3BIT

Npo JOKMIHIYHI J0CTIIKeHHS

1. HasBa mikapcekoro 3acoby (3a
HasBHOCTI - HOMEP PEECTpPAIHOTO
MOCBITUCHHA):

Jleitrpac®, posunn s in’exuiii, 6 Mr/0,6 M

(nezghinepacmium)

1) Tun sikapeskoro 3acody, 3a AKUM
nposoaunacs adbo IIaHyeThCs
peecTpariis

Jlixapepkuii 3acid 3 npoxykuii in bulk

2) NpOBEAEH] TOCTIHKSHHS TaK HI KOO Hi, OOIPYHTYBATH
2. @apMaKonoris:
1) mepBuHHa papMakoIMHAMIKE FxBiBaneHTHa eQEKTHBHICTL BITHOBIEHHS KIUTBKOCTI

HeWTpodimiB y kpoBi y camox wmumeidr BALB/c 3
HeHtTponenieto, cnpuunHeHoi CPA, noBeneHa B xoji
TMOPIBHSJIBHOrO JOCHIDKEHHS Terdiarpactumy 3 JBOMa
KoHTpoasHuME npenapatamu Neulasta® EU ta Neulasta®
US (mocnimxenns Ne410.419.1796).

IopiBusneHE  JOCHI/DKEHHS  TPHOX  PI3HHX 703
nerginrpactuMy Ta pedepentaoro npenaparty Neulasta®
EU ta Neulasta® US npu mimkipHoMy BBEACHHI MHIIIAM-
anp0lHOCaM 3 HEHTPONEHIEH)  NMPOJEMOHCTPYBAJIO
€KBIBATEHTHY e(eKTUBHICTE 110  BIJHOINEHHIO [0

abconmoTHOI KislbKoCTi HeHTpodinir (nocnimkenus BIO-EF
697)

2) BTOprHHA hapMaKoquHAMIKA

3) dapmaxonoria Oeznexku

4) papmaxoagnHamMigH] B3aeMOII1

Y BigmoBimrocti no «Guideline on similar biological
medicinal productsy (CHMP/437/04/), «Guideline on
similar  biological medicinal products containing
biotechnology-derived proteins as active substance: non-
clinical and

clinical issues»
(EMEA/CHMP/BMWP/42832/2005) NOKIHIYH]
TOCI YKEHHST BTOPHHHOT (bapmMakoMHAMIKH,

(papmaxoorii Oe3mexy Ta QapMakoAHHAMIYHOT B3AEMOMIIT
TKapCcEKOro 3acolby merginrpacTuMy He IPOBOIHIHC.

3. DapMaKOKIHETHKA:

1) aganmiTH4YH1 METOAVKH Ta 3BITH
o0 Ix Bayigaril

2) BCMOKTYBaHHA

3) posnoain

4) metabomnizm

Bignosimao mo BuMor «Guideline on similar biological
medicinal products» (CHMP/437/04/), «Guideline on
similar ~ biological medicinal products containing
biotechnology-derived proteins as active substance: non-
clinical and clinical issues»
(EMEA/CHMP/BMWP/42832/2005) JOKITIHIYHI
(papmaxokiHeTHuyHi nocnimKeHHS merdiarpacTuMy He
IIPOBOIFITHCS




5) BUBEICHHA

6) hapMakoKiHETHYHI B3aeMOIi]
(mOKJTiHIYHI)

7) inmni papMaKoKiHETHYHI
MOCTLKEeHHS

4. TokcHKoOIOTIA:

1) TOKCHYHICTB V pasi
0JIHOPAa30BOr0 BBEIEHHS

Bimnmosinuo no «Guidance on similar medicinal products
containing recombinant granulocyte-colony stimulating
factor (EMEA/CHMP/BMWP/31329/2005)» moxminiusi
JOCITIIKEHHS TOKCHYHOCTI Y pasi 0IHOPaz0BOTO BBEIEHHA
MIKapCcbKOro 3aco0y NergirpacTuMy He POBOIHIHCS.

