4 7 (35 %)
(30 %) | (40 %)
Yonoeiku 7 6 13
(70 %) | (60 %) (65 %)
Paca Herpoinna paca abo 3 0 3 (15 %)
adpo-amMepuKaHLi (30 %) (0 %)
€sponeoinHa paca 7 10 174
(70 %) | (100 %) (85 %)
L. Icnancekoro abo 4 9 13
19.  Hemorpadiuni  noka3zHUKH NaTHHO- (40 %) | (90 %) (65 %)
JOCTIMKYBaHOT mnonynsuii (crars, AMEPUKAHCHKOTO
BiK, paca, TOILO) Etniuna MOXOIKEHHS
MPHHAJIEKHICTE Heicnancbkoro abo 6 1 7 (35 %)
JTaTHHO- (60 %) | (10 %)
aMEepHKaHChKOro
TOXOKEHHS!
n 10 10 20
CepenHe 3HaYEHHS 372 41,6 394
CranpapTtHe 10,50 8.14 9.42
Bik" (poku) Bi AXHJICHHS
Minimym 22 28 22
Mepniana 38 42,5 40,5
Makcumym 50 51 51
Jlikyanusa A: BLU-667 200 mr (2 x 100 mr B kancynax) y rogudy 0 B geHs 1
BpaHLi HaTiIe (pedepeHTHE JliKyBaHHs)
Jlikysanua B: BLU-667 200 mr (2 x 100 mr B kancynax), npuifom y roauny 0 B
aenb 1, uepes 30 XBHJIMH Nic/A NPUAOMY THIIOBOI 1Ki 3 BUCOKMM BMICTOM KHMPIB
(HocninsKyBaHe JiKyBaHH:)
* Bik po3paxoBaHHii [i1 yac NpHIioMy MepLuoi 103H.

Pe3yabTaTi moao papMakoKiHETHKH

Ipuitom BLU-667 nicas ixi (TUNOBa T7ka 3 BUCOKMM BMiCTOM JKHPiB)
Mnpu3BeJIo 10 BULLOT KoHUeHTpalii BLU-667 B iiazmi kpoBi nmpotarom
168-rogunHoro nepioay 3adopy 3paskiB micas npuHOMy 103H
npenapaTy nopiBHsHo 3 npuilomom BLU-667 narme. Cepenns
koHueHTpauia BLU-667 B nna3smi KpoBi Jocsria MakcuiMymy depes
4,75 Ta 10 roaun nicas npuilomy BLU-667 HaTmie Ta mnicns Tki
BIAMOBIAHO. ¥ 1BOX cy0’eKTiB crnocrepiranucss  BUMiprOBaHi

20. Pe3ynbTaTi eeKTUBHOCTI

ﬂ%/ﬁ’é?fz%? ﬁ/ —
% = “//éfﬁ’éw 2. el
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kouteHtpauii BLU-667 no 144 roguu nicns npuiiomy iy 8 cy6’ekrin
— 10 120 roaus nmicas npuitomy BLU-667 (2 x 100 Mr B kancynax)
HaTie. Y 0qHOro cyd’ekTa cnocrepiranics BUMiprOBaHi KOHIEHTpalil
BLU-667 1o 168 roaus nicns npuitomy iy 8 cy6’ektiB — 10 144 roauu
nics npuidiomy BLU-667 (2 x 100 mr B kancynax) mics bxki.

[lopisuanua ®K mapamerpie nicas npuitomy BLU-667 uatiue Ta
micist ki (TMNOBa 1ka 3 BHCOKUM BMICTOM 3KMPY) 1POJAEMOHCTPYBAIO
TaKi eeKTH:

* Ka (3 BACOKMM BMICTOM 3KHPY) BIUIMBAJIA SIK HA IIBHAKICTb, TAK i HA
crynine abcop6buii BLU-667. Excnosuuis BLU-667 3a cepenHiMu
reoMeTpHYHUMH 3HAYCHHAMU Crmax, AUCo.c Ta AUCo-inf 3011B1IMNACE
nicas npuitomy BLU-667 B kamcynmax no 2 x 100 mr micns i
MOPIBHAHO 3 NMPUIOMOM HATIIE;

* Mefiana Tmax BLU-667 npu npuiiomi Harue ta micns ki (TUnosa
DKa 3 BUCOKHM BMICTOM 3KHMpY) cTaHOBHMJAa 4 roavHu (aianazon: 2—
8 rogun) i 8,5 roguuu (nianaszon: 4-24,1 roauHu) BiANOBIAHO;

* cepeziHe 3Ha4YeHHs t, BLU-667 cranoBuiio npubausxo 13 roguH as
000X pexmUMiB JIiKyBaHHS.

Buxoasuu 3 BiAHOMIEHHS TeOMETPUYHUX CePeIHiX, MOKa3sHUKU Cmax,
AUC Ta AUCo.int a1 BLU-667 36inpmmnuce npubnusso Ha 104 %,
124 % Ta 122 % npu npuitomi micns ki (TMMoBa T:Ka 3 BUCOKHM
BMicTOM xkHupYy). 90 % JII fuis BiAHOLICHHS rEOMETPUUHMX CEPEaHIX HEe
3HaxomuBes B Mekax 80—125%. Txa (3 BMcOKMM BMiCTOM 3KHpY)
BILUIMBA/IA | HA WIBMAKICTh, | HA cTyMiHb abcopOuii BLU-667. Okpim
Toro, i’ka croBijbHIOBaja abcopbuito BLU-667 i3 cratHcTHUYHO
3HAUYLIOKO MeiaHoI0 Pi3HUIL Tmax ~6 roaun mixk npuiiomom BLU-667
nicas ixi (TUNoBa i’a 3 BUCOKMM BMIiCTOM JKUPY) Ta MPUHOMOM HaTILE,

YV 1poMy J0CIiAKEHH] He 3apeecTpoBaHo JieTaibHuX Bunaakis, CHS
abo nepexuacHoro BuOYyTTA cy0’exta uepes HA. Baramom y usomy
JocnikeHHi noeigomieno npo 41 Hi y 9 (45 %) cy6’exris. 28 HA
OyJiu Jierkoro ctyneHs TsokkocTi (1 ctynens), 11 HA 6yau cepeansoro
cTyneHs TskkocTi (2 crynens), | HS (migguinenns pisua ACT, He
MOB’si3aHE 13 3aCTOCYBAHHAM JIIKAPCHKOro 3aco0y) Oya0 TAKKHM
(B crymens) i 1 HA (mipsuiuenus pisus K®K, ne nos’szane i3
3aCTOCYBaHHAM  JliKapchkoro  3aco0y)  3arpoKyBaio  JKHTTIO
(4 ctynens). I'onoBuuii gocniguuk posuinue 14 HS sk now’ssani i3
3aCTOCYBaHHAM J0C/ILKYBAaHOTO JiKapebkoro 3acody i 27 HS — sk He
OB’ A3aH1 13 3aCTOCYBAHHAM J0C/i/PKYBAHOTO JIKapehKOro 3acofy.

Y 1pOMy J0CHIKEHHI HE CIOCTepirajiocs Mo’ i3aHuX i3 JiKyBaHHAM
3MiH  1a00paTOpPHMX  MOKA3HMKIB,  OCHOBHMX  [OKa3HHKIB
KUTTEAISIBHOCTI opradismy Ta EKT.

21. Pesynpratu 6e3neku
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* ka (3 BMCOKMM BMiCTOM KMpY) BINMBANA i HA LIBHIKICTB, i Ha
ctynink abcopOuii BLU-667.

* Ilepopaneuuii npuiiom ogHokpatHoi mo3u BLU-667 micas i
(TunoBa TKa 3 BUCOKMM BMICTOM JHpPY) NMPHU3BOAWB [0 301/bLIEHHS
Ciax, AUCot 1 AUCo.int npubauzso Ha 104 %, 124% i 122 %
BIAMOBIAHO mnopiBHAHO 3 mpuiloMoM HaTiie. [’ka croBinbHIOBana
22. BUCHOBOK (3aKIIHOUEHHS) abcopbuito BLU-667 i3 cTaTUCTUYHO 3HAYYILOK MEiaHOH Pi3HMLI
Tmax ~6 roaun mixk npuitomom BLU-667 micas ki (Tunosa Hka 3
BUCOKMM BMIiCTOM HpY) Ta NPUHOMOM HaTIIE.

* OnnokpatHa nepopansHa ao3a 200 mr BLU-667 (2 x 100 mr B
Karcynax) npu npuiioMi HaTiie Ta micad npuifomy DKi BUsBMIACh
3arajiom 0e3nevyHoro Ta Jo0pe NepeHOoCHMOI0 340POBHMH JA0POCIUMHU

cy0’eKTaMH.
bazens, 27 kBiTHsa 2021 poky
@ Xodpmanu-Jia Pour Jitg
[Tianuc [Tianuc
. Xoddmann-J1a Pow Jita O.Xoddmann-JIa Pou JItn
[Tinpo3ain 3 MbKHAPOAHMX PEryIATOPHUX MHTAHE [Tinpo3ain 3 MibKHAPOIHUX PEryJIATOPHUX ITUTAHb
Bazens, [IBeiiuapis Basens, [lIBeiiuapis
Jleiina Jlicrep Karanina Poxac
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Clinical Trial Report No. 4

1. Name of the medicinal product
(number of registration certificate, if
available)

GAVRETO®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

yes no If not, substantiate

1) type of the medicinal product, by
~ |which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance according to item 1 (sub-item
1.1) of section III of the Procedure of Order of the Ministry of Health
of Ukraine dated 23.07. 2015 Ne 460

5. Full name of the Clinical Trial,
clinical trial code

Protocol No. BLU-667-0104. A Two-Part, Open-Label, Fixed-
Sequence Study to Evaluate the Effect of Multiple Doses of
Itraconazole and Rifampin on the Single-Dose Pharmacokinetics of
BLU-667 in Healthy Adult Subjects.
Final Report Date: 23 January 2020.

—

6. Clinical trial phase

Phase 1

7. Period of the clinical trial

Date of first enrollment:
Part 1: 12 June 2019
Part 2: 13 June 2019
Date of last completed:
Part 1: 30 August 2019
Part 2: 09 August 2019

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned and Analyzed:

25 subjects were enrolled in each part of the study.

All 50 subjects in the study received at least 1 dose of study drug and
were included in the PK and safety analyses.

10. Goal and secondary objectives of
the clinical trial

Part 1: Effects of Itraconazole on the PK of BLU-667

Primary:

To determine the effect of multiple-dose itraconazole, a strong
cytochrome P450 (CYP)3A4 and P-glycoprotein (P-gp) inhibitor, on
the single-dose pharmacokinetics (PK) of BLU-667 in healthy adult
subjects.

Secondary:

To determine the safety and tolerability of a single dose of BLU-667
alone and coadministered with multiple doses of itraconazole in
healthy adult subjects.
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Part 2: Effects of Rifampin on the PK of BLU-667

Primary:

To determine the effect of multiple-dose rifampin, a strong CYP3A4
and P-gp inducer, on the single dose PK of BLU-667 in healthy adult
subjects.

Secondary:

To determine the safety and tolerability of a single dose of BLU-667
alone and coadministered with multiple doses of rifampin in healthy
adult subjects.

11. Design of the clinical trial

This was a 2-part study. Each part was conducted as an open-label,
fixed-sequence, two-period study in healthy subjects under fasting
conditions.

12. Main inclusion criteria

1. Healthy, adult, male or female (women of non-childbearing
potential [WONCBP] only), 18-55 years of age, inclusive, at
screening.

2. Continuous non-smoker who had not used nicotine containing
products for at least 3 months prior to the first dosing and throughout
the study, based on subject self-reporting and urine cotinine levels at
screening.

3. Body mass index (BMI) > 18.0 and < 32.0 kg/m? at screening, and
a minimum weight of 50.0 kg and a maximum weight of 100.0 kg at
screening.

4. Medically healthy with no clinically significant medical history,
physical examination, laboratory profiles, vital signs, or ECGs.

5. Female were of non-childbearing potential and had undergone one
of the following sterilization procedures (and had official
documentation) at least 6 months prior to the first dosing:
hysteroscopic sterilization; bilateral tubal ligation or bilateral
salpingectomy; hysterectomy; bilateral oophorectomy;
or who was postmenopausal with amenorrhea for at least 1 year prior
to the first dosing and follicle stimulating hormone (FSH) serum levels
greater than 40 mIU/mL consistent with postmenopausal status.

6. A non-vasectomized male subject agreed to use a highly effective
method of birth control with female partners of childbearing potential
or with pregnant partners during the study and for 120 days following
last dosing.

No restrictions were required for a vasectomized male subject
provided his vasectomy had been performed 4 months or more (and
had official documentation of vasectomy and semen analysis) prior to
first BLU-667 administration.

7. If male, agreed not to donate sperm from the first dosing until 120
days after the last dosing.

8. Agreed to abstain from recreational drug use throughout the study,
from screening until follow-up.
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The test products included:

Part 1:

BLU-667 100 mg capsules

Dose: 200 mg BLU-667 (2 x 100 mg capsules) at Hour 0 on Day 1
with approximately 240 mL of water - Treatment Period 1, Part 1.

Itraconazole (Sporanox®; 10 mg/mL oral solution)

Dose: 200 mg itraconazole (20 mL of 10 mg/mL oral solution) BID
on Day 1 and 200 mg itraconazole QD on Days 2—14. On itraconazole
only dosing days, each dose of itraconazole was immediately followed
with approximately 220 mL of water. On the day of coadministration
13. The investigational medicinal| of itraconazole and BLU-667 (Day 4), itraconazole (solution dose) was
product, method of administration,|ladministered first (no water) and was immediately followed by BLU-
strength 667 (2 x 100 mg capsules) with approximately 220 mL of water -
Treatment Period 2, Part 1.

Part 2:

BLU-667 100 mg capsules

Dose: 400 mg BLU-667 (4 x 100 mg capsules) at Hour 0 on Day 1
with approximately 240 mL of water - Treatment Periods 1 and 2, Part
2.

Rifampin 300 mg capsules (Rifadin®)

Dose: 600 mg rifampin (2 x 300 mg capsules) QD on Days 1-16 with
approximately 240 mL of water - Treatment Period 2, Part 2.

14. Comparator, dose, method of|| Not applicable.
administration, strength

Concomitant medications were prohibited according to the exclusion
criteria. After first dosing, acetaminophen (up to 2 g per 24 hours) may
have been administered at the discretion of the Principal investigator
15. Concomitant therapy or designee to treat AEs.

Medications taken by subjects during the course of the study were:
NYQUIL (1 subject), acetaminophen (1 subject), Calamine Lotion (1
subject), ibuprofen (1 subject).

For both Part 1 (Periods 1 and 2) and Part 2 (Periods 1 and 2) of the
study, the primary PK endpoints for BLU-667 included:

* Area under the concentration-time curve, from time 0 to the time of
last measurable concentration (AUCy.).

* Area under the plasma concentration-time curve from time 0 to
infinity (AUC.inf).

* The maximum observed plasma concentration (Cpay).

16. Pharmacokinetic evaluation
criteria

Additionally, the following PK parameters were also determined:

* Area under the concentration time curve, from time 0 to the 24-hour
time point (AUCp-24).

* Percent of AUC.infextrapolated (AUC%Extrap).

* Time to maximum observed plasma concentration (Tomay).




» Apparent terminal elimination rate constant (Ke1).

« Apparent terminal elimination half-life (t:;).

» Apparent total plasma clearance after oral administration (CL/F).

» Apparent volume of distribution during the terminal elimination
phase after oral administration (Vz/F).

*» Time of the last measurable concentration (Tast).

17. Safety evaluation criteria

Safety endpoints included clinical laboratory tests, physical
examination, vital signs, weight measurements, 12-lead
electrocardiograms (ECGs), and adverse events (AEs).

18. Statistical methods

The appropriate noncompartmental PK parameters were calculated
from the BLU-667 plasma concentration-time data using Phoenix®
WinNonlin® Version 7.0. Actual sample times were used in the
calculations of the PK parameters.

Pharmacokinetics:

Analysis of Variance

For each study part, an analysis of variance (ANOVA) was performed
on the natural log (In)-transformed PK parameters Cpax, AUCo-,
AUC.nf, and CL/F. The ANOV A model included treatment as a fixed
effect and subject as a random effect. Each ANOVA included
calculation of least-squares means (LSMs), difference in treatment
LSMs (ie, [BLU-667 + Itraconazole] — [BLU-667 Alone] in Part 1;
[BLU-667 + Rifampin] — [BLU-667 Alone] in Part 2), and
corresponding 90% confidence intervals (CIs).

Ratios of geometric LSMs (GMRs) and corresponding 90% Cls were
calculated using the exponentiation of the results derived from the
analyses on the In-transformed Cmax, AUCo., AUCo.in, and CL/F.
These GMRs were expressed as a percentage relative to the reference
(200 mg BLU-667 Alone in Part 1 and 400 mg BLU-667 Alone in Part
2).

Nonparametric Analysis

Tmax Was analyzed using nonparametric analysis for paired samples
(the Wilcoxon Signed Rank Test statistic). The difference of medians
(treatment effect) was estimated using the Hodges-Lehmann method
(using Walsh Averages), and the corresponding 90% CI was calculated
based on the Tukey method. Tmax values were not In-transformed.

Descriptive Statistics

For each study part, individual data were listed and descriptive
statistics provided for plasma BLU-667 concentrations and PK
parameters by treatment.

Safety:

For each study part, clinical safety and tolerability data were listed by
treatment and subject and displayed in summary tables using
descriptive statistics. Safety data, including AEs, ECGs, vital sign
assessments, weight, and clinical laboratory evaluations, were
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summarized descriptively by treatment and time point of collection.
No inferential statistics were performed on safety endpoints. All AEs
occurring during this clinical trial were coded using the Medical
Dictionary for Regulatory Activities (MedDRA®), Version 22.0. For
each study part, TEAEs were tabulated by system organ class (SOC)
and preferred term. Summary tables included number of subjects
reporting the TEAE and corresponding percentage by treatment and
overall for the study part. The number of TEAEs was summarized in a
similar way.

Demographic descriptions of the subjects are summarized in Table.

Table. Demographic Summary (Safety Population)

Trait Category/Statistic Part 1 Part 2
Sex Female 6 (24%) 5 (20%)
Male 19 (76%) 20 (80%)
Race Black or  African 2 (8%) 4 (16%)
E n o American
19. Demographic characteristic of White 23 (92%) 21 (84%)
study population (gender, age, race, _._ | Hispanic or Latino 13 (52%) 21 (84%)
etc.) BRI | Nok Hispanic of Taiinn | 15.(48%) 1 (16%)
n 25 25
Kb Mean 40.8 39.6
(\?ear) SD 9.34 8.53
Minimum 22 21
Median 40.0 39.0
Maximum 55 54
*Age is calculated at the time of first dosing.

Analysis of Pharmacokinetics in Part 1: Effects of Itraconazole
on the PK of BLU-667

Itraconazole coadministration with BLU-667 resulted in higher
plasma concentrations of BLU-667 from 2 hours to 168 hours postdose
compared to BLU-667 administered alone. Mean plasma BLU-667
concentrations reached a maximum at 1.5 and 10 hours postdose
following administration of BLU-667 Alone and BLU-667 +
Itraconazole, respectively, and were followed by biphasic elimination
curves.
20. Pharmacokinetic results All subjects had measurable BLU-667 concentrations up to 48 hours
(BLU-667 Alone) and 96 hours (BLU-667 + Itraconazole) postdose.
Following BLU-667 Alone, the majority of subjects had below the
limit of quantitation (BLQ) drug concentrations after 120 hours
postdose, with only 6 subjects contributing to the mean concentration
at 144 hours postdose and only 2 and 1 subjects contributing to the
mean concentration at 168 and 192 hours postdose, respectively. The
elimination curve leveled off by 144 hours postdose following BLU-
667 + Itraconazole. BLU-667 concentrations were above the lower
limit of quantitation (LLOQ) in 50% of subjects at 240 hours and
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264 hours postdose and the mean concentrations were above the
LLOQ throughout the entire profile following BLU-667 +
Itraconazole.

Comparison of PK parameters following administration of BLU-667
with and without coadministration of itraconazole demonstrated the
following effects:

e The median Tmax of BLU-667 with coadministration of itraconazole
was prolonged to 7.12 hours (range: 1.5-12 hours) compared to BLU-
667 alone at 2.00 hours (range: 1.50-10.00 hours).

+ Systemic exposure of BLU-667 was higher when coadministered
with itraconazole.

» The geometric mean Cpax of BLU-667 was 1089 ng/mL (BLU-667
+ Itraconazole) compared to 593.9 ng/mL (BLU-667 Alone). Based on
GMR, Cmux value for BLU-667 increased by approximately 84%,
following itraconazole coadministration.

» The geometric mean AUCo: and AUCo.inr of BLU-667 were
40790 heng/mL  and 41070 heng/mL, respectively (BLU-667 +
Itraconazole), compared to 11380 heng/mL and 11550 heng/mL
(BLU-667 Alone). Based on GMRs, AUCo.: and AUCq.in¢ values for
BLU-667 increased by approximately 250% following itraconazole
coadministration.

» The apparent oral clearance of BLU-667 was approximately 72%
lower when coadministered with itraconazole than when BLU-667
was administered alone. This finding was consistent with an increase
in BLU-667 mean values of ty, from approximately 16 hours to
30 hours when BLU-667 was coadministered with itraconazole.

Coadministration of itraconazole, a strong inhibitor of CYP3A4 and
P-gp, with BLU-667 caused a substantial decrease in apparent oral
clearance thereby resulting in an increase in BLU-667 systemic
exposure. The GMRs (90% CI) for Cmax, AUCo., and AUCo.int were
183.49% (149.75-224.83), 354.20% (287.92—435.75), and 351.35%
(285.98-431.66), respectively. In addition, the coadministration of
itraconazole delayed the absorption of BLU-667 with a statistically
significant median Tmax difference of ~4 hours when compared to the
administration of BLU-667 Alone.

Analysis of Pharmacokinetics in Part 2: Effects of Rifampin on
the PK of BLU-667

Rifampin coadministration with BLU-667 resulted in lower plasma
concentrations of BLU-667 throughout the 192-hour postdose interval
compared to BLU-667 administered alone. Mean plasma BLU-667
concentrations reached a maximum at 2 hours postdose following
administration of BLU-667 Alone and BLU-667 + Rifampin and were
followed by biphasic elimination curves.

All subjects had measurable BLU-667 concentrations up to 96 hours
postdose following administration of BLU-667 Alone. The majority of
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subjects following the administration of BLU-667 Alone had BLQ
concentrations after 144 hours postdose, with only 8 subjects
contributing to the mean concentration at 168 hours postdose and only
2 subjects contributing to the mean concentration at 192 hours
postdose. More than 50% of subjects had BLQ values at 96 hours
postdose and the majority of subjects were BLQ by 120 hours postdose
and all subjects were BLQ at 168 and 192 hours postdose following
BLU-667 + Rifampin.

Comparison of PK parameters following administration of BLU-667
with and without coadministration of rifampin demonstrated the
following effects:

* The median Tmax of BLU-667 with and without coadministration of
rifampin was similar at 2.01 hours (range: 1.50-10.00 hours) and
1.55 hours (range: 1.49-10.02 hours), respectively.

* Systemic exposure of BLU-667 was reduced when coadministered
with rifampin.

* The geometric mean Cmax of BLU-667 was 815.9 ng/mL (BLU-667
+ Rifampin), compared to 1168 ng/mL (BLU-667 Alone). Based on
GMR, Cmax value for BLU-667 decreased by approximately 30%,
following rifampin coadministration.

* The geometric mean AUCo. and AUCy.ins of BLU-667 were
9842 heng/mL  and 9927 heng/mL, respectively (BLU-667 +
Rifampin), compared to 31100 heng/mL and 31200 heng/mL (BLU-
667 Alone). Based on GMRs, AUCo. and AUC.int values for BLU-
667 decreased by approximately 68% following rifampin
coadministration.

* The mean ty; was slightly reduced to approximately 11 hours
following administration of BLU-667 + Rifampin when compared to
BLU-667 Alone with a mean value of approximately 14 hours.

Coadministration of rifampin (a strong inducer of CYP3A and P-gp)
with BLU-667 caused an increase (214%) in apparent oral clearance
of BLU-667, thereby resulting in a decrease in BLU-667 systemic
exposure. The geometric LSM ratios (90% CI) for Cmax, AUCq.;, and
AUCqo.inf were 69.85% (60.70-80.38), 31.64% (26.89-37.24, and
31.82% (27.06-37.41), respectively.

There were no deaths or SAEs in this study.

In Part 1, 1 subject was discontinued due to the AE of vomiting
(considered related to BLU-667 and itraconazole). Overall, a total of
35 AEs were experienced by 15 (60%) subjects, including 7 (28%)
subjects following BLU-667 Alone, 5 (20%) subjects following
Itraconazole Alone, and 10 (40%) subjects following BLU-667 +
Itraconazole. The Principal Investigator considered 30 AEs to be
Grade 1 (mild) in severity and 5 to be Grade 2 (moderate), and
considered 21 AEs to be non-related to study drug, and 14 (7 each
following BLU-667 Alone and BLU-667 + Ittaconazole) to be related.

21. Safety results
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In Part 2, 1 subject was discontinued due to the AE of upper
abdominal pain (considered related to rifampin only). Overall, a total
of 73 AEs were experienced by 24 (96%) subjects, including 5 (20%)
subjects following BLU-667 Alone, 24 (96%) subjects following
Rifampin Alone, and 10 (40%) subjects following BLU-667 +
Rifampin. The most frequently reported AEs in Part 2 were
chromaturia, headache, and nausea. The Principal Investigator
considered 64 AEs to be Grade 1 (mild) in severity, 8 to be Grade 2
(moderate), and 1 (increased BP following BLU-667 + Rifampin,
considered related to BLU-667) to be Grade 3 (severe). Fifty-two (52)
AEs were considered non-related to study drug by the Principal
Investigator and 21 (5 following BLU-667 Alone and 16 following
BLU-667 + Rifampin) were considered related.

There were no treatment-related trends noted in clinical laboratory,
vital sign, or ECG data in either study part.

22. Conclusion

Part 1: Effects of Itraconazole on the PK of BLU-667

* Coadministration of a single 200 mg dose of BLU-667 with
itraconazole 200 mg QD (a strong inhibitor of CYP3A and P-gp)
increased BLU-667 Cmax by approximately 84%, AUCo.and AUCo.inf
by approximately 250%, relative to a 200 mg dose of BLU-667
administered alone.

* A single dose of BLU-667 alone and coadministered with multiple
doses of itraconazole appeared to be generally safe and well tolerated
in healthy adult subjects.

Part 2: Effects of Rifampin on the PK of BLU-667

* Coadministration of a single 400 mg dose of BLU-667 with
rifampin 600 mg QD (a strong inducer of CYP3A and P-gp) decreased
BLU-667 Cuax by approximately 30%, AUCo. and AUCo.ne by
approximately 68%, relative to a 400 mg dose of BLU-667
administered alone.

* A single dose of BLU-667 alone and coadministered with multiple
doses of rifampin appeared to be generally safe and well tolerated in
healthy adult subjects.

Basel, 27 April 2021

F. Hoffmann-La Roche Ltd.
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3BiT npo KJIiHIYHE BUNIPOOYBaHH

1. Ha3Ba nikapcekoro 3acody (3a
HaABHOCTI - HOMep peecTpaLiiiHoro
MOCBiTUEHHS)

I'ABPETO

2. 3asBHHK @.Xoddmanu-J1a Pomm Jita
['penzaxepmtpacce 124, 4070 bazens, [lgeiinapis
3. Bupobuuk @. Xohdmann-JIs Por JiTa

Bypwiceer, 4303 Kaiicepayrct, LLIBeiiuapis

4. TlpoBeaeHi AOCHIKEHHS:

! Tak 0 Hi AKIIO Hi, 06rpyHTYBaTH

1) THn nikapceKOro 3acofy, 3a IKUM

Jlikapcekuii 3aci6 3a MOBHMM JOCHE (aBTOHOMHE I0ChE), iHIIMWIA
JiKapchKuit 3aci0, HOBa Jiloya peyoBHHA 3riJIHO MyHKTY | (MiAMYHKTY

BUMPOOYBAHHSA, KOJAOBAaHUI HOMep
KJ1iHIYHOTO BUITPOOYBaHHsA

ngg::i”?im 40¢ © TAEE 1.1) posminy III TMopsaky nakasy MO3 Vkpainu Big 23 nunssa
prEpal] 2015 poky Ne 460

[potokoa Ne BLU-667-0104. Biakpute nociiaKeHHs 3 ABOX YaCTHH
5. TloBHa Ha3Ba  KJIiHIYHOTO|[Ta 3 iKCOBAHOK MOCJIAOBHICTIO JUl OLIHKH BILUIMBY OaraTOKpaTHHUX

1103 iTpakoHaszony Ta pudamniny Ha GapMaKOKiHETUKY OJHOKPaTHOT
no3u BLU-667 y 310poBHX JA0pOCIHX CyO’ €KTIB.
Jara 3axmounoro 3sity: 23 ciuns 2020 poky.

|6. @aza KIIiHIYHOrO BH]‘IpO6yBaHHHJ

®da3zal

7. Tlepiog nmpoBeOeHHSA KIiHIUHOIO
BUNpPOOYBaHHSA

JlaTa BK/IIOUEHHS NEpLIOro naiieHra:

Yactuna 1: 12 yepsus 2019 poky

Yactuna 2: 13 yepsus 2019 poky

Jlata 3aBepLiueHHs JOC/iIKeHHs OCTaHHIM MallieHTOM:
Yactuna 1: 30 cepnnsg 2019 poxy

Yactuna 2: 9 cepnus 2019 poky

8. Kpainu, ne nposoaunocs
KJIiHIYHE BUMPOOYBaHHSA

CIIA

9. KinbKicTh 10C/iKYBAaHUX

3annaHoBaHO Ta MPOaHaTi30BaHo:

[To 25 cy6’ekriB Oy10 BKIKOYEHO B KOXKHY YaCTHHY AOCIIIKEHHS.

VYci 50 cy6’ekTiB y AochHiiKeHHI oTpuMaid wWwoHaiimMenwe | no3y
JIOC/IIDKYBAHOTO JliKapchKoro 3aco0y Ta iX gaHi OyaM BKIKOUYEHi B
ananis papmaxokinetuku (PK) ta aHaniz de3nexu.

10. Mera Ta BTOpUHHI Uiji

KJIIHIYHOTO BUNPOOYBaHH:A

Yacruna 1: sBmauB itpakonasony Ha @K BLU-667

[lepBuHHa:

BcraHoBUTH BIUIMB OaraTOKpaTHUX /03 ITPAKOHA30Jy, MOTY)KHOTO
inridiTopa uuroxpomy P450 (CYP)3A4 ta P-rnikonporeiny (P-gp). Ha

Jf

Gred / P /44&, o)
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(apmakokinetuky (®K) oaHokpatHoi nosu BLU-667 y 3p0poBHX
Jopocaux cy6’ekTiB.

Bropunna:

Buznauutu 6e3neky Ta nepeHOCHMMICTh OJJHOKpaTHOI 1031 BLU-667
B peXuMi MOHOTepamii Ta MpH CYMYyTHBOMY 3acTOCYBaHHi 3
faraTOKpaTHUMHM  103aMH  iTPAKOHA30dy 370POBHUM  JIOPOCIMM
cy0’exTam.

Yacruua 2: pnaus pupamniny Ha @K BLU-667

[lepBuHHa:

BeraHoBuTH BnAMB OaraTokpaTHUX [J03 puQamiiHy, MOTYXKHOIO
innykropa CYP3A4 Tta P-gp, na ®K onxokparnoi po3u BLU-667 y
3/I0POBHX JIOPOCIHX CYO €KTIB.

BropuHHa:

Busnauutu 6e3neky ta nepeHoCUMicTh oaHOKpaTHOI no3u BLU-667
B peXKHUMiI MOHOTepamii Ta MNpH CYMYTHbOMY 3aCTOCYBaHHI 3
OaraToKpaTHUMH J103aMH pudamniny 3J0pOBHM JOPOCIHM CYO’ EKTaM.

Lle pocnimkeHHs cinagaigocs 3 2 uactuH. KoxHa yacTuHa

11. Jlu3aiin KJIiHIYHOTO||MPOBOAMIACH SIK BiAKPUTE MOCITI/DKEHHS 3 [ABOX MepiofiB Ta 3
BUMPOOYBaHHA (hiKCOBAHOK MOCITIOBHICTIO NPYU 3aCTOCYBaHHI 3/0pOBUM CY0 €KTam
HaTIIIE.

1. 3nopoBi gopoci 0cobu HoJ0BiHOT a0 KiHOUOT cTaTi (KIHKM JIKLIe
HepenpoaykrusHoro Biky [ WONCBP]) Bikom 1855 pokiB BK/IHOUHO
Ha MOMEHT CKPHHIHTY.

2. TpuBano Hekypslluii, sSKAA He B¥XKMBAB HIKOTHHOBMICHHX
[POJYKTIB LOHAWMEHLIE MPOTAroM 3 MICALIB [0 NEPLIOro npuiomy
rpenapary Ta BOpPOIOBK YChOro JOC/iIIKEHHS, BUXOAAUH i3 CAMO3BITY
cy0’eKTa Ta piBHA KOTHHIHY B Ceul MiJ yac CKPHHIHTY.

3. Inpexc macu tina (IMT) > 18 ta < 32 kr/M? npu MiHiManbHi# Maci
tina 50 Kkr Ta MakcuManbHiit Maci Tiza 100 Kr mijJ yac CKpUHiHTY.

4. 3 MeIMYHOT TOUKH 30pY 310poBi 0e3 KIiHIYHO 3HAYYMIMX JaHUX
12. OCHOBHI KpUTEpil BKJIFOUEHHs  |[MEJMYHOIO aHaMHe3y, pe3yJbTaTiB (i3MKaNbHOro 0OCTEKEHHS,
naboparopHux npoginiB, OCHOBHMX MOKA3HHUKIB JKUTTEiSILHOCTI
oprauizmy abo EKI.

5. Kinku OyJin HepenpoAyKTMBHOINO BIKY Ta LIOHalMeHIle 3a
6 MicdLiB A0 Meplioro npuiloMy npenapary npoMilIn OJHY 3 TaKHX
npoueayp crepuiizauii (i Manu JOKYMEHTalbHE IMiATBEPIHKEHH):
ricTepocKorniyHa crepuiisallis; ABOCTOPOHHS MEPEB’S3Ka MATKOBHMX
Tpy6 ab0  [BOCTOPOHHA  CAJBMIHFEKTOMiA;  riCTEpeKTOMis:
JABOCTOPOHHs 00(opeKToMis; abo 3HaXOoAMIMCS B [IOCTMEHONaysi 3
aMEeHOpeeo MpoTAroM IloHaliMeHlle | poKy 10 nepioro npuidomy
npenapaty Ta piBHeM doaikyiroctumyiorodoro ropmony (®CIN) B
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cuposaTui  kpoBi  noHany 40 MMO/msi, mo  Bignosigae
MOCTMEHOMNAY3aJLHOMY CTATyCYy.

6. Yos0BiKM, SKMM HE TpOBOJAWJIACA Ba3eKTOMif, [OTOJAMIIUCA
BUKOPHCTOBYBATH BHCOKOE(EeKTUBHU N MeTo]l KOHTPOJIIO
HapO/UKYBAHOCTI pa3oM 3 MapTHepPKaMH AiTOPOJHOro BiKy abo Manu
BariTHUX NApPTHEPOK Mif Yac A0CimKeHHs Ta npotsroM 120 auHis micis
MPUIOMY OCTaHHBOI J03H.

OOmexeHb Ul Ba3eKTOMi30BaHOro cy0’ekTa uoJoBiuoi craTi He
BMMaraJjocs, K10 Ba3eKToMis nposeeHa 3a 4 micsaui abo Oineiue (i
niaTBepaKeHa oQILiHHUMKM JOKYMEHTAMH) [0 MNeplioro npuiomy
npenapary.

7. YoNnoBiKM NOBHHHI MOrOAMTHCA He OYTH JIOHOPOM CIIEPMM Bin
nepiuoro npuiiomy npenapary a0 120 aHiB micis npuioMy oCTaHHBOT
JI03H.