2) TOKCUYHICTE ¥ pasi IOBTOPHHUX
BBEICHD

YoTupsox THKHEBE hapMaKo-TOKCHKOJIOTIYHE
IOPIBHATBHE  JOCHI/DKEHHS [OBTOPHHUX  ITIIIKIPHHX
BBENEHE nerdinrpactumy Ta Neulasta® camiram i camkam
mypie  Wistar, ske Brmodano B cebe 14-meHHe
JOCHI/PKEHHS  TOKCHKOKIHeTWKHM  micms 14 mmiB
BiZIHOBJICHHS BHSBUIIO TIOPIBHSHI KIHETHYHI BJIACTHBOCTI
NOCHIZKYBAHOTO Ta pedepeHTHOro Mpemapartis, 3
ypaxyBaHHAM MUDKIHAMBIY&IbHOT BapiabelbHOCTI MIK
TBapuHaMu. BinHocHa 01010CTYIHICTE DOCITIIKYBaHOTO T2
KOHTPOJILHOTO TIPONYKTIB MOpiBHAHHI. 3aranom He Oyio
BUSABIIEHO 3HAYHHX BIAMIHHOCTEH MIXK JOCIIDKYBAHUM 1
pedepeHTHIM JIKapCHKUME 3aco0aMu [IOJO IapaMeTpis,
OIIHEHUX y TOKCHKOJNOTIUHIH YacTwHi JOCIHHKEHHS.
Obunea mpemaparé T1OKasajid NOPIBHAHHH  egekT
(mocmimxenus 410.120.1797).

3) TeHOTOKCHYHICTS:
in vitro

in vivo (BKJIIOYAROYH J[0JaTKOBY
OLIIHKY 3 TOKCHMKOKIHETHKH )

4) KaHIIepOTCHHICTb:

TTOBTOCTPOKOBI JIOCTI IKEHHS

KOPOTKOCTPOKOBI JOCTIIKEHHS
00 IOCIILIKEHHS CepeIHbOL
TPHBAIOCTI

TOIATKOBI MOCITLDKEHHS

Bimnosinao o «Guideline on similar biological medicinal
products» (CHMP/437/04/), «Guideline on similar
biological medicinal products containing biotechnology-
derived proteins as active substance: non-clinical and
clinical issues» (EMEA/CHMP/BMWP/42832/2005),
JOKITIHIYHI JOCTIKEHHS FeHOTOKCHYHOCTI in vitro/in vivo
(BKIIOYAIOUH MONATKOBY OINHKY 3 TOKCHKOKIHETHKH) Ta
NOCTIIKEHHS  KaHIEPOTeHHOCTI  JHKapchKoro — 3acoly
NergiIrpacTUMy He MPOBOIHIIHCS

5) penpoIyKTHBHA TOKCHYHICTE Ta
TOKCHYHHH BIUIUB HA PO3BHTOK
[IOTOMCTBA:

Hoxminiumi JoCTiAKeHHs PepOLYKTHBHOI TOKCHIHOCTI Ta
TOKCHYHOTO BIUIMBY HA PO3BUTOK IIOTOMCTBA JIIKAPCHKOIO
3aco0y mer@inrpacTaMy He IPOBOJMINCA ¥ BiMIIOBIIHOCTI




BILIUB Ha (PEPTHIIBHICTS 1 paHHIH
eMOpiOHATBEHIH PO3BHTOK

eMOPIOTOKCHYHICTE

MpeHaTalbHAa 1 TOCTHATAIILHA
TOKCHYHICTE

MOCTIIIKSHHS, TIPH SKUX IIperapar
YBOIHTECS IIOTOMCTBY
(HEeCTaTeBO3PLINM TBAPUHAM)
Ta/a00 OLIHIOETHCS BiaoaIeHa ais

mo sBumor «Guideline on similar biological medicinal
products» (CHMP/437/04/), «Guideline on similar
biological medicinal products containing biotechnology-
derived proteins as active substance: non-clinical and
clinical issues» (EMEA/CHMP/BMWP/42832/2005).

6) MicIieBa IIeEPeHOCHMICTE

JocnikeHHA MICIIEBOT MEePeHOCUMOCT] merdinrpacTumy
MOPIBHAHO 3 OpHTiHATBHEMH mpomykTamu Neulasta® EU
ta Neulasta® US Tta xourpomsuauM 0,9% dizionoriynum
PO3YMHOM Y  HOBO3EIAHACEKHX  OUIMX  KPOJHKIB
IIPOAEMOHCTPYBANO, IO OIMBIIICTE CIOCTEPEIKYBAHUX
edexriB Oynu CpUHUUHEH] POy POIO JIIKYBaHHS, TOOTO
BHACJIIOK MMYHKIIT KPOBOHOCHOT CY/IHHM, 1 Oy I MOPIBHSHL
3 pe3yJbTaTaMH Ha JUITHKaX KOHTPOJIBHOrO 1 pedepeHTHHX
npenapariB.  [ICTONATOMOTIYHO B JIOCHIKYBaHHX
TKAHMHAX HE BHSBIEHO JKOJHHX 03HAK HENEPEeHOCHMOCTI
OCIIKYBaHUX pedoBHH (mocmimkenns 410.542.4251).