8. 3rona yrpumyBaTHCs BiJ BXKUBAHHS HAPKOTHKIB 3 METOK) pO3Baru
MPOTArOM YChOrO JOCIMXKEHHA, BiJ CKPHMHIHTY OO0 MOJAJbLIOro
CMOCTEPEHKEHHS.

13.  JlocnimkyBaHWi  JTiKApChKMIi|
3acif, crocid 3acTocyBaHHs, cuaa ail

BunpoGoByBaHi npenapaTy BKIHOYAIH:

Yacruna 1:

BLU-667 B kancynax no 100 mr.

Hoza: 200 mr BLU-667 (xancynu, 2 X 100 mr) B roguny 0 aus 1,
3anuBatoyy npudnuzHo 240 Ma BoAM — nepioa JiKyBaHHA 1, yacTHHA
L.

ITpakonason (Sporanox™; 10 Mr/mi, opanbHUil pO3UHH)

Joza: 200 mr iTpakonasony (20 M opansHOro pozuuny, 10 mr/mi)
JiBa pa3y Ha 100y B aeHb | i 200 Mr iTpakoHa30ly OJUH pa3 Ha 100y B
Al 2-14. YV ngei npuiioMy Juine iTpakoOHa3oly KOXKHY 03y
iTpakoHa30ly HeraiiHo 3anuBanu npudausHo 220 mu Boau. Y aeHb
OJ/IHOYACHOI0 3acTocyBaHHA iTpakoHazony Ta BLU-667 (nens 4),
ITpaKoHa30.J (NpuitoM po3uuHY) npuitManu nepium (6e3 Boau), micis
4oro Heraitno npuiiManu BLU-667 (kancy:u, 2 x 100 mr), 3anuBaioun
npubanu3Ho 220 M BOAM — nepiof JdiKyBaHHs 2, yacTuHa 1.

Yacruna 2:

BLU-667 B kancyiax o 100 mr.

Hosa: 400 mr BLU-667 (kancynu, 4 x 100 mr) B roauny 0 aus |1,
sanuBaroyu npubnuzno 240 mn Boau — mnepioad JikyBaHHs 1 i 2,
yacTHHa 2.

Pudamnin B kancyaax no 300 mr (Rifadin®)

Hoza: 600 mr pudamniny (kancysuu, 2 x 300 Mr) oauH pas Ha 100y B
AHi 1-16, 3anuBatoun npudnu3Ho 240 M1 BOAM — nepioj JiKyBaHHs 2,
yacTuHa 2.

B2l Arewiroe Ay
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14. Tlpenapar mnopiBHsHHA, 103a,| He 3acTocoBHO.
cnocid 3acTocyBaHHs, cuna il

Cynmytus Tepanis Gyna 3abopoHeHa BiANOBiAHO 10 KpuTepiip
BukioueHHs. [licns nepuloro npuiioMmy npenapartis auetaminoden
(20 2 r Ha 24 roaMHK) Mir 3aCTOCOBYBATHCS IS JiKYBaHHs HeOaKaHUX
ABUILl 32 pIlICHHAM TOJIOBHOTO JOCHiAHHKA ab0 YNOBHOBAXKEHOT
0Cco0MU.

Jlikapeeki 3acobu, siki nmpuiiManu cy6’eKTH y XOmi AOCITiIKeHHS:
NYQUIL (1 cy6’ext), aueraminoden (1 cy6’exr), pimmna Bin
CoHAYHMX omikiB (1 cy6’exT), iOynpoden (1 cy6’exr).

15. CynytHs Tepamnis

Jns wactunu 1 (nepiogu 1 i 2) ta wactunm 2 (nepiogm 1 i 2)
nociiukeHHsa nepeuHHi OK kinuesi rouku aus BLU-667 Bxiatouanu:

* IUIOLLY MiJ KPHBOK KOHLEHTpauis-yac Bia 0 J0 yacy OCTaHHBOI
BUMiproBaHoi koHueHTpauii (AUCo.);

* MIouly MiJ KPHBOK KOHLEHTpaiis-4ac Big 0 10 HeCKiHYEHHOCTI
(AUCo.inf);

* MakCMMallbHy KOHLEHTpPALilO B MJa3Mi KpoBi, 110 crocTepiraiack
(Cmax)-

Oxkpim Toro, Takox 0y;1u BusHaueHi Taki ®K mapamerpu:

* MJI0LIA MiJl KpHBOKO KoHeHTpauis-yac Bij 0 10 24 roaun (AUCo.24);

» BijcoToK eKcTpanoaboBaHoi AUCo.int (AUCw%Extrap);

* 4YaCc JI0 MaKCHMMajbHOI KOHLEHTpalii B mjasMi KpoBi, 1O
crnoctepiranach (Tmax):

* OYEBM/IHA KOHCTaHTa WBHAKOCTI TepMiHanbHOT enmiminatii (Kei);

* OUEBHUJIHUI TepMiHATBHUI Nepio HAMiBBUBEAEHHS (t1);

* O4YEBMJHHMH 3arajbHUi KIIpeHC MJasMHu MICAA MEPOPaIBLHOIO
npuitomy (CL/F);

* O4YeBMAHMH 00’eM po3noAuly mnia yac TepMiHaabHOT a3u
BUBEJICHHS M1ic/s nepopansHoro npuiiomy (VzZ/F);

* 4ac JI0 OCTaHHBOT BUMiproBaHOT KOHUEHTPALT ( Tiast).

16. Kpurepii ouiHkH eheKTHBHOCTI

KiHueri Touku 3 Ge3nexku OWIHIOBAIM 3a JOMOMOTOK KJIIHIYHHUX
nabopaTOpHHX  TecTiB, (i3MKAJTBHOrO OOCTEKEHHS, OCHOBHHX
MOKa3HMKIB JKUTTENiAIbHOCTI OpraHi3mMy, BU3HaueHHs Macu Tijna, EKI
y 12 singenennsx (EKT) ta neGaxanux sisuin (HS).

17. Kpurepii ouinku Oe3neku

Binnosiaui Hekomnapt™mentHi ®K nmapamerpu Oynu obuucrieHi Ha
OCHOBI JaHMX L1010 koHLeHTpauil BLU-667 B muasmi Kposi 3anexHo
B uacy 3a gormomoroto Phoenix® WinNonlin® sepcii 7.0. Tlpu
18. CratucTuuHi Metoau obuucnenni @K napamerpiB BUKOPUCTOBYBaiM (aKTHUHMI uyac
Binbopy npod.

PapMaKoKiHeTHKA:

Hucnepciiinuii ananis
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Jlns KOXKHOT YacTWHM JOCIiPKEHHA NPOBOAMBCS MCIEPCIHHMIA
ananiz (ANOVA) rakux @K napametpis, TpanchopMmoBaHux 3a
JaonoMororo HarypalbHoro gorapudmy (In): Cmax, AUCot, AUCo.inf TA
CL/F. Moaens ANOVA Bkimiouana JiKyBaHHs ik (iKcoBaHuUi eeKT
Ta Cy0’€KTa K BUNAAKOBHH edeKT.

Koxen ANOVA priouaB 0OGUMCIEHHS CepeIHbOKBAAPATHYHOIO
cepenHboro 3HaueHHs (LSM), pisuuito 3nayens LSM mns nikyBanHs
(nanpuknan, [BLU-667 + itpakonaszon] — [nuue BLU-667] B uactusi
1, [BLU-667 + pudamnin] — [auwe BLU-667] B wactuni 2), Ta
BianoigHoro 90 % posipuoro inrepsamy (JII).

Bignowenns reomerpuunux LSM (BiAHOWIEHHS T'eOMETPHUHHX
cependix, GMRs) Tta signosigui 90 % JII 6ynu obuucieHi 3a
JIONOMOro0 MOTEHLIIOBAHHA PE3ybTaTiB, OTPUMAHWX 3 aHamisy In-
TpaHchopmoBaHuX Crax, AUCot, AUCo.int Ta CL/F. I1li GMRs Oyiu
BUpaXeHI 5K BiICOTOK 111010 pedepenTtHoro nikysanus (200 mr BLU-
667 y moHotepanii B yactuni 1 i 400 mr BLU-667 y monoTepanii B
YacTHHI 2).

Henapamerpuunuii ananis

Tmax anHanisysanu 3a JONOMOTOK HEMapaMeTPUUYHOrO aHalisy s
MapHUX  3pasKiB  (CTATUCTUYHMI  KpUTEpili 3HAKOBMX  pAHriB
Binkokcona). PizHuwto menian (edexr JiKyBaHHs) po3paxoByBanu
metoaoM Xojkeca — JlemaHa (3a JOMOMOroI0 cepeaHiX MOKazHUKIB
Yonuwa), a Bignosigui 90 % JI1 6y;iu ob6uuciieHi 3a 10MOMOrow METOLY
Tyki. Tmax He nigyisra norapudmiuniii TpaHchopmanii.

Onucora cTaTUCTHKA

JIns KOKHOT YaCTUHM J0CTiKeHHA Oynu 3a3HaueHi okpemi JaHi Ta
HaBe/ICHa OMUCOBA CTATHCTHKA /s KoHUeHTpauil BLU-667 B nna3mi
kpoBi Ta @K napamerpis 3aiekHO Bil TiKyBaHHS.

Besneka:

J1s KO¥KHOT YaCTUHHU J0CHiPKeHHs Oyu 3a3HaueHi JaHi 3 KiIiHiYHOT
Oe3neky Ta NepeHOCHMOCTI BiANOBIAHO 0 JiKyBaHHsA i cy0’ekTa Ta
BiAOOpayKeHi B 3BefieHHX TaOJMLMX 33 JOMOMOrOK ONMCOBOT
CTATHCTHUKH. JlaHi 3 6e3nexu, Bxmouatoun HA, EKI', ouiHky ocHOBHUX
MOKA3HUKIB JKMTTEAIANBHOCTI OpraHiamy, Macy Tila Ta OLiHKY
KIiHIYHUX 1a00pAaTOPHUX MOKA3HUKIB, OYJIM y3araibHEHI OMUCOBHM
CrnocoboM  BIJMOBIAHO 10 JIKyBaHHA Ta uacy Biabopy 3paskis.
[nepeHuiiina craTucTHka He npoBoAMIACh A8 KIHIEBHX TOYOK
Oesnexn. Yci HS, saxi BUHMKIM MijJ 4ac WbOro KIJiHIUHOrO
JOCIKEHHS, Oy 3aK0I0BaHi 3a JI0MoMoror MeaudHOro cloBHUKA

|Tepminonorii aas peryastopsoi AisasHocti (MedDRAY) repeii 22.0.

JIns KOJKHOT YacTUHH 10oCipKeHH HeDaKaHi ABHLLA, SKI BUHUKIIW 1]
yac JiKyBaHHs, 3a3HaueHi B TaOMLI 3a KJIACOM CHCTEMH Oprasis

-
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(KCO) ta TepmiHOM MepeBa)KHOrO BHUKOPHCTAHHA. 3BejeHi Tabauui
BKJTIOUAJTM UMCIIO Y0’ €KTiB, IKi MOBIIOMUIM NPO HeDaKaHi ABULIA, 1110
BUHMKJIM T1i[] 4ac JTiKyBaHHS, Ta BiAMOBiAHMH BiICOTOK 3a JiKyBaHHAM
i 3arajom IJ1st YacTHHHM Jocipxenssa. Kinekicts HebamaHuX siBULIL, SKI
BUHUKJIM I1i]] 4ac JiKyBaHHs, Oyia yzarajibHeHa noJi0HUM YHHOM.

Jemorpadiuni nai cyd’ €kTiB y3arajabHeHi B TaOIHL.

Tabmuug. Jlemorpadiuni gadi cy0’exTiB (momynsuis Ans OLIHKM

Oe3rneku)
Xapakrepuctuka | Kareropisi/Crartuctuka | Yactuna 1 | YactuHa 2
Cratb JKinku 6 (24 %) 5 (20 %)
YouoBikH 19 (76 %) | 20 (80 %)
Paca Herpoigua paca abo 2 (8 %) 4 (16 %)
a(ppo-amepHKaHui
€BponeoiiHa paca 23(92%) | 21 (84 %)
IcnaHcbkoro abo | 13 (52 %) 21 (84 %)
19.  JlemorpadiuHi  MOKa3HUKH JNATHHO-
AOCHiIKyBaHOT monyasiii (cTatsk, aMepPHKAHCBKOrO
BiK, paca, ToLl0) EtHiuHa MOXOKEHHS
MPUHAEKHICTh Heicnancekoro ado | 12 (48 %) 4 (16 %)
NIATHHO-
aMepPHKaHCbKOTO
NOX0PKeHHS
n 25 25
CepeIHE 3HAYEHHS 40,8 39.6
Bik* (poxs) QTaHﬂapTHe 9,34 8,53
BiJIXHJICHHS
MiHiMyM 22 21
Meniana 40 39
MaxcuMmym 55 54
* Bik po3paxoBaHuii i yac Nepiioro npuiomy npenaparis.

Amnajiz papmakokiHeTHKH B 4yacTHHI 1! BILIHB iTPAaKOHA30.1y Ha
@K BLU-667

CynytHe 3acrocyBanHs BLU-667 3 iTpakoHa300M MNPU3BEIO [0
BuIIOi KoHueHtpauii BLU-667 B nnasMi Kposi Biad 2 rojMH 10
168 roaun  micis  npuiioMy vy nopieHsHHi 3 BLU-667. w10
3aCTOCOBYBaBCs B pexkumi MoHoteparii. Cepeani koHueHTpanii BLU-
667 B miasMi KpoBi IOCSIIM MaKCHMMajbHOro piBHA vepes 1.5 Ta
10 roamu nicas npuitomy BLU-667 B pexumi moHorepanii Ta BLU-
667 + iTpakoHa30Jl BIANOBIAHO | CYNPOBOMLKYBaIMCA JBO(a3HUMH
KPHUBUMHU €JliMiHaLil.

|

20. Pe3ynbraTti eeKTHBHOCTI
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B ycix cyG’ekTiB cnocTtepiranucs BumiproBaHi koHueHTpauii BLU-
667 no 48 romuw (mume BLU-667) Ta 96 roaun (BLU-
667 + iTpakoHa3zon) micnas npuiomy. Ilicns npuitomy nuwe BLU-667
y Oinbiiocti cy®’ekTiB KOHUEHTpaLis npenapaTy Oyna MeHIIe Mexi
Bu3HaueHHs (BLQ) uepes 120 roaux mic/as npuidoMy 103H, IPH LILOMY
mame 'y 6 cy0’exTiB JOCATHYTO CEpeAHbOI KOHLEHTpauii vepes
144 roaunu nicnst npuiiomy i auwe y 2 ta | cy®’ekra JOCATHYTO
cepeaHbol KoHUeHTpauil yepe3 168 Ta 192 roauuu nicas npuiiomy
no3d npenapaty BianosigaHo. Kpupa eniminauii BupiBHsIAce J10
144 roauuu nicas npuitomy BLU-667 + itpakonazon. Konuenrpauis
BLU-667 Gyna Buille HUKHBOT MEXi KiIbKicHOro Bu3HaueHHs (LLOQ)
y 50 % cy6’exrtiB uepes 240 roauH i 264 roAMHU Miciis NpUiioMy 1034,
i cepeaHs KoHueHTpauis 6yna sume LLOQ npotsrom ycsoro npodinto
nicas npuitomy BLU-667 + iTpakoHazot.

[TopiBusanus DK napamerpiB nicas npuitomy BLU-667 3 ta 6e3
CYMYTHBOIO  3aCTOCYBaHHA  ITPAKOHA301y  MPOAEMOHCTPYBajO
3a3HaYeHi HWKUE ePeKTH.

* Meniana Tmax BLU-667 npu cynyTHbOMY 3acTOCYBaHHI 3
iTpakoHaszojoM 36iapminaace g0 7,12 rogunu  (miamaszon: 1,5—
12 roaun) nopisHsiHo 3 nokazHukom BLU-667 B pexxumi MoHoTepanii
— 2 rogunu (mianazox: 1,50-10 roauH).

* CucremHa ekcnozuuiss BLU-667 Gyna BULIOI NPU CYNYTHBOMY
3aCTOCYBaHHI 3 iTpaKOHA30J0M.

* [‘eometpuune cepeaHe 3HavyeHHs Cmax BLU-667 craHoBuiO
1089 ur/mn  (BLU-667 + itpakoHazon) mnopiBHAHO 3 593.9 Hr/ma
(BLU-667 B pexumi MmonoTeparii). Ha miacrari GMR nokazHuk Cax
BLU-667 30inbiuiuBes npubauszHo Ha 84 % nicns cynmyTHBOrO
3aCTOCYBaHHSA 3 ITPAKOHA30JIOM.

* ['eometrpuune cepeare 3HadeHHs AUCot i AUCq.int 11 BLU-667
cranoBuao 40790 rogeur/mn ta 41070 roasur/ma BianosigHo (BLU-
667 + itpakonasosn) nopiBusaHo 3 11380 rogenr/mMa i 11550 roaenr/ma
(BLU-667 B pexumi monorepanii). Ha miacraBi GMR nokasHuk
AUCo. i AUCoine iis BLU-667 30iasmmBes npudausHo Ha 250 %
MicJIsi CYMYTHROTO 3aCTOCYBAHHS 3 iITPAKOHA30JIOM.

* QueuaHuil opanpHuii Kiaipenc BLU-667 npu cynyTHboMYy
3aCTOCYBaHHi 3 iTpakoHa30J0M 0yB NpuOAH3HO Ha 72 % MEHIUUM, HiXK
npu npuitomi nuime BLU-667. LI nani criiBnagaiy 3 MiJBUILEHHAM
cepeHbOro 3HaueHHs ty, BLU-667 npubausno 3 16 roaqus a0 30 roauy
npu cynyTHboMY 3acTocyBaHHi BLU-667 Ta itpakoHasoJy.

CynyTHe 3acToCyBaHHs ITPaKOHA30Jly, MOTYKHOro iHriGitopa
CYP3A4 Ta P-gp, i3 BLU-667 npusseno 10 CYTTEBOrO 3HHIKEHHS
OYEBMAHOTO OPAIBHOTO KIIPEHCY, L0 B CBOK) YEpPry MNPU3BENO 10
30inblienHs  cucremuol  ekcrosuuii  BLU-667.  BignouieHns

;Zé(%?ﬁzﬁé%é b v ive,
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reomeTpuuHuX cepeaHix 3HavyeHb (90 % JI) Cuax, AUCot 1 AUCq-inf
cranosuno 183,49 % (149,75-224,83), 354,20 % (287,92-435.75) i
351,35 % (285,98-431,66) eianmopiaHo. OkpiM TOro, CynyTHe
3aCTOCYBaHHs 3 ITPAKOHA30J0M TMPHU3BENO 0 3aTPUMKH abcopbuil
BLU-667 3i CTaTMCTMYHO 3HAUYYLIOKW pi3HUIE MediaH Tmax Y
~4 roIMHM MOPiBHAHO i3 3acTocyBaHHAM auiie BLU-667.

AHaniz ¢papMakoKiHeTHKH B 4YacTHHi 2: BILIMB pudamniny Ha
®©K BLU-667

CynytHe 3actocyBaHHa BLU-667 i3 pudamniHOM npusseno o
meHIuoi koHuenTpauii BLU-667 Bnpojosix 192 roaun nicas npuiiomy
JI03H MpernapaTiB nopiBHsHO 3 mpuiiomom nuine BLU-667. Cepeaus
koHueHTpauis BLU-667 B nnasmi kpoBi JocAria MakCUMyMY uepes
2 roaunu nicas npuiiomy nuie BLU-667 i BLU-667 + pudammnin Ta
CYMpOBOpKyBanacs ABO(a3HUMU KPUBUMHU eliMiHaLLT.

V Beix cy6’ekrie koHuentpauii BLU-667 0ynu BMMipiOBaHUMHU /10
96 romun micna npuiiomy nume BLU-667. V Ginewocti cy6’ekTiB
micia npuilomy nume BLU-667 konuentpauii Oynu BLQ uepes
144 rogvuu micna MpHOMY 103, MPH LBOMY auuie y 8 cy0’exris
JIOCATHYTO cepe/Hboi KoHUeHTpauil yepe3 168 roaun micas npuiomy
1034 i muie y 2 cy6’eKTiB JOCATHYTO Cepe/iHbOT KOHLEHTpallii yepes
192 roqunu micaa npuitomy po3u. bBitewe 50 % cy6’exTiB Manu
3HaueHHs BLQ uepe3 96 roauH micis npuitoMy 103, i OinbiuicTh
cy6’extie manu BLQ mo 120 rogun micas npuifomy 1034, i B yciX
cy0’extiB Oynu 3HaueHHs BLQ uepes 168 ta 192 rogun micns
npuiiomy no3u BLU-667 + pudammiz.

[TopiBaanus @K napamerpis nicis npuitomy BLU-667 3 abo Ge3
CYNYTHBOIO 3aCTOCYBaHHS 3 pudamMniHOM NpoaeMOHCTPYBaIO
3a3HavYeHi HWKue eeKTH.

* MeaiaHa Tmax BLU-667 3 abo 0e3 CynmyTHBOro 3aCTOCYBaHHS 3
pudamninom 0Oyaa mnoaidHowo — 2,01 roaunu (aiamason: 1,50-
10 roauun) i 1,55 rogunu (nianason: 1,49—10,02 roauHu) BiANOBIAHO.

* Cuctemua ekcrnoszuuiss BLU-667 3meHwunace npu cynyTHEOMY
3aCTOCYBaHHi 3 pudamiiHoM.

¢ [eomerpuuHe cepenHe 3HaueHHS Cmax BLU-667 cTaHoBHIIO
815,9 ur/mn (BLU-667 + pudamnin) nopiBusaHo 3 1168 Hr/mu (Jimie
|BLU-667). Ha minctari GMR nokasHuk Cmax BLU-667 3meHIImBCS
npudausHo Ha 30 % nicist cynyTHHOro npuiomy 3 pudammniHoM.

* I'eometpuune cepeane 3uaueHHss AUCori AUCo.inr i1 BLU-667
craHoBWiIO 9842 roaenr/mn i 9927 roaenr/ma  Bignosigno (BLU-
667 + pudamnin) nopisusuo 3 31100 rogenr/ma ta 31200 roaeHr/mn
|(mume BLU-667). Ha nincrai GMR nokasunku AUCo+i AUCo-inf A5

cj%@/“f botlvecd
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BLU-667 3MeHmuauce npubansHo Ha 68 % micas CymyTHBOTO
npuitomy 3 pudammisom.

* CepeHe 3HAUCHHA ty; JELIO 3MEHLUMIOCH Mpubau3Ho a0 11 roauu
nicas npuiiomy BLU-667 + pudamnin nopisuano nuine 3 BLU-667
[pH cepeIHbOMY 3HaueHHi NpUOIH3HO 14 roauH.

CynytHe 3actocyBanHs BLU-667 i3 pudammninoM (MOTY:KHHM
ingykropom CYP3A Tta P-gp) npuseeno mo 30inewenus (214 %)
O4YeBMAHOro opanbHoro kiuipency BLU-667, wmo B cBol uepry
npuspeno Ao 30UIblieHHA cuctemHoi  ekcnosuuii  BLU-667.
['eomerpuuHni BigHomenus LSM (90 % JII) anst Ciax, AUCo i AUCo.
inf CTAHOBUIIN 69,85 % (60,70-80,38), 31,64 % (26,89-37,24 131,82 %
(27,06-37.,41) BianosijaHo.

VY upOMY AOCIHIKEHHI HE 3apeeCcTPOBAHO JICTAIbHUX BHMMAaAKIB ado
cepito3Hux Hebaxanux syl (CHA).

Y yacTuHi | oauH cy0’e€KT NPUNUHMB AOCHiKeHHs yepes HI —
OMoBaHHA (BBakajocs MOB’A3aHMM i3 3acTocyBaHHsaM BLU-667 Ta
iTpakoHazony). 3aranmom Bchkoro 35 HA Bunukim y 15 (60 %)
cy0’exriB, BKaoyaroun 7 (28 %) cyO’ekTiB micias npuiomy uile
BLU-667, 5 (20 %) cy6’ekTiB micas npuioMy nuiie itpakonaszony i 10
(40 %) cy6’exTiB nicina npuiiomy BLU-667 + iTpakoHasoJ. ['oaoBHuU
aocaigHuk po3uinuB 30 HA axk HA 1 ctynens (nerkoro cryness) i
5 HS ax HA 2 crynens (cepeanboro crynens) i 21 HS sik Henoe’sizane
3 JociigKyBaHum npenaparom, i 14 HS (no 7 nicas npuitomy nuiue
BLU-667 i BLU-667 + iTpakoHa30/1) ik NOB’A3aHi 3 A0Ci1#YBaHUM

npenaparom.
Y yactuHi 2 oauH cy0’€KT NPUNMHUB JociilKeHHs yepe3z HA — Oinb
21. PesynpraTu 6e3nexu Yy BEpPXHbOMY BiAJim KMBOTa (BBaXanocs MOB’SI3aHUM i3

3acTocyBaHHAM siuie pudamniny). 3aranom yceoro 73 HA BuHuKIu y
24 (96 %) cyO’extiB, y ToMy umcnai y 5 (20 %) cyQ’exTiB micns
npuitomy nuine BLU-667, y 24 (96 %) cy6’ekTiB nicns npuilomy nuiue
pudamniny i y 10 (40%) cyO’exrie nicas npuitomy BLU-
667 + pudammnin. Haiibinsi yacto 3apeectpopanumMu HA B yactuni 2
Oynu xpomatypis, rojopHuit 6ine Ta HyjaoTa. ['010BHUMI focniAHHK
posuinue 64 HA sk HA 1 crynens (snerxoro crynens), 8 HA ax HA
2 crynens (cepeansoro ctynens) i 1 HA (niaBuiienHs aprepianbHOro
TucKy nicas npuiiomy BLU-667 + pudamnin sk nos’sizane i3 BLU-
667) sk 3 crynens (tskke). [T’sataecar asa (52) HA 6ynu posuineni
FOMOBHUM  JOCTIAHMKOM K HEMOB'SA3aHi 3  JOCIiIKYyBaHHM
npenaparom i 21 HA (5 nicna npuitomy nuwe BLU-667 i 16 HA nicas
npuitomy BLU-667 + pudamnin) sx ros’s3aHi 3 JOCHiIKYyBaHUM
|penapaToM.

W. i élﬂwf—cy}f /é
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Y KoAHIH yacTHHI He crocTepiranocsi MOB A3aHUX i3 JiKyBaHHAM
3MiH KJIHIYHUX J1a0opaTOPHUX MOKA3HUKIB, OCHOBHUX MOKA3HMKIB
JKUTTEAIANBHOCTI opraHismy Ta EKT.

Yacrtuua 1: Bnaus itpakonazoay na ®K BLU-667

» CynyTHe 3acTocyBaHHS oHOKpaTHOI 103U BLU-667 200 mr pazom
3 iTpakonazonom 200 mr (notyxuuii inriditop CYP3A i P-gp) oaun
pa3 Ha 100y npusBeno 10 30iableHHs Cmax BLU-667 npubausHo Ha
84 %, AUCo.t i AUCq.int npubauzHo Ha 250 % MOpiBHAHO 3 03010
BLU-667 200 Mr npu npuifomi B pexxumi MoHOTEpanii.

* OpnoxpatHa po3a BLU-667 y pexumi MoHOTepanii Ta mpu
CYNYTHBOMY 3aCTOCYBaHHI 3 0araTOKpaTHUMH [103aMH ITPaKOHA301y
BUABMJIACA 3araiom Oe3nedHo Ta jo0pe NnepeHOCHMOK0 310POBUMH
JIOPOCITUMHU CYD’ EKTaMH.

22. BUCHOBOK (3aK/IFOUEHHS)

Yactuna 2: sniinB pudamniny Ha @K BLU-667

* CynyTHe 3acTocyBaHHsA oaHoKpaTHoi no3u BLU-667 400 mr i3
pudamninom 600 mr (notyxuuid inaykrop CYP3A i P-gp) oaun pa3s
Ha 700y npu3Beno A0 3MeHIIeHHS Cmax BLU-667 npubausHo Ha 30 %,
AUCq.¢ i AUCo.ins npudiin3Ho Ha 68 % nopiBHsAHO 3 03010 BLU-667
400 Mr y pexuMi MOHOTeparii.

* OnHokpaTtHa n03a BLU-667 npu npuiioMi B pesxuMi MoOHOTepanii Ta
[IPY CYNYTHBOMY 3acTOCYBaHHi 3 6araTokpaTHUMH f103aMu pudamniny
BUABMJIACH 3arajoM Oe3mnevyHow Ta J00pe NepeHOCUMOKD 310POBUMHM
JIOPOCIUMHU Y0’ EKTAMH.
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Clinical Trial Report No. 5

1. Name of the medicinal product
(number of registration certificate, if
available)

GAVRETO®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4. Trials conducted:

yes no If not, substantiate

1) type of the medicinal product, by
which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance according to item 1 (sub-item
1.1) of section III of the Procedure of Order of the Ministry of Health
of Ukraine dated 23.07. 2015 Ne 460.

5. Full name of the Clinical Trial,
clinical trial code

Protocol No. BLU-667-0105. An Open-Label, Fixed-Sequence Study
to Evaluate the Effect of Esomeprazole and Gastric pH-Altering on the
Pharmacokinetics of BLU-667 in Healthy Adult Subjects.

Final Report Date: 24 January 2020.

=

6. Clinical trial phase

| Phase I

7. Period of the clinical trial

Date of first enrollment: 13 June 2019.
Date of last completed: 11 September 2019.

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned and Analyzed:

36 healthy, adult male and female (of non-childbearing potential
only) subjects were enrolled.

All 36 subjects in the study received at least 1 dose of study drug and
were included in the PK and safety analyses.

10. Goal and secondary objectives of
the clinical trial

Primary Objective

To determine the effect of a proton pump inhibitor (PPI)
esomeprazole on the single-dose pharmacokinetics (PK) of BLU-667
in healthy adult subjects.

Secondary Objective

To determine the safety and tolerability of a single dose of BLU-667
alone and coadministered with multiple doses of esomeprazole.

11. Design of the clinical trial

This study was conducted as an open-label, fixed-sequence, 2-period
study in healthy subjects under fasting conditions.

12. Main inclusion criteria

1. Healthy, adult, male or female (women of non-childbearing
potential [WONCBP] only), 18-55 years of age, inclusive, at
screening.

2. Continuous non-smoker who had not used nicotine containing
products for at least 3 months prior to the first dosing and throughout




the study, based on subject self-reporting and urine cotinine levels at
screening.

3. Body mass index (BMI) > 18.0 and < 32.0 kg/m* at screening, and
a minimum weight of 50.0 kg and a maximum weight of 100.0 kg at
screening.

4. Medically healthy with no clinically significant medical history,
physical examination, laboratory profiles, vital signs, or ECGs.

5. Female were of non-childbearing potential and had undergone one
of the following sterilization procedures (and had official
documentation) at least 6 months prior to the first dosing:
hysteroscopic sterilization; bilateral tubal ligation or bilateral
salpingectomy; hysterectomy; bilateral oophorectomy;
or who was postmenopausal with amenorrhea for at least 1 year prior
to the first dosing and follicle stimulating hormone (FSH) serum levels
greater than 40 mIU/mL consistent with postmenopausal status.

6. A non-vasectomized male subject agreed to use a highly effective
method of birth control with female partners of childbearing potential
or with pregnant partners during the study and for 120 days following
last dosing.

No restrictions were required for a vasectomized male subject
provided his vasectomy had been performed 4 months or more (and
had official documentation of vasectomy and semen analysis) prior to
first BLU-667 administration.

7. 1f male, agreed not to donate sperm from the first dosing until 120
days after the last dosing.

8. Agreed to abstain from recreational drug use throughout the study,
from screening until follow-up.

13. The investigational medicinal
product, method of administration,
strength

The test products were BLU-667 100 mg capsule and Nexium®
(esomeprazole magnesium) 40 mg delayed-release capsules.

In Period 1, 400 mg oral dose of BLU-667 (4 x 100 mg capsules) was
administered at Hour 0 on Day 1.

In Period 2, 40 mg esomeprazole was administered QD at Hour -1 on
Day 1 to Day 6 with a 400 mg oral dose of BLU-667 (4 x 100 mg
capsules) at Hour 0 on Day 6.

14. Comparator, dose, method of
administration, strength

Not applicable.

15. Concomitant therapy

Concomitant medications were prohibited according to the exclusion
criteria. After first dosing, acetaminophen (up to 2 g per 24 hours) may
have been administered at the discretion of the Principal investigator
or designee to treat AEs.

Medications taken by subjects during the course of the study were:
triple antibiotic ointment (bacitracin zinc; neomycin sulfate;
polymyxin B sulfat) (1 subject), acetaminophen (1 subject).

16. Pharmacokinetic evaluation
criteria

In Periods 1 and 2 of the study, the primary PK endpoints for BLU-
667 included:
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* Area under the concentration-time curve, from time 0 to the time of
last measurable concentration (AUC.).

* Area under the plasma concentration-time curve from time 0 to
infinity (AUC-inf).

* The maximum observed plasma concentration (Cmax)

Additionally, the following PK parameters were also determined:

* Area under the concentration time curve, from time 0 to the 24-hour
time point (AUCp.24).

* Percent of AUC.inf extrapolated (AUC%Extrap).

* Time to maximum observed plasma concentration (Tmax).

* Apparent terminal elimination rate constant (Ke1).

* Apparent terminal elimination half-life (t,).

* Apparent total plasma clearance after oral administration (CL/F).

* Apparent volume of distribution during the terminal elimination
phase after oral administration (Vz/F).

* Time of the last measurable concentration (Tias).

Safety was evaluated by clinical laboratory tests, physical
17. Safety evaluation criteria examination, vital signs, weight measurements, 12-lead
electrocardiograms (ECGs), and adverse events (AEs).

The appropriate noncompartmental PK parameters were calculated
from the BLU-667 plasma concentration-time data using Phoenix®
WinNonlin® Version 7.0. Actual sample times were used in the
calculations of the PK parameters.

Pharmacokinetics:

Analysis of Variance

An analysis of variance (ANOVA) was performed on the natural log
(In)-transformed PK parameters Cmax, AUCo4, and AUCo.ins. The
ANOVA model included treatment as a fixed effect and subject as a
random effect. Each ANOVA included calculation of least-squares
means (LSMs), difference in treatment LSMs (i.e., [BLU-667 +
18. Statistical methods Esomeprazole] — [BLU-667 Alone]), and corresponding 90%
confidence intervals (CIs).

Ratios of geometric LSMs (GMRs) and corresponding 90% CIs were
calculated using the exponentiation of the results derived from the
analyses on the In-transformed Cmax, AUCot, and AUCq.nr. These
GMRs were expressed as a percentage relative to the reference (BLU-
667 Alone).

Nonparametric Analysis

Tmax was analyzed using nonparametric analysis for paired samples
(the Wilcoxon Signed Rank Test statistic). The difference of medians
(treatment effect) was estimated using the Hodges-Lehmann method
(using Walsh Averages), and the corresponding 90% CI was calculated
based on the Tukey method. Tmax was not In-transformed.




Descriptive Statistics
Individual data were listed and descriptive statistics provided for
plasma BLU-667 concentrations and PK parameters by treatment.

Safety:

Clinical safety and tolerability data were listed by treatment and
subject and displayed in summary tables using descriptive statistics.
Safety data, including AEs, ECGs, vital sign assessments, weight, and
clinical laboratory evaluations, were summarized descriptively by

treatment and time point of collection. No inferential statistics were
performed on safety endpoints. All AEs occurring during this clinical
trial were coded using the Medical Dictionary for Regulatory
Activities (MedDRA®), Version 22.0. TEAEs were tabulated by
system organ class (SOC) and preferred term. Summary tables
included number of subjects reporting the TEAE and corresponding
percentage by treatment and overall. The number of TEAEs was
summarized in a similar way.

19. Demographic characteristic of
study population (gender, age, race,
etc.)

Demographic descriptions of the subjects are summarized in Table.

Table. Subject Demographics (Safety Population)

Trait Category/Statistic Overall
Female 5(14%)
Sex Male 31 (86%)
American Indian or 1 (3%)
Alaska Native
Black or African 5(14%)
American
Black or African 2 (6%)
American, American
Race Indian or Alaska Native
White 26 (72%)
White, Asian 1 (3%)
White, Black or African 1(3%)
American
- Hispanic or Latino 20 (56%)
i Not Hispanic or Latino 16 (44%)
n 36
Mean 35.6
Age* (Year) SD 10.01
Minimum 19
Median 34.0
Maximum 54

20. Pharmacokinetic results

Pharmacokinetic Results
Esomeprazole coadministration with BLU-667 (BLU-667 +
Esomeprazole) resulted in lower mean plasma concentrations of BLU-




000202

667 compared to BLU-667 administered alone. Mean BLU-667
plasma concentrations reached a maximum at 4.75 hours postdose
following administration of BLU-667 Alone and BLU-667 +
Esomeprazole followed by a biphasic elimination curve. All subjects
had measurable BLU-667 concentrations up to 72 hours postdose
following administration of both treatments. More than 50% of
subjects had concentration values which were BLQ from 144 hours to

192 hours postdose following administration of both treatments.

Comparison of PK parameters following administration of BLU-667
with and without coadministration of esomeprazole demonstrated the
following results:

* The median Tpax values of BLU-667 with and without
coadministration of esomeprazole were 4.01 hours (range: 1.50-
24.00 hours) and 2.02 hours (range: 1.50-12.00 hours), respectively.

* Systemic exposure of BLU-667 was lower when coadministered
with esomeprazole.

* Based on GMR, Cmax value for BLU-667 decreased by
approximately 25%, following coadministration with esomeprazole.
The geometric mean Cumax of BLU-667 was 748.2 ng/mL following
administration of BLU-667 + Esomeprazole compared to 1001 ng/mL
following administration of BLU-667 Alone.

* Based on GMRs, AUCo: and AUCq.ins values for BLU-667
decreased by approximately 15% following coadministration with
esomeprazole. The geometric mean AUCo.and AUCq.int of BLU-667
following administration of BLU-667 + Esomeprazole were
23310 heng/mL and 23450 heng/mL, respectively, compared to
27490 heng/mL and 27600 heng/mL following administration of BLU-
667 Alone.

* BLU-667 t, values were similar between treatments with mean
values of approximately 15 hours.

Coadministration of esomeprazole, a gastric pH modifier, with BLU-
667 caused a decrease in BLU-667 systemic exposure. The GMRs
(90% CI) for Cmax, AUCos, and AUCq.nf were 74.74% (63.93%—
87.37%), 84.59% (74.26%-96.36%), and 84.76% (74.45%—96.49%),
respectively.

There were no deaths, SAESs, or subjects discontinued due to an AE
in this study. Overall, a total of 16 AEs were reported by 8 (22%)
subjects, including 5 subjects following administration of BLU-667
Alone, 3 subjects following administration of Esomeprazole Alone,
and 4 subjects following administration of BLU-667 + Esomeprazole.
21. Safety results All AEs were reported by 1 subject each. Eleven (11) AEs were
considered mild (Grade 1) in severity, 1 was moderate (Grade 2), and
4 (3 events of increased blood pressure in 1 subject and diarrhea in
another subject, all considered related to study drug) were severe
(Grade 3). The Principal investigator considered 12 AEs to be related
to BLU-667 and 4 events to be non-related, and 7 AEs to be related to




esomeprazole and 9 events to be non-related. There were no treatment-
related trends noted in clinical laboratory, vital sign, or ECG data in
this study.

22. Conclusion

Coadministration of a single 400 mg dose of BLU-667 with
esomeprazole 40 mg QD (a gastric pH modifier) decreased BLU-667
Cmax by approximately 25% and AUCo.cand AUCq.inrby approximately
15%, relative to a 400 mg dose of BLU-667 administered alone.

A single oral dose of BLU-667 administered alone or coadministered
with esomeprazole appeared to be generally safe and well tolerated by
healthy adult subjects in this study.

Basel, 27 April 2021

F. Hoffmann-La Roche Ltd.

CC

F. H e nn-La Roc% Ltd
International Regulatory
Basel, Switzerland
Leyla Lister

#
Ul
F. Hoffmann-La Roche Ltd
International Regulatory

Basel, Switzerland
Catalina Rojas
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3BIT Npo KJaiHiYHe BHNPOOYBaHHA

1. Ha3Ba nikapcbkoro 3acody (3a
HasBHOCTI - HOMep peecTpalliiiHoro
MOCBIJUEHHS)

ABPETO

2. 3asABHUK ®.Xopdmann-JIs Pour Jita
['penzaxepuurpacce 124, 4070 Baseuns, [Lgelinapis
3. BupoGuuk @.Xohdmanu-JIa Pou JiTa

Bypwmicser, 4303 Kaiicepayrcr, LlIBeiinapis

4. TposeieHi AOCITi KEHHS:

I TaK e Hi SKLIO Hi, OOTPYHTYBaTH

1) Tun nikapceKoro 3acofy, 3a AKUM

Jlikapcbkuii 3aci® 3a MOBHUM A0OChE (ABTOHOMHE J0Ch€), IHLIMH
nikapchKuii 3aci0, HOBA /i104a PeYOBMHA 3TiTHO MYHKTY | (MAMYHKTY

BUMPOOYBaHHSA, KOJIOBaHWH HOMeEp
KJIIHIYHOrO BUIpOOYBaHHsA

Hsgf:i“?gm e e 1.1) pozainy Il [lopsaky Hakazy MO3 Vkpaiuu Big 23 numnHs
pECCTpall 2015 poky Ne 460.

Iporokon Ne BLU-667-0105. Binkpure aocikeHHs 3 (iKCOBaHOO
5. TIloBHa Ha3Ba  KJiHIYHOIO|[OCIIOBHICTIO AJs BUBYEHHs BIUIMBY e30Menpaszony Ta 3miHu pH

mayHka Ha ¢(apmakokineTuky BLU-667 y 310poBUX J10pOCIHX
cy0’€eKTiB.
Jlata 3axkno4Horo 3Bity: 24 ciuns 2020 poky.

6. ®aza K1iHIYHOro BUNPoOyBaHHA

daza |

7. Ilepion mnpoBeJeHHS KJIIHIYHOTO
BUITPOOYBaAHHS

Jlara BxroueHHst nepiuoro nauienta: 13 yepBHs 2019 poky.
Jlata 3aBeplleHHs Y4acTi B JIOC/i/KEHHI OCTaHHBOrO IMaljieHTa:
11 Bepecus 2019 poky.

8. Kpainu, ae npoBoAKIOCS KIiHIYHE
BUNpOOyBaHHA

CLIA

9. KiflbKiCTh 10CITIIKYBAHUX

3anaHOBaHO Ta MPOAHAII30BaHO:

V pocnimkerHs 0y/io BKIOYEHO 36 310pOBUX J0POCIHX CyO €KTIiB
40JI0BiYOT Ta XKiHOUOT cTaTi (JUIIe HEPENPOLYKTHBHOIO BiKY).

Vei 36 cyG'exTiB y XO0Ai IOCHiPKEHHS OTPUMAlH ILOHAMMEHIIe
| no3y mocaimKyBaHoro Jikapcekoro 3aco0y, Ta iX JaHi Oyau
BKIIFOYEHI B aHani3 GpapmakokineTuku (PK) Ta ananis 6e3neku.

10. Mera Ta BTOPMHHI LI

KAIHIYHOrO BUNPOOYBaHHSA

IlepBuHHa nijib

BctanoBuTn  BruiMB - iHriditopa  NPOTOHHOI  MOMITA
esomenpasony Ha (Qapmakokinetuky (®K) BLU-667
3aCTOCYBaHHI 0JIHOPA30BOT J03H 3/I0POBUM JOPOC/IHM CYO’ EKTaM.

Bropunna uinb

BusHauuu Oe3nexy Ta nepeHOCUMICTb 0HOpa3oBoi 103u BLU-667
B MOHOTEparii Ta NPy 0JHOUYACHOMY 3aCTOCYBaHHI1 3 GaraTokpaTHUMH
7103aMH €30MeNpasoJy.

(ITIT)
npu

/Ww

ﬁ/&fﬁﬁf/
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[le npocaipKeHHs NPOBOAMIOCH AK BIAKPUTE JAOCHIIKEHHA 3
(ikcoBaHOI TMOCHIZOBHICTIO 3 2-X Mepiofie 3 mpuifoMoM HaTine
3/I0POBUMHU CYO’ €EKTAMH.

11 Juzaiin KJTiHIYHOTO
BUIIPOOYBaHHA

1. 310poBi Jopociti 0ocobu Yo0BiuOT ad0 XKiHOYOT CTATi (KIHKM THLIe
HepenpoayktuBHoro Biky [ WONCBP]) Bikom 18-55 pokiB BKIOUHO
Ha MOMEHT CKPUHIHTY.

2. Tpueano Hekypsli, fKi He BXHBAIM HIKOTHHOBMICHUX NMPOJYKTIB
LOHalMeHIe MPoTAroM 3 MicsLIB 10 NepuIioro npuiiomMy rnpenapary
Ta BIPOJOBK YCHOTO JOCTIKEHHS.

3. Ingexc macu tiaa (IMT) > 18 ta < 32 kr/m? npu MiHimManbHil maci
Tina 50 kr Ta MmakcumanbHii Maci Tina 100 kr mia yac CKpUHIHTY.

4. 3 MeAM4HOT TOUYKHM 30pY 30pOBi 63 KIIHIYHO 3HAYYLIMX JaHUX
MEJMYHOr0 aHamHe3sy, pe3y/nbTaTiB (i3uKanbHOro O0CTEKEHHS,
nabopaTtopHux mnpodiniB, OCHOBHHX MOKAa3HUKIB KHUTTEAIATBHOCTI
opranismy abo EKI' 3a ouiHkow rosoBHoro pgociigHuka abo
YIOBHOBaKEHOT OCOOM.

5. Kinku Oyiu HepenpoJyKTHBHOrO BiKYy i LIOHaliMeHlle 3a
6 MicALIB [0 nepuioro NpuiloMy npenapary NpoMILIM OJHY 3 TaKHX
npoueayp crepudizamii (Ta Maau JOKyMEHTalbHE MiATBEepAMKEHH:):
ricTepOCKOMNiyHa CTepHli3aLlis; JABOCTOPOHHA MEpeB’sA3Ka MaTKOBHX
Tpy0 abo  JBOCTOPOHHA  CaJbMiHIEKTOMis;  TiCTEPEKTOMisA;
12. OcHOBHi KpuTepii BKJIFOYUEHHST || ABOCTOPOHHA oodopekTomis; ado Oyiu B MocTMeHonaysi 3
aMeHOpeerD NPOTAroM UIOHAKWMEHIIEe | poKy 10 Mepiioro npHiomy
npenapary Ta piBHeM (oaikynoctumyoroyoro ropmony (OCIY) B
cuposarii  kpoi nonax 40 MMO/mn, wo  Bianosigae
MOCTMEHONAY3a/1bLHOMY CTATYCY.

6. YosoBikM, SKMM He TPOBOJMIACA BAa3E€KTOMIisl, MOTOAMINCH
BUKOPUCTOBYBATH BUCOKOE()eKTHBHHUH MEeTOo] KOHTPOJIIO
HApO/UKYBAHOCTI Pa3oM 3 MapTHEPKaMH JITOPOAHOTO BiKy abo Maau
BariTHUX MapTHEPOK Mija 4ac AociijkeHHs Ta nporarom 120 nuis
micas npuitoMy OCTaHHLOT J103H.

OOMe)keHb /718 Ba3eKTOMi30BaHUX CyO’€KTIiB 4oJIOBi4OT crarti He
BUMArasocs, Ko Ba3eKToMis npopeaeHa 3a 4 micdui ado Giabiue (i
niaTeepkeHa odiuifHUMK JOKYMEHTaMH) 10 Mepuioro npuiomy
npenapary.

7. YonoBikk nmoroauaucs He OyTH JIOHOPOM CHEPMM BijJ MEpLIOro
npuitomy npenapaty o 120 aHiB niciist npUHOMY OCTaHHBOT J03K.

8. 3roaa yrpuMyBaTUCA BiJ BKUBAHHS HAPKOTHKIB 3 METOIO pO3Baru
MPOTATOM YCBOTO JOC/iDKEHHA, BiA CKPHHIHTY [0 MOJAJIbIIOrO
CIIOCTEPEIKEeHHS.

JocnikyBaHuMH  JiKapcbkuMM  3acobamu  Oyniu BLU-667 y
kancynax no 100 mr ta npenapar Hekciym® (e3omenpason marsito) no
40 Mr B KarncyJjax 3i ClloBi;IbHEeHUM BUBITEHEHHSM.

Y nepion 1 mnepopaneny ao03y BLU-667 400 mMmr (kancynu,
4 % 100 mr) npuitmanu B roauny 0 B 1eHs 1.

(,Zé//ﬂzza/ é////%&;

13.  JlocnimkyBaHui  JiKapcbkuit
3aci0, crocid 3acTocyBaHHs, cuaa aii
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Y nepion 2 e3omenpazon Jo3oto 40 Mr npuiiManu oauH pa3 Ha 100y
B roauny -1 B aui 1-6 pasom i3 nepopainsHoio 1030t0 400 mr BLU-667
(kancynu, 4 x 100 mr) B roauny 0 jus 6.

14. Tlpenmapar mnopiBHsAHHA, [103a,|| He 3acTocoBHO.
crnocif 3acTocyBaHHs, cuiia Ail

CynyTHst Tepamnis Oyna 3a0OpoHeHa BIMOBIAHO OO0 KpUTEpIiB
BuktoueHHs. [licns mneplioro mnpuiioMy MIr 3acTOCOBYBAaTHCh
ateramiHogeH (10 2 r Ha 24 TOJMHM) U151 TIKYBaHHA HEDAKaAHUX ABMILL
3a pillIeHHAM TFOJOBHOTO A0C/iAHHKA a00 YIOBHOBAKEHOT 0COOH.
ITpotsroM gociimkeHHs cyd’ eKTH NpUHMamM Taki TiKapchbki 3ac00H:
notpiiiHa Ma3p 3 aHTUOiOTHKamMH (OALMTpalMH LMHK; HEOMILUHY
cynbar; nonimikcun B cynedar) (1 cyb’exr), aueramiHodeH
(1 cy6’exr).

15. CynyTHs Tepanis

V nepioau 1 i 2 nocaimxenns nepeuHHi @K kinueri Touku s BLU-
667 BkArOUAIM:

* MJIOLLY MiJ KPUBOK KOHLEHTpauif-4ac Big 0 10 yacy OCTaHHBOI
BumiproBaHoi koHUeHTpauii (AUCo.1);

* MIOLLY MiJ KPUBOK KOHLEHTpauis-yac Big 0 10 HECKiHYEHHOCTI
(AUCoq-inf);

* MaKCHMajJbHY KOHIIEHTPALik B Ma3Mi KpORBI, L0 criocTepiranach
(Crmax)-

Oxpim Toro, Takox Oynu Bu3HavyeHi Taki @K napamerpu:

* rola nia kpueoro KoHueHtpatis-yac Bia 0 g0 24 roaun (AUCo.
24);

+ BincoTok ekctpanonboBaHoi AUCo.inr (AUC%Extrap);

* 4Yac JI0 MaKCMMaibHOI KOHLEHTpawil B muasMmi KpoBi, 110
croctepiranach (Tmax);

* OYEBM/IHA KOHCTAHTA LWBKAKOCTI TepMiHanbHOT eniMiHauii (Ker);

* OYEBUHUH TepMiHANBHUI Nepio] HaniBBUBEICHHS (t1:);

* QUEBMOHMH 3arajlbHHH KIIPeHC MIa3MH MIiCAA MNEepopanibHOroO
npuiiomy (CL/F);

* OueBMHHUI 00’eM po3noainy mnia Yac TepMiHalbHOT (pa3u
BUBEJEHHS Mic/is nepopansHoro npuitomy (Vz/F);

* 4ac 10 OCTaHHBOI BUMiproBaHO! KOHUEHTpaLil (Tiast).

16. Kpurepii ouinku edekTUBHOCTI

bBesneky ouiHiOBanM 3a J0MNOMOro KIIHIYHUX Na0OpaTOPHUX
TecTiB,  (i3MKanbHOro  OOCTEKEHHA, OCHOBHMX  MOKA3HMKIB
KUTTEAISIBHOCTI  OpraHismy, Bu3HaueHHa Macu Tina, EKI vy
12 BinBenennsx (EKI) ta nebaxanux asuur (HA).

17. Kputepii ouliHku Oe3nexku

Bignosigni Hexkomnapr™mentHi @K napamerpu Oy obuucaeHi Ha
OCHOBI JaHux o0 koHueHtpauii BLU-667 B nna3mi Kposi 3aexHo
| 18. Cratuctnyni MeToau Bij yacy 3a gonomoroto Phoenix® WinNonlin® sepcii 7.0. ®akruynuii
yac Bindopy npod BukopucroBypases B odurcneHHi @K napamerpis.

/ s v

Gt Feoroncn P,
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DapmMaKoKiHeTHKA:

[lucnepciiinuit aHaniz

Hucnepciitnit ananis (ANOVA) npoBoauBcs 3a takumu OK
napameTpamu, TpaHCHOPMOBAHMMM 3a IOMOMOTOI0 HATYpalbHOTO
aorapudmy (In): Cpax, AUCot 1a AUCoinr. Mogens ANOVA
BK/IIOYaa JiKyBaHHA K (ikcoBanuii edekt Ta cyb’ekta sK
Bunaakopuid edext. Koxen ANOVA Bkio4YaB 0OYMCIIEHHS
CepeIHbOKBAAPATUYHOrO cepeiHboro 3HaueHHs (LSM), piznuui LSM
s nikyBaHHs (To6to, [BLU-667 + Eszomenpazon] — [auie BLU-
667]) ta BianosigHoro 90 % nosipuoro intepsany ().

BinnowenHs reomerpuunux LSM (BiZAHOLIEHHSA TeOMETPUYHMX
cepeanix) Ta BiamosigHi 90 % JII Gynu o6uucneHi 3a 10MOMOro0
MOTEHLIIOBAHH  pe3y/ibTaTiB, OTPUMAHMX 3  aHamsy In-
tpanchopmoBaHuX Cmax, AUCot Ta AUCoine. Lli GMRs Oyau
BMPaXEHi AK BiICOTOK BiZHOCHO pe)epeHTHOro JiKyBaHHs (JHIle
BLU-667).

Henapamerpuunuii ananis

Timax aHanizyBanau 3a JOMOMOrol0 HemapaMeTpUYHOIro aHajisy s
MapHUX 3pa3kiB  (CTATUCTHYHWI  KpWTepiii 3HAKOBHX paHTiB
Binkokcona). Pisnuiio menian (edext nikyBaHHS) po3paxoByBaiu
meroaoM Xojkeca — JlemaHna (3a JOMOMOro cepeiHiX MOKa3HHKIB
Yomua) i Bianosiaui 90 % I 6ynu oGuucieHi 3a 10MoMoror MeToy
Tyki. Tmax He nisras norapudmivHiii TpaHchopmarii.

OmnucoBa CTaTUCTHKA

Okpemi naHi 6ynu 3a3Ha4eHi, Ta HaBe/IeHa OMHCOBA CTATHCTUKA 115
koHueHTpauii BLU-667 B mia3smi kposi Ta @K napamerpis 3anexHo
BiJ1 TIKYBaHHSI.

besneka:

Hani 3 kniHiYHOT Oe3nekd Ta MepeHOCHMMOCTi Oynu 3a3HaueHi
Bi/IMOBIAHO 10 71iKyBaHHA Ta cy0’ekra i BijmoOpaxkeHi B 3BeJleHMX
TabIMUAX 3a [0MOMOrOK) OMHCOBOT cTaTHCTHKU. JlaHi 3 0esnexu,
BKJItOUarouu  HS, EKI, OLIHKY  OCHOBHMX  [OKa3HHKIB
KUTTEAISABLHOCTI OpraHiaMy. Macy Tila Ta OUWiHKY KIiHIYHHX
1abopaToOpHUX MOKA3HUKIB, 0y/IM y3arajbHEeHi ONMCOBUM CIIOCOO0M 3a
NiKyBaHHSM Ta yacoM Bindopy 3paskiB. [HdepeHuiiiHa ctatucTuka He
NPOBOAMJIACK A KIHLIEBHX TOUOK Oe3mneku. Yci HA, Axi BUHHKIM nij
4ac UbOro KJIHIYHOro JI0c/iKeHHs, Oy 3aK0/10BaHi 3a JOMOMOTOk0
Meau4yHOro ClIOBHMKA TEPMIHOJOTIT 18 PeryisTopHOl AisjIbHOCTI
(MedDRA®) Bepcii 22.0. HebGaxani aBMILa, fKi BHHUKIM MiJ yac
JIKYBaHHA, 3a3Ha4yeHi B Tabnuii 3a knacom cucteMu oprasis (KCO)
Ta TEPMIHOM [EpPEeBaXKHONO BUKOPUCTAHHs. 3BejeHi TadaMui
BKJIHOYAJIM YUCI0 cyO €KTIB, AKi MOBIAOMHAM Mpo HebGaxkaHi ABMILA,
10 BMHMKIM MiA 4ac JiKyBaHHfA, Ta BiJNOBIJHMI BiJACOTOK 3a
JiKyBaHHsAM i 3arajioM. KinbKicTe HeGaKaHUX ABHIL, AKi BUHUKIH MTi/]
yac JiKyBaHHs, Oy/a y3aranbHeHa noAiOHUM YHHOM.




000208

HemorpadiuHi XapakTepUCTHKH cy0’€KTIB y3arajibHeHO B Ta0JIuLIi.

Tabnuus. Jlemorpadiuni moka3sHUKM cyO’e€KTIiB (MOMyIsALis s
OLIIHKK Oe3MeKH)

XapakTtepHcTHKa Kareropisi/cratuctuka 3arajiom
. }KiHKH. 5 (14 %)
YonoBikH 31 (86 %)
AMepHKaHCchKi  iHmiaHLi 1(3%)
abo KopiHHe HacelleHHs
Anisicku
Herpoinna paca abo adpo- 5(14 %)
aMepHKaHLi
Herpoinna paca abo adpo- 2(6 %)
amMepHKaHIi,
Paca aMepHKaifCLKi inian
abo KopiHHE HaceneHHs
19.  emorpadiyHi  MOKa3HHUKH AJISCKH
JOCHIKYBaHOT nonynsanii (crars, €BporneoinHa paca 26 (72 %)
BIK, paca, Tow10) €BponeoinHa paca, 1(3 %)
aziiicbka paca
€BponeoigHa paca, 1(3 %)
HerpoingHa paca ado adpo-
amepHKaHui
Icnancekoro ado naruHo- 20 (56 %)
aAMEPUKAHCBKOTO
ETHiuHa 0X0/KEHHS
MPUHANEKHICTD HeicmaHcbKOro abo 16 (44 %)
JIATHHO-aMePHKAHCEKOTO
MOXO/IKEHHS
n 36
Cepe/iHe 3HaUEHHS 35,6
Bik* (poku) CTraHaapTHe BiAXHIEHHS 10,01
MiHimMym 19
MeniaHa 34
Maxcumym 54
* Bik 00uKc/ieHO HA MOMEHT NepLIOro npuiioMy npenapary.

PesyabraTn 040 papmakokiHeTHKH

CynyTHe 3acrocyBaHHs e3oMenpaszony 3 BLU-667 (BLU-
667 + e30Menpason) MpU3BENO 10 MEHLIOT CEepeaHbOT KOHUEHTpaLii
BLU-667 y nna3mi KpoBi nopiBHAHO i3 3actocyBaHHsM BLU-667 B
pexxumi moHoTepanii. Cepeani koHueHTpaitii BLU-667 y nina3wmi kpogi
J0CArIM Makcumymy uepes 4,75 roaunu nicas npuiiomy auie BLU-
667 Ta BLU-667 + e3oMenpa3o i3 nojanblio ABo(azHO KPUBOIO
BuBeJeHHA. B ycix c¢y6’exrie  wouuentpauii BLU-667 6ynu
BUMipIOBaHWMH /10 72 FOJIMH Micas npHiioMy 000X cXeM JiKyBaHHS.
binbie 50 % cy6’ekTiB Manu NOKA3HUKKU KOHLEHTPALIT HHKUYE MEexi

20. Pe3ynpTatu €(peKTUBHOCTI

j /éfaaﬁcf é //t &e’,ély
o S BB
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KiIbKICHOTO BU3HA4eHH: B nepioa 3 144 1o 192 roaun nics npuitomy
000X CXeM JTiKyBaHHS.

[MopiBusinasa ®K mapamerpis nicas npuiiomy BLU-667 3 aGo Ges
CYMyTHBOIO  3aCTOCYBaHHA  €30MEMNpa3ojly  MpOAEMOHCTPYBAIO
HACTYIHI pe3yJibTaTH:

* MediaHu 3HauYeHb Tmax BLU-667 3 abo Ge3 cynyTHbOro
3aCTOCYBaHHs e3oMenpasony craHoBuad 4,01 rogunu (aianasos:
1,50-24 roaun) i 2,02 rogunu (aiamasou: 1,50—12 roauu) BiAnoBiaHo;

* cucteMHa ekcnosuuis BLU-667 Oyna MeHLIOW Mpu CymyTHHOMY
3aCTOCYBaHHI 3 €30MeNpasoiioM;

* BUXO/IAYH 3 BiJTHOLLIEHHSA F€OMETPUYHUX CEPEIHIX, MOKa3HUK Crmax
BLU-667 3meHmuBes mnpudiansHo Ha 25 % micis cynyTHBOrO
3aCTOCYBAHHS 3 €30MENpa3oyioM. ['eoMeTpuyHe cepeHe 3HAUEHHS
Cmax BLU-667 cranoBuno 7482 ur/mn micas npuiiomy BLU-
667 + esomenpazon nopisHaHo 3 1001 Hr/mu micnsa mpuifoMy e
BLU-667;

* BUXOJAYM 3 BIJHOLIEHHS TEOMETPUUHHX CEepeIHiX, MOKa3HHUKH
AUC.t 1 AUCo.int ot BLU-667 3meHinmiucs npudnuzno Ha 15 %
Micas CyNyTHBOrO 3acTOCYBAaHHS 3 e3oMmenpasofioM. [ eomeTpuuHi
cepenni 3HayeHHA AUCoi AUCq.inr BLU-667 micnst npuiiomy BLU-
667 + esomenpazon craHoBuan 23310 rogenr/ma i 23450 rogenr/mn
BiANOBiIHO, NMOPiBHAHO 3 27490 roa*ur/mia i 27600 rogeHr/mMa micns
npuiiomy nuuie BLU-667;

* 3Ha4eHHA ty, BLU-667 Gynu noiibHUMHU MK cXeMaMH JiKyBaHHs i3
cepeaHiIMHU 3HaYCHHAMH NMpUOIH3HO 15 roauH.

CynyTHe 3acTocyBaHHs e3omenpasoiny, Moaudikatopa pH wyHka, 3
BLU-667 cnpu4MHUIIO 3HMKEHHS CHCTeMHOI ekcrio3uuii BLU-667.
BinHoweHHs reomeTpuunux cepennix sHaueHsb (90 % 1) Cmax, AUCo.
t 1 AUCo.nt cTanoBuno 74,74 % (63,93 %—-87,37 %), 84,59 %
(74,26 %9636 %) i 84,76 % (74,45 %—96,49 %) BianosigHo.

VY upoMY JOCHiIKEHHI He 3apeecTPOBaHO NeTaabHuX Bumaakis, CHS
abo nepeauacHoro BubyTrs cyd exriB yepes HSI. 3aranom, Bcboro npo
16 HA Oyno nosimomneHo 8 (22 %) cy6’ekramu, BKIIOYAOUU
5 cyG’exriB micna npuilomy amme BLU-667, 3 cyO’exktu micas
npuiioMy Jsuuie esomenpasony i 4 cyd’exktu micna npuiiomy BLU-
667 + esomenpason. Yei HA Gynu nosigomieHi B KinbKocTi 0qHOro
KOKHHUM ¢y0’extom. Oaunaauate H BBarkanuce nerkoro cryneus (1
21. Pesynbratu Oe3neku cTyniHe) TsAKKocTi, | HA — cepeanporo crynens (2 cryming) i 4 HS
(3 ABMILA MiABMILIEHHA apTepiaabHOTO TUCKY Y | cy0’ekTta Ta miapes y
iHWoro cy6’ekTa, yci BBaXaluCh MOB’3aHMMH 3 JOCIIIKYBAHMM
nikapcbkuM 3acobom) Oymu Tskkumu (3 cryness). [‘omoBHuii
aociaiguuk Beaxas 12 HA nos’ssanumu 3 BLU-667 i 4 sasuwa
HenoB s3aHuMK, 7 HS noe’ssaHuMu 3 e3omenpasoioMm i 9 sBull
HEMOB’A3aHUMU. Y  UbOMY JIOCHI/UKEHHI HE CIOCTEpIranochk
MOB’A3aHUX i3 JIKYBaHHAM 3MiH KIiHIYHHX 1a0OpaTOPHUX JIAHMX,

A
e BoierCors. o 4.
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pe3ynbTaTiB  OLIHKH OCHOBHMX TMOKA3HHKIB KMTTEMiANBHOCTI
oprasismy abo EKT".

22. BUCHOBOK (3aK/IIOU€HHS)

CynyTtHe 3actocyBaHHs ojHopa3oBoi n03u BLU-667 400 mr Ta
esomenpasony 40 mr (Moaudikarop pH maynka) oaun pas Ha 100y
NpU3BOANIO 10 3MEHIWEHHS Cmax BLU-667 npubnusno na 25 % i
AUCy.1ta AUCo.ins mpudnusno Ha 15 % nopiexsiHo 3 npuiiomom BLU-
667 no3oro 400 Mr B pexxumi MOHOTEpaIiT.

Onnopasosa nepopansHa no3a BLU-667, o 3actocoByBanacek sk
MOHOTepania ado OJHOYacHO 3 e30Mernpa3oioM, 3arajoMm Oy.a
Oesmeynoro 1 100pe nepeHOCHJach 3IO0POBHMH  JOPOCIUMH
cy0’€KTaMH B LIBOMY JOCIiIKEHHI.

bazens, 27 kBiTHa 2021 poky
@. Xoddmanu-JIs Pow JIta
[Tianuc

@O Xodpmann-Jls Pour Jita

[Tignuc

. Xopdmann-Jls Pour Jlta

ITinpo3ain 3 Mi>KHAPOOHUX PEryJISTOPHUX MUTAHb [Tinposain 3 MiXkHAPOAHMX PETYIATOPHHUX ITUTAHB
Bazens, [Iseiiuapis
Karanina Poxac

bazens, [lIseiinapis
Jleiina Jlictep
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Clinical Trial Report

1. Name of the medicinal product
(number of registration certificate, if
available)

GAVRETO®

2. Applicant

F.Hoffmann-La Roche Ltd
Grenzacherstrasse 124, 4070 Basel, Switzerland

3. Manufacturer

F.Hoffmann-La Roche Ltd
Wurmisweg, 4303 Kaiseraugst, Switzerland

4, Trials conducted:

I e

no If not, substantiate

1) type of the medicinal product, by
which registration was conducted or
planned

Medicinal product with complete dossier (stand-alone dossier), other
medicinal product, new active substance according to item 1 (sub-item
1.1) of section III of the Procedure of Order of the Ministry of Health
of Ukraine dated 23.07. 2015 Ne 460.

5. Full name of the Clinical Trial,
clinical trial code

Protocol No. BLU-667-0102. An Open-Label, Randomized, Single-
Dose, 2-Period Crossover, Bioequivalence Study Comparing Four
100 mg Tablets with Four 100 mg Capsules of BLU-667 in Healthy
Adult Subjects.

Final Report Date: 26 June 2019,

6. Clinical trial phase

—“ Phase I

&

7. Period of the clinical trial

Date of first enrollment: 06 November 2018.
Date of last completed: 11 February 2019.

8. Countries where the clinical trial
was conducted

USA

9. Number of study participants

Planned and Analyzed:

A total of 90 subjects were enrolled in the study, and 86 subjects
completed the study. Three subjects did not dose in Period 2. There
were 90 subjects included in the PK and safety analyses.

10. Goal and secondary objectives of]
the clinical trial

Primary:

To assess the relative bioavailability and bioequivalence of 100 mg
BLU-667 tablets versus 100 mg BLU-667 capsules given as a single
400 mg dose under fasting conditions in healthy adult subjects.

Secondary:

To evaluate the safety and tolerability of BLU-667 after a single oral
dose of 400 mg in healthy adult subjects.

11. Design of the clinical trial

This was an open-label, single-center, randomized, single-dose, 2-
period crossover, bioequivalence study under fasting conditions.

12. Main inclusion criteria

1. Healthy, adult, male or female (women of non-childbearing
potential [WONCBP] only), 18-55 years of age, inclusive, at
screening.
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2. Continuous non-smoker who had not used nicotine-containing
products for at least 3 months prior to the first dosing and throughout
the study.

3. Body mass index (BMI) > 18.0 and < 32.0 kg/m? with a minimum
weight of 50.0 kg and a maximum weight of 100.0 kg at screening.

4. Medically healthy with no clinically significant medical history,
physical examination, laboratory profiles, vital signs or ECGs, as
deemed by the Principal Investigator or designee.

5. Females of non-childbearing potential must have undergone one of
the following sterilization procedures (and had official documentation)
at least 6 months prior to the first dosing: hysteroscopic sterilization;
bilateral tubal ligation or bilateral salpingectomy; hysterectomy;
bilateral oophorectomy;

or were postmenopausal with amenorrhea for at least 1 year prior to
the first dosing and follicle stimulating hormone (FSH) serum levels
greater than 40 mIU/mL consistent with postmenopausal status.

6. A non-vasectomized, male subject must have agreed to use highly
effective method of birth control with female partners of childbearing
potential during the study and for 120 days following the last dosing.

No restrictions were required for a vasectomized male subject,
provided his vasectomy had been performed 4 months or more (and
had official documentation) prior to the first dosing.

7. If male, agreed not to donate sperm from the first dosing until 120
days after the last dosing.

8. Agreed to abstain from recreational drug use throughout the study,
from screening until follow-up.

13. The investigational medicinal
product, method of administration,
strength

BLU-667 100 mg Tablets, administered orally under fasted
conditions with approximately 240 mL of water.

14. Comparator, dose, method o
administration, strength

BLU-667 100 mg Hard Capsules, administered orally under fasted
conditions with approximately 240 mL of water.

15. Concomitant therapy

Concomitant medications were prohibited as listed in the exclusion
criteria. After first dosing, acetaminophen (up to 2 g per 24 hours) may
have been administered at the discretion of the PI or designee.

All medications taken by subjects during the course of the study were
as follows: acetaminophen (10 subjects), pectin cough drop
(1 subject), pectin throat drops (2 subjects), menthol cough drop
(1 subject), menthol throat drop (2 subjects), refresh classic lubricant
(polyvinyl alcohol; povidone) (1 subject), protein (1 subject).

16. Efficacy evaluation criteria

The primary PK endpoints for BLU-667 included:

« Area under the concentration-time curve, from time 0 to the time of]
last measurable concentration above the lower limit of quantitation
(AUCo.).

« Area under the plasma concentration-time curve from time zero to
infinity (AUC p-inf).
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* The maximum observed concentration (Cmax).

Additional PK parameters reported included, as appropriate:

* Area under the concentration time curve, from time 0 to 24 hours
postdose (AUCq.24).

* Time to maximum observed concentration (Tmax).

* Percent of AUCq.ntextrapolated (AUC%extrap).

* Apparent terminal elimination rate constant (Ke1).

* Apparent terminal elimination half-life (t,).

* Apparent total plasma clearance after oral administration (CL/F).

* Apparent volume of distribution during the terminal elimination
phase after oral administration (Vz/F).

* Time of the last measurable concentration above the lower limit of
quantitation (Tias).

Safety was evaluated by clinical laboratory tests, vital signs, 12-lead

17. Safety cyaluation eriteria electrocardiograms (ECGs), and adverse events (AEs).

Pharmacokinetics: :

All plasma BLU-667 concentrations and/or PK parameters
descriptive statistics were generated using SAS® Version 9.3 or higher.
For each treatment, plasma BLU-667 concentrations were listed and
summarized by nominal collection time for all subjects in the PK
Population. Plasma BLU-667 concentration data were presented with
the same precision as received from the bioanalytical laboratory.
Summary statistics including sample size (n), arithmetic mean (mean),
standard deviation (SD), coefficient of variation (CV%), minimum,
median, maximum, and number (n_BLQ) and percentage (%_BLQ) of
values below the limit of quantitation (BLQ), were calculated for all
nominal concentration time points. Data excluded for any subject were
listed in the concentration tables but excluded from the summary
statistics and were flagged and footnoted accordingly. All BLQ
18. Statistical methods concentration values were presented as ‘BLQ’ in the concentration
tables and footnoted accordingly.

Analysis of Variance

To address the primary objective, an analysis of variance (ANOVA)
model was performed on the In-transformed PK parameters Cpax,
AUCy+, and AUCp.infusing SAS® PROC MIXED. The ANOV A model
included sequence, period, and treatment as fixed effects, and subject
nested within sequence as a random effect. Sequence was tested using
subject nested within sequence as the error term at a 10% level of
significance. Each ANOVA model included calculation of least-
squares means (LSMs) and difference between treatment LSMs.
Ratios of the geometric LSMs were calculated using the
exponentiation of the difference between treatment LSMs. These
ratios were expressed as a percentage relative to the reference:
Treatment B: BLU-667 (4 x 100 mg Capsules).




Consistent with the two one-sided t-test, 90% confidence intervals
(CIs) for the geometric mean ratios (GMRs) were derived by
exponentiation of the CIs obtained for the difference between
treatment LSMs resulting from the analyses on the In-transformed
Cmax, AUCo4, and AUCo.int. The Cls were expressed as a percentage
relative to the reference (Treatment B).

Non-parametric Analysis of Tmax

Tmax Was analyzed using nonparametric analysis for paired samples
(the Wilcoxon Signed-Rank Test statistic). The difference of medians
(treatment effect) was estimated using the Hodges-Lehmann method
(using Walsh Averages), and the corresponding 90% CI was calculated
based on the Tukey method. Tmax values were not In-transformed.

Safety:

Clinical safety and tolerability data were listed by treatment and
subject and displayed in summary tables using descriptive statistics.
Safety data including ECGs, vital sign assessments, weight, and
clinical laboratory evaluations were summarized descriptively by
treatment and time point of collection. No inferential statistics were
performed on safety endpoints. All AEs occurring during this clinical
trial were coded using the Medical Dictionary for Regulatory
Activities (MedDRA®), Version 21.1. Treatment-emergent adverse
events (TEAEs) were tabulated by system organ class (SOC) and
preferred term. Summary tables included number of subjects reporting
the TEAE and corresponding percentage by treatment and overall for
the study. The number of TEAEs was summarized in a similar way.

19. Demographic characteristic of
study population (gender, age, race,
etc.)

Demographic descriptions of the subjects are summarized in Table.

Table. Subject Demographics (Safety Population)

Treatment Sequence Ovesll
Trait Category/Statistic AB BA
Sex Female 14 (31%) 13 (29%) 27 (30%)
Male 31 (69%) 32 (71%) 63 (70%)
American  Indian  or 0 (0%) 1 (2%) 1 (1%)
Alaska Native
Black or African 2 (4%) 4 (9%) 6 (7%)
Race American
White 43 (96%) 39 (87%) 82 (91%)
White, Black or African 0 (0%) 1 (2%) 1(1%)
American
Ethnicity Hispanic or Latino 30 (67%) 36 (80%) 66 (73%)
Not Hispanic or Latino 15 (33%) 9 (20%) 24 (27%)
n 45 45 90
Mean 41.1 43.1 42.1
Age* SD 9.16 7.92 8.58
(Years) Minimum 19 19 19
Median 41.0 44.0 43.0
Maximum 55 54 55
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Treatment A = 400 mg (4 x 100 tablets) BLU-667 administered on Day 1 at Hour
0 following an overnight fast (Test)

Treatment B =400 mg (4 x 100 mg capsules) BLU-667 administered on Day 1 at
Hour 0 following an overnight fast (Reference)

*Age is calculated at the time of first dosing.

Pharmacokinetic Results

Administration of BLU-667 (4 x 100 mg Tablets) resulted in higher
BLU-667 plasma concentrations until 168 hours postdose compared to
administration of BLU-667 (4 x 100 mg Capsules). BLU-667 plasma
concentrations were similar at 192 hours postdose with both
formulations. Plasma drug concentrations reached a maximum at 2.5
and 4.75 hours postdose following administration of BLU-667 as
tablet and capsule formulation, respectively. More than half the
subjects had measurable concentrations until 168 hours and 144 hours
postdose following the administration of BLU-667 (4 x 100 mg
Tablets) and BLU-667 (4 x 100 mg Capsules), respectively. Thirty
(30) and eighteen (18) subjects had measurable concentrations at the
192-hour time point following administration of BLU-667
(4x100 mg Tablets) and BLU-667 (4% 100mg Capsules),
respectively.

Comparison of PK parameters following administration of BLU-667
(4% 100 mg Tablets) and BLU-667 (4 x 100 mg Capsules)
demonstrated the following results:

* The change in formulation from capsule to tablet had an effect on
both the rate and extent of BLU-667 absorption. Exposure to BLU-
667, as measured by GeoMean Cpax, AUCoy, and AUCq.in;, was
increased following the administration of BLU-667 (4 x 100 mg
Tablets) when compared to BLU-667 (4 x 100 mg Capsules).

* The median Tmax of BLU-667 following administration of BLU-667
(4 x 100 mg Tablets) or BLU-667 (4 x 100 mg Capsules) was
3.25 hours (range: 1.00-12.00 hours) and 4.75 hours (range: 2.00—
24.03 hours), respectively.

* The mean ti2 of BLU-667 was approximately 17 hours for both
treatments.

The change in formulation from a capsule to a tablet had an effect on
both the rate and extent of BLU-667 absorption. The median Tiax
following administration of BLU-667 as tablet and capsule
formulation was 3.25 hours and 4.75 hours, respectively. The 90% CI
of the median Tmax difference (Test — Reference) did not contain 0
suggesting that the Tmax of BLU-667 for:the 2 treatments' was
statistically different (p < 0.001). The BLU-667 Cyax, AUCo.;, and
AUCq.nt was approximately 71%, 76%, and 75% higher following
administration of BLU-667 (4 x 100 mg Tablets) compared with the
administration of BLU-667 (4 x 100 mg Capsules), and the 90%
confidence interval of the geometric mean ratios were not within the

20. Pharmacokinetic results
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limits of 80.00-125.00%. Therefore, the 100 mg BLU-667 tablet and
capsule formulations are not bioequivalent.

21. Safety results

There were no deaths or SAEs in this study. One (1) subject was
discontinued due to the AE of increased blood pressure, considered
non-related to study drug. Overall, a total of 122 AEs were reported by
52% subjects, including 37% of subjects following BLU-667
(4 x 100 mg Tablets) and 48% of subjects following BLU-667
(4 x 100 mg Capsules). The majority of AEs (88) were considered
mild (Grade 1) in severity. Four (4) subjects experienced AEs rated as
severe (Grade 3) by the Principle investigator (PI). These included
increased ALT in 1 subject (considered related to study drug),
increased BP in 2 subjects (both considered non-related to study drug),
and syncope in 1 subject which was caused by venipuncture and
considered non-related to study drug by the PI. The PI considered
8 AEs related to study drug and 114 AEs non-related.

There were no treatment-related trends noted in laboratory, vital
signs, or ECG data in this study.

No difference was noted in the safety profile following a single oral
dose of 400 mg BLU-667 administered as tablet and capsule
formulations.

22. Conclusion

* The 100 mg BLU-667 tablet and capsule formulations are not
bioequivalent.
* No difference was noted in the safety profile following a single oral
dose of 400 mg BLU-667 administered as tablet and capsule
formulations.

Basel, 27 April 2021

F. Hoffmann-La Roche Ltd.

(O, L

F. Hoffmarn-La Roche Ltd

International Regulatory
Basel, Switzerland

Leyla Lister

O
LA U
F. Hoffmann-La Roche Ltd
International Regulatory

Basel, Switzerland
Catalina Rojas
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3BIT npo KJiiHiYHe BUNPOOYBaHHS

1. Ha3ga nikapcekoro 3acofy (3a
HasBHOCTI - HOMEp peecTpaLiitHoro
MOCBiYEHH)

I'ABPETO

2. 3agBHUK @. Xoddmann-Jis Pou JIta
['pensaxeputpacce 124, 4070 Bazeus, lseiiuapis
3. Bupobuuk @.Xoddmaun-JIs Pour Jitn

Bypwmicaer, 4303 Kaiicepayrcr, lIseiiuapis

4. [poBeneHi AoCiIIKEHHS:

1 Tak C Hi AKIIO Hi, 0OIPYHTYBATH

1) TloBHa Ha3Ba  KJiHiuHOIrO
BUNPOOYBaHHsA, KOJOBaHWH HOMep
KJIIHIYHOro BUNPOOyBaHHA

Jlikapcbkuit 3aci® 3a MOBHMM J0ChE (ABTOHOMHE JIOCHE), IHIIHH
NiKapchbKuii 3aci, HOBa jitoua peyoBUHA 3rifHO MyHKTY | (MignyHKTy
1.1) pozainy III TTopsiaxy Hakasy MO3 Vkpaiuu Big 23 nunns
2015 poky Ne 460.

5. TloeHa Ha3Ba  KiiHiYHOrO
BUINPOOYBaHHs, KOJOBaHWUH HOMeEp
KJIIHIYHOrO BUNPOOYBaHHS

[Tporokon Ne BLU-667-0102. Binkpure paniomizoBaHe nepexpecHe
3 2 nepiojamu JociipkeHHs 0i0eKBiBaIeHTHOCTI 0MHOPA30BOI 1031, ¥
AKOMY MOPIBHIOBAJIK YOTHPY TabsneTku no 100 Mr Ta 4oTHPH Kancyiu
nmo 100mr BLU-667 npu 3acTocyBaHHi 3J0pOBHM JOPOCIHM
cy0’exram.

Hara 3axmtounoro 3Bity: 26 yepsus 2019 poky.

E. @aja KJIiHIYHOrO BUTIPOOYBaHHS

®Daza |

7. Tlepion mpoBeneHHs KITiHIUHOTO
BUINIPOOYBaHHA

JlaTa BKIIOUEHHS nepiuoro nauienra: 6 aucronazaa 2018 poxy.
Jlata 3aBeplueHHs yyacTi B JOC/IKEHHI OCTaHHBOrO MallieHTa:
11 arotoro 2019 poxky.

8. Kpaiuu, nme nposoauiocs
K/IiHI4YHe BUNpoOyBaHH:

CIIA

9. KinbKicTb 10CIIIKYBAHHX

3annaHoBaHO Ta NPOAHai30BaHO:

VY pocnimxenns 0yno BkiaroueHo 3aranom 90 cy6’ekTiB, i 86 cy6 exTiB
3aBepIUUIN AocaipkeHHs. Tpu cy®’eKTH He OTpUMYBAIH Npenapar y
nepioai 2. B anani3 dapmakokinetnku (PK) ta ananis 6esneku Oyiau
BK/tO4eHi aaHi 90 cy6’exTiB.

10. Mera Ta BTOpPMHHI  Wiji

KJIIHIYHOTO BUIPOOYBaHHS

IleprHHa:

Ouinntn BisHoCcHY OiojgocTynHicTh i OioekBiBaaeHTHICTH TAbIETOK
no 100 mr BLU-667 nopigHsiHoO 3 kancynamu no 100 mr BLU-667, ski
npuiiManu y Burasal oanopasoBoi 03 400 Mr Hartiie 340poBi
Jopociii ¢y’ eKTH.

Bropunui:

Ouinntu 6e3nexy Ta nepenocumicts BLU-667 nicast ogHopaszosoro
nepopajibHOro npuiiomy g03d 400 Mr  3710poBUMM  JIOPOCIUMHU
cy0’eKTaMH.
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[le Oymo BigkpuTe OJHOLEHTPOBE pPAHIOMI30BaHE [MEPEXPECHE 3
JIBOMa [epiofiaMM JIOCHi/DKEeHHS 6i0eKBiBANIEHTHOCTI 0JHOPa3’OBOT
JI03H HaTIIE.

1L Huzaiin KJIiHIYHOTO
BUIIPOOYBaHHA

1. 3n0opoBi nopociti 0ocobu 4ooBivoT abo KiHOYOT cTaTi (KiHKH JuLIe
HepenpoaykrusHoro Biky [ WONCBP]) Bikom 18-55 pokis BKIHOUHO
Ha MOMEHT CKPHHIHTY.

2. TpuBaso HeKypslli, AKi He BYKMBAJIH HIKOTHHOBMICHMX MPOYKTIB
woHafiMenme 3a 3 MicAll A0 Mepumioro MpuiioMy mpenapary Ta
NPOTArOM yChOro JOC/iIKEHHS.

3. Inpexe Macu tina (IMT) > 18 ta < 32 kr/M? npu MiHiManbHil Maci
Tina 50 kr ta MakcuManeHiii Maci tina 100 kr mij yac CKpuHiHry.

4. 3 MeIMUHOT TOYKH 30pYy 3I0pOBi 0€3 KIiHIYHO 3HAYYHIMX JNaHHX
MEJHMYHOTO aHaMHe3y, pe3yJbTaTiB (i3HKaJIbHOro OOCTEIKEHHS,
naboparopHux npodiaiB, OCHOBHHX [OKa3HUKIB IKHTTEMiAIBHOCTI
opranismy abo EKI' 3a owuiHkowo ronoBHoro mpociifHuka a6o
YMOBHOBaXEHOT 0CO0HU.

5. XKiHKM HepenpoyKTHBHOrO BiKy lOHAiiMeHLIe 32 6 MicALiB 10
nepuoro mnpuifoMy Mnpenapary MNOBHHHI NPOWTH OJHY 3 TaKHX
npoueayp crepuiizauii (i MaTu DOKYMEHTANbHE [MiATBEPUKEHH):
ricTepocKoniyHa CTepui3allisi; JBOCTOPOHHS NEPeB’si3Ka MAaTKOBHX
Tpy0  abdo  [BOCTOPOHHA  CalbMiHIeKTOMif;  ricTepeKToMis;
12. OcHOBHI KpuTepii BKIKOYEHHS || IBOCTOPOHHS oodopekTomis; abo 3HAXOAMTHCS B MOCTMEHOMAy3i i3
AMEHOPEEI0 MPOTAroM LoHaiiMeHIe | poky 0 Mepiioro npuiiomy
npenapaty Ta piBHem (ojikyTocTUMYyTo040oro ropmony (®CI) B
cupoBaTui  Kposi nonax 40 mMO/mMa, mo  Bignoeigae
NOCTMEHOMNAY3albHOMY CTaTyCy.

6. Yonopiku, SAKUM He MPOBOAMJIACH BA3eKTOMIisi, MOBMHHI
MOTOAUTUCA BUKOPUCTOBYBATH BUCOKOS(EKTHBHUH METO/ KOHTPOJIIO
HapoUKYBaHOCTI pa3soM 3 MapTHEPKamH ITOPOAHOIO BIiKy Mia yac
JocCiIKeHHs Ta npotaroM 120 aHIB micas npuiloMy OCTAHHBOT JI03H.

ObMexxeHb 171 Ba3eKTOMI30BaHOrO cy0’eKTa 40JIOBIiYOI cTaTi He
BMMAaraocs, AKulo Ba3eKTOMiA NpoBoauaacs 3a 4 Micsaui ado Ginblue
(i migrBeppKeHa opiuiiHUME JOKYMEHTaMH) 0 MEPLIOro Mpuiiomy
npenapary.

7. YonoBikM MOBMHHI MOrojuTHcs He OYTH JOHOPOM CIIEPMH Bij
nepuioro npuitomy npenapaty 10 120 aHiB nicis npuiioMy ocTaHHBOT
J03H.

8. 3rona yTpumyBaTucs BiJl BXKMBaHHS HAPKOTHKIB 3 METOK) PO3Baru
NpOTArOM yCbOTO JOCHI[AEHHs, BiJl CKPUHIHIY 10 MOJAJbLIONO
CTIOCTEPEIKEHHSI.

13.  Hocnimkysanuit  nikapceknii| BLU-667 B Tabierkax mno 100 Mr, 10 3aCTOCOBYEThCS HATLLE
3acid, crnocib 3acTocyBaHHs, cuna Aii | mepopansHo, 3anuBaroun npubansHo 240 M BoaM.

14. Tlpenapar nopiBHaHHA, n03a,| BLU-667 B kancynax mno 100 Mr, 110 3aCTOCOBYETbCH HATLIE
cnoci® 3acTocyBaHHs, cuiaa il nepopaibHoO, 3aNUBatouu npuoau3Ho 240 M Boau.

sl
%,7;% Ko FoB.
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15. CynyTHs Tepanis

CynyTHe nikyBaHHs Oyso 3a00pOHEHe sIK 3a3HAYEHO B KPUTEPifX
BukIoueHHs. [Ticna npuiiomy nepuoi 1o3u aneraminoden (10 2 r Ha
24 ronMHM) Mir 3aCTOCOBYBATHCSA 3a PILIEHHSM FOJOBHOTO J0C/i AHUKA
a00 ynmoBHOBaXeHOT 0cO0u.

[lix wac nocnimpkeHHs cyG’ekTu npuiiManyd Taki Jikapceki 3aco6u:
aueramidoden (10 cy0’ektiB), Kpamii BiJ Kawio 3 NEKTHHOM
(1 cy6’ext), kpani ans ropna 3 nekTuHoM (2 cy0’ekTa), Kpanii Bij
Kauumo 3 MeHTojoM (1 cyO’ekT), Kpamii JUisi ropia 3 MEHTOJIOM
(2 cyd’exta), ocBikalouuit knacuuHWit  JayOpikaHT  (MOAIBiHIN
ajikorosik; noBifoH) (1 cy6’ekr), Ginok (1 cyd’exr).

16. Kpurepii oninku eekTuBHOCTI

[lepeunni @K kinuesi Touku mia BLU-667 sknrouanu:

* [JIOLLy Miji KPHBOIO KOHLEHTpauis-vyac Big 0 10 yacy OCTaHHBOT
BHMIpIOBAaHOI KOHLIEHTpALlii BHIIE HHKHBOI MeEXKi BHMIipIOBAHHS
(AUCo.);

* MJIOLLY MiJ KPMBOIO KOHLEHTpalis-yac Big 0 10 HeCKiHYEHHOCTI
(AUCo-int);

* MAaKCHMaJIbHy KOHLEHTpaLito, 110 cnoctepiranack (Cmax).

HopmatkoBi  3apeectpoBani @K  mapamerpu  BKIOuUaIH  3a
HeoOXiAHOCTI:

* MJOLLY MiJl KPMBOK KOHIEHTpauig-yac Big 0 10 24 roaus micis
npuiiomy npenapaty (AUCo.24);

* 4yac /10 MaKCMMasbHOI KOHLIGHTpALIiT, 110 crocTepiranacs, B MiaasMmi
KpOBi (Tmax);

* Biscotok ekcTpanoab0BaHol AUCo-int (AUCuexirap);

* OUEBH/IHY KOHCTAHTY LIBUAKOCTI TepMiHaabHOl eniminanii (Kei);

* OUEBUHMH TePMIHAIBHWI Nepio HaniBBUBEACHHS (t1,);

* OYEBMIHMHN 3arajllbHUM KJIIpEHC MNIasMu TMichas MepopasbHOro
npuitomy (CL/F);

* OYCBUAHMH 00’eM posnoainy mia yac TepmiHanbHOI (asu
BUBEJIEHHS Mic/s nepopanibHoro npuiiomy (Vz/F);

* 4ac 10 OCTAaHHBOI BUMipPIOBAHOT KOHLEHTPALIIT BHIIE HUKHBOT MExKi
BUMiptoBaHHSA (Tlast).

17. Kpurepii ouinku 6e3nexu

besneky ouiHioBam 3a 7OMOMOrok0 KIIHIYHHUX J1ab0paTOPHUX TECTIB,
OCHOBHHMX  MOKa3HMKIB JKMTTEAiANBHOCTI  opraHismy, EKI vy
12 BinBenenusx (EKI) ta HeGaxkanux ssuuy (HS1).

18. CtaTucTHuHI MeTOAH

PapmakokiHeTHKA:

YCi OnMCOBI CTATUCTMYHI MOKa3HUKH KoHUeHTpauii BLU-667 y
nnasmi kpoBi Ta/ado @K mapamerpu Gyau OTpUMaHi 3a JONOMOTOK
SAS® sepcii 9.3 abo Bue.

Jns kokHoro nikyeaHHs koHueHtpauis BLU-667 y niasmi kposi
Oyna 3a3Ha4YeHa Ta MiJcyMOBaHa 3a HOMiHAIBHMM YacoM 360py AaHUX
yeix cy6’ekris y nomynauii ans ouinku ®K. Jlani 11010 koHueHTpauii

|BLU-667 y nnasmi kpoBi Oy HaBejieHi i3 TAKOIO caMOI0 TOYHICTIO,
| i 3 = s

|9K 1 oTpumaHa B OioaHaniTH4Hii jgabopaTopii. 3BeleHa cTaTUCTHKA,
|BKJIIOUArOYH posMip BuOipku (n), apudmernune cepeinne (cepeane).
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\pedepenTHOrO NiKyBaHHSA (JiKyBaHHA B).

J|<ni}-[itmoro JAocHiKeHHs, OyaM  3aKoJOBaHi 3a  JOMOMOroR

cTaHaapTHe BiaxuieHHs (SD), koediuieHt Bapiauii (CV%), MiHiMyM,
MeliaHy, MakcumyM Ta Kinbkicte (n_BLQ) i Bigcorox (% BLQ)
3HayeHb MeHule Mexi Bu3HaueHHs (BLQ), Oyau obuucieni amsa ycix
4acOBMX TOYOK HOMIHANBHOI KOHUEHTpauii. Bukioveni nadi 6yab-
AKoro cy0’exTa OyJii 3a3HaueHi B Ta0IUISX KOHLIEHTpPALliT, 0IHaK OYJIH
BHUKJIIOUEHI 31 3BeJIeHOT CTATUCTHKH i Oy/IM MO3HAUEHI Ta BHECEHI /10
BMHOCKM BiJMOBIAHUM YMHOM. Yci 3HaYeHHst koHueHTpauii BLQ Oynu
HaBeJeHi sk ‘BLQ’ B Tabnuuax KoHUEHTpalil Ta BHECEH] 10 BUHOCKH.

Hucnepciiinuii aHanis

Jlns  JocsrHeHHst nepBUHHOI wini Oyna  3acTocoBaHa MoJeb
aucnepciiinoro  ananizy (ANOVA) In-tpanchopmosanux OK
napametpiB Cmax, AUCo.t i AUCo.int 32 gonomorow SAS® PROC
MIXED. Mogens ANOVA Bkmovana MOCHiAOBHICTE, nepioa i
NiKyBaHHs fAK (ikcoBaHi edekTH, i Cy0 €KT, 3rpynoBaHUil y Memxax
MOC/IiJOBHOCTI, K BunajakoBuit edext. [TocaigoBHicTh TecTyBanu 3a
JOMOMOroK0 cy0’e€KTa, 3rpyrnoBaHOro y Mekax MOCHiJOBHOCTI, SIK
napamerpa nomuwiku npu 10 % pieHi 3Hauywocti. Koxxen ANOVA
BK/IIOYaB 00UHC/ICHHS CepeIHbOKBAIPATHYHOIO CEPEAHBOrO 3HAUCHHS
(LSM) i pisauui LSM ans nikyaHHs. BigHollleHHS reoMeTpH4HHX
LSM Oynu obuucieHi 3a 10MOMOrow MoTeHLitoBaHHs pizHuLi LSM
ang  nikyBaHHsa. Lli BigHOWIEHHA BHpa)KeHi y BiACOTKaxX 11070
pedepenTHoro nikyeanHs: JgikyBaHHs B: BLU-667 (kancyiwu,
4 x 100 mr).

BianoeigHo 1o ABOX OJHOCTOPOHHIX t-kputepiiB, 90 % aoBipui
intepanu ([II) ans BiaHoweHHs reomerpuuHux cepeaHix (GMR)
OyaM OTpUMaHi MUIAXOM MOTeHLioBaHHA I, OTpUMaHUX 1151 pi3HML
Mibk LSM a5 nikyBaHHS B pe3y/bTaTi aHami3zy In-rpaHcdopmoBaHmux
Ciax, AUCo.t i AUCop.inr. JII Oynu BupaskeHi SK BiICOTOK BiHOCHO

Henapamerpuunuii aHami3 Tmax

Timax aHATI3yBAAM 32 JONOMOTI0IO HEMapaMeTpUYHOTrO aHali3y MapHUX
3pa3KiB (CTaTUCTMYHUN KpuTepi 3HaKOBMX paHriB BinkokcoHna).
Piznuuro meniad  (edekr JiKyBaHHs) po3paxoBYBaiM METOLOM
Xomxeca — JlemaHa (3a 1OMOMOror0 cepesiHiX MokasHukiB Yosina), i
BianosiaHi 90 % JII Oyiu obumcneni 3a gonomororo Metoga Tyki. Tiax
He miasras sorapudMiunii TpaHchopmarii.

be3neka:

Jlani 3 kniHiyHOT Oe3nekM Ta nepeHocHMoOCTI Oyau 3a3HauyeHi
BIIMOBIIHO 10 JiKyBaHHS Ta Ccy0’€KTy i HaBeleHi y 3BEICHMX
TaONMHMLAX 34 JOMOMOroN OMUCOBOI cTraTUCTHKM. JlaHi 3 Oe3mnekw,
piomoyaroun EKT, ouiHKy OCHOBHHUX TMOKa3HHUKIB KMTTEAISIBHOCTI
Opraizmy, MacH Tilla Ta KJIiHIYHOro 1abopaTOpPHOTO OOCTEXKEHHS,
Oy y3arajbHeHi OMHUCOBMM METO/IOM 3a JiKyBaHHAM Ta 4aCOBHMH
Toukamu 300py 3paskiB. He npoBojaunacek iHdepeHLiiiHa craTucTKa
00 KiHUEeBHMX TOUOK 3 Oe3neku. Yci HA, axi BUHHKAM Nij yac uboro

‘%f/ / é@a’éy
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MeauuHOro CIOBHMKA TEPMIHOJIONIT A/l Pery/aTOpHOT AisABHOCTI
(MedDRA®) Bepcii 21.1. HeGaxani sRuIa, sKi BUHHKAIH M yac
nikyBaHHs (TEAE), 6yau HaBemeHi B TaGuuLi 3a KJacoM CHCTEMH
opranip (KCO) Ta TepMiHOM NepeBaKHOrO0 BHKOPHUCTAHHSA. 3BEJIEH]
Tab/uLli BKIIOYATH KinbKicTh cy6’ekTiB, siki noBigomunu npo TEAE,
Ta BIANOBIAHME BIACOTOK 3a JIIKYBaHHSAM Ta 3arajioM JUis
nocaipkenns. Kinpkicts TEAE Gyio y3aranbHeHO noaiGHUM YHHOM.

HemorpadiuHi XapakTepuCTUKH Cy0’€KTIB y3arajbHeHO B TaO ML

Tabnuuga. Jlemorpadiuni gani cy6’extiB (momysiis s OLHKH

0e3nexu)
[TocnigosHicTs
JIiKyBaHHs 3araniom
Xapaxrepuctuka | Karteropis/CraTHCTHKA AB BA
Cratb Kinku 14 13 27
(31%) (29%) (30%)
Yonosiku 31 32 63
(69%) (71%) (70%)
Amepukanceki iHpianui | 0 (0%) 1 (2%) 1 (1%)
ab0 KOpiHHE HaceneHHs
Ansicku
Herpoinva paca abo 2 (4%) 4 (9%) 6 (7%)
Paca acdpo-amepHKaHLi
€BporneoiaHa paca 43 (96%) | 39(87%) | 82(91%)
| €pponeoiana paca, 0 (0%) 1(2%) 1 (1%)
19.  Jemorpadiuni  nokazHUKH HerpoiaHa paca  abo
JOCIiKyBaHOl momyasnii  (crars, appo-amepukany
BIK, paca, ToLO) Ienancekoro abo | 30(67%) | 36(80%) | 66 (73%)
NATHHO-
aMEepUKaHCBKOrOo
Etniuna MTOXO/IKEHHA
npuHainexkHicts | HeicmaHebkoro abo | 13(33%) | 9(20%) 24 (27%)
JIATHHO~-
aMepHKaHChbKOro
[10XOKEHHS
n 45 45 90
CepenHe 3HaUEHHS 41.1 43.1 42.1
Bix (paxs) CTaHIapTHe Bi AXHJIECHHS 9.16 7,92 8.58
Minimym 19 19 19
Meniana 41 44 43
Makcumym 55 54 55
JlikyBanus A = mpuiiom 400 mr (tabnetku, 4 x 100 mr) BLU-667 B nems | y
roauuy 0 HaTiie BpaHLi (JOCTiKYBaHe JTiKYBaHHs)
Jlikyanns B = npuitom 400 mr (kancymu, 4 x 100 mr) BLU-667 B neub 1 y ronuny
0 Harwe BpaHui (pedepeHTHE NiKyBaHHS:)
*Bik po3paxoBaHuii i 4ac npuiioMy Nepuioi 103H.

PesyabTaTi moao papmakokiHeTuku

[Tpuitom BLU-667 y tabnerkax (4 x 100 Mr) npu3BoAHB 10 BHLIOT
koHuenTpauii BLU-667 B nna3mi kpoBi qo 168 roaun micis npuiiomy
MopiBHAHO i3 npuiiomom BLU-667 y kancynax (4 x 100 mr).

20. PesyiibTatu eheKTHBHOCTI
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Konuentpauii BLU-667 B nnasmi kpoi Oyiau moniGHumu yepes
192 ropunu micna npuitomy as 060x dopm Bunycky. Konuenrpariis
JiKapcbKoro 3aco0y B M1a3Mi KpoBi J0csria MakcuMyMy depes 2,5 Ta
4,75 roauu nicns npuiioMy no3u BLU-667 B TaGneTkax Ta Kancynaax
BIAMOBIHO. Binplie mnonoBMHK cy0’eKkTiB Maid BUMiprOBaHi
KoHueHTpauii 10 168 roaun Ta 144 roauu nicias npuiiomy g03u BLU-
667 B Tabnerkax (4 x 100 Mr) i BLU-667 y kancynax (4 x 100 mr)
ginnosiano. Tpuausre (30) i BiciMuaguste (18) cy6’exTiB Manu
BUMiprOBaHi KOHLEHTpalii yepe3 192 roauuu nicas npuiomy BLU-
667 y Ttabnetkax (4 x 100 mr) i BLU-667 y kancynax (4 x 100 mr)
BiAMOBIHO.

IopiBuanna @K napamerpis micia npuiiomy BLU-667 y TabneTkax
(4 x 100 mr) i BLU-667 y kancynax (4 x 100 Mr) npoaeMOHCTpYBaJio
HaBe/IEHI HIDKYE Pe3y/1bTaTH.

* 3miHa gopmM BUMyCKy 3 Karcya Ha TabneTKd Mana BIUTMB Ha
LIBMIKICTE Ta cTymiHb abcopbuii BLU-667. Excniosuuis BLU-667 3a
suMiproBaHHAM GeoMean Cmax, AUCoq Ta AUCq.int 30iNbLIKIACH
micyis npuiiomy BLU-667 y Tabnetkax (4 x 100 mr) npu nopiBHAHHI i3
BLU-667 y kancynax (4 x 100 mr).

* Meniana Tmax BLU-667 nicis npuitomy BLU-667 y Tabnerkax
(4 x 100 Mmr) abo BLU-667 y kancynax (4 x 100 Mr) craHoBuia
3,25 roaunu (gianason: 1 — 12 roguu) i 4,75 rogunu (nianazon: 2—
24,03 roguuu) BiANOBIIHO.

* Cepenne 3HaueHHs ti2 BLU-667 cranoBuno npu6auszno 17 rogun
1 060X (hopM BHUITYCKY.

3miHa (GOpMM BHUIYCKY 3 Kancyl Ha TablleTKd Maia BIUIMB Ha
WBMAKICTE Ta cTyniTe abcopbuii BLU-667. Meniana Tmax micns
npuitomy BLU-667 B TabiieTkax Ta Kancynax cTaHoBHMia 3,25 roguHu
, ta 4,75 roaunun BignosigHo. 90 % I ans pisuuui memian Tmax
(Hocnimkypanuit — Pedepenthuii) He MicTHB 0, 110 CBIUMTE Mpo Te,
o Tmex BLU-667 nas nikyBaHHs TabieTKaMd Ta Kancynamu
craTicT4HO BizpizHaBea (p < 0,001). Cmax, AUCo i AUCq-ins BLU-
667 zaranom Oyau Ha 71 %, 76 % i 75 % suwi micns npuiiomy BLU-
667 y Tabnetkax (4 % 100 mr) y nopisrsHHi 3 npuiiomom BLU-667 y
Kancyjiax (4 x 100 mr), i 90 % nosipuuii iHTepBan M BiJHOIIEHHS
FeOMETPHYHHX Cepe/IHiX He 3HaxoauaHcsa B mexkax 80-125%. Tomy
BLU-667 y dopmi tabierok Ta kancyn mo 100Mr He €
Ol0eKBiBaJIEHTHHMH.

Y upoMy J0CHiIKEeHHI He 3apeecTpOBaHO JieTalbHHX BHMAAKIB abo
CHSL. Omun (1) cy6’exT nepeayacHo NPUMNMHUB JIiKyBaHHA uepes H
Y BUIJIS/l i IBUILEHHS PiBHA apTepialbHOrO THCKY, 110 BBAKAIOCH He

MOB’SI3aHUM i3 J0CTIIXKYBAHUM JIiKAPCHKMM 3aC000M. 3araioM BCbOro
21. Pe3ynbTaTu Gesnexku § e
i nosiaomisiioce npo 122 HA 52 % cyO’extiB, Bxaouyaroun 37 %
cy0’exTiB nicas npuitomy BLU-667 y tadnerkax (4 x 100 mr) i 48 %
cy0’extiB micns npuitomy BLU-667 y kancymax (4 x 100 mr).
binbwicte HS (88) BBaxanuck 1erkoro CTymeHs TAKKOCT

%%"%&%p Gl
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(1 crynensr). ¥ yotupbox (4) cy6’exrie Bunukam HS, sxi Gynu
PO3LIIHEHi FOJIOBHUM JOC/IIHUKOM SIK TAXKKi (3 cTymeHs) i BKIOYanu
nigsuineHHsa pisHs AJIT y 1 cy6’exrta (BBaXKanocs MnoB’s3aHUM i3
AOC/IKYBAHAM  JIKAPCBKUM  3acO00M),  MiABMINEHHSA  piBHA
aprepialbHOrO THCKY y 2 cy0'ektiB  (0OMABa  BBaXKAIUChH
HETIOB’ A3aHUMH i3 OCTIKYBAHUM JTIKAPCHKMM 3aC000M) Ta CHHKOME
y 1 cyb’ekra, mo Oyno cnpuyMHEHE BEHENYHKLIEH 1 BBaXkKanioch
HEMNOB A3aHUM 13 J0C/i/UKYBAHUM JIIKAPCEKMM 3aco0oM. [onoBHUiL
JOCHiAHUK po3uinuB 8 H sk noB’s3aHi 3 10C/i UKy BaHUM JiKapCEKUM
3acoboM Ta |14 Ak HemoB’A3aHi 3 AOCHIKYBaHHM JIKAPCHKUM
3acobom,

Y 1pOMY JOCIIKEHHI HE CIIOCTepiranocs Mos’ a3aHuX i3 JiKyBaHHAM
3MiH 1a0OpaTOPHHUX JAHMX, OCHOBHMX MOKA3HUKIB JKUTTEAISIBHOCTI
opranizmy Ta EKT".

He cnoctepiranocs BigminHocTi B mnpodini Gesmeku micis
nepopaibHOro mnpuiiomy oaxopasosoi ao3u BLU-667 no 400 mr y
TabneTKax Ta KarcyJax.

* ®opmu Bunycky BLU-667 y tabnetkax ta kancynax no 100 mr He
€ OioeKBiBaJICHTHUMMH.
22. BUCHOBOK (3aK/IIOUEHHS ) * He cnocrepiranocst BinMiHHOCTI B npodini Oesmeku micis
nepopajbHOro mnpuiiomy oanopasosoi go3zd BLU-667 400 mr vy
TabsieTKax Ta Kancynax.

bazeuns, 27 kBiTHa 2021 poky
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