Hocnimrenns ceHcnOimizanii myipn nerdiarpacTuMoM Ta
Neulasta® EU Ta Neulasta® US y MOPCBKHX CBHHOK
IPOJEMOHCTPYBANO  BiACYTHICTE  ceHcubinmizariifHOro
HOTeHLially, SIK Yy pO3pOOJIEHOro TaK i y OpHUIiHATBHHX
npoayKTiB (mocmimkenus 410.552.4252)

7) mOAATKOBI AOCTIIKEHHS
TOKCUYHOCTI:

AHTUIE€HHICTH (YTBOPEHHS aHTHTLI)

IMyHOTOKCHYHICTE

JTOCHIJKEHHS MeXaHi3Mis mil

JIKapChKa 3aIeKHICTD

TOKCHYHICTE METa0OMITIR

TOKCHYHICTE JOMIIIOK

{1

JlonaTkoBl TOKITHIYHI JOCTIDKEHHS TOKCHIHOCTI
ner¢hinrpacTEMy He TIPOBOIUIIKCS ¥ BIATIOBIAHOCTI M0
BuMor «Guideline on similar biological medicinal
products» (CHMP/437/04/), «Guideline on similar
biological medicinal products containing biotechnology-
derived proteins as active substance: non-clinical and
clinical issues» (EMEA/CHMP/BMWP/42832/2005).

5. BHCHOBKH 1100 JTOKIiHIYHOTO
BHBYCHHS

IIpopezieni  MOKMIHIYHI  JOCHIKEHHA 3  BHBYUCHHI
BJIACTHBOCTEH reriarpacTuMy MpoBeIeH] y BIAMOBIIHOCTI
no Bumor «Guideline on similar biological medicinal




products» (CHMP/437/04/), «Guideline on similar
biological medicinal products containing biotechnology-
derived proteins as active substance: non-clinical and
clinical issues» (EMEA/CHMP/BMWP/42832/2005)Ta
«Guidance on similar medicinal products containing
recombinant  granulocyte-colony  stimulating factor
(EMEA/CHMP/BMWP/31329/2005)». 1li mocmimxeHHS
OylIu NOpIBHSUIBHHMM T4 HE BHUABUIHM BIIMIHHOCTEH B
KIIFOYOBHX IapaMeTpax 010710TIUHO noJiOHOro
TiKapceKOTOo 3acody ¥ mpenapary nopisHgHHS (Neulasta®
EU Ta Neulasta® US).

—

3asABHUK
(BmacHWK
peecTpamifnoro
NOCBITYEHHA)

/ (II.1.B)




3BIT

Nnpo KJaiHIYHe BUNpoOyBanHa Nel

1. Ha3zpa nikapcekoro 3aco0y (3a
HAsSBHOCTI - HOMED
PEECTPAIIIHHOTO TTOCBITIEHHS)

Jleiirpac®, posunn s in’exiii, 6 Mr/0,6 M

(neaghinepacmum)

2. 3asgBHUK

AT «Dapmak»

3. Bupobuux

Iarac ®@apmacerorikanc Jltn., lanis

4. ITpoBeeni JociiKeHHS:

TaK Hl SIKIIO Hi, OOIPYHTYBaTH

1) Tan nikapepKoro 3acoly, 3a
SIKHM IIPOBOJHIACH abo
TTAHY€THCA PECCTpaLtis

Jlikapcexuit 3aci6 3 mpoayxkuii in bulk

5. IloBHa Ha3Ba KIIHIYHOTO
BUIIPOOYBAaHHS, KOJOBAHUI HOMED
KITIHIYHOTO BUIIPOOYBaHHA

IlopiBusiibHEe, paHIOMI3OBaHE, OJHOMO30BE, 3aCHIIIICHE,
IBOCTOPOHHE IIepexpecHe dhapMaKoKiHeTHIHE Ta
(hapMakogMHaMiuHe NOCTIKEHHS IiINIKIPHOTO BBEICHHS
3I0POBHUM HOOPOBOJBLSM IEriIbOBAHOrO arno-QinrpacTuMy
(Anotekc Iuk.) Ta Heviacta® (Amren Iuk.) (CLLIA).

Howmep punpobysanns: APO-PEG-02

6. ®aza KITHIYHOTO
BHIIPOOYBaHHS

I dpaza

7. Ilepioa npoBeIeHHS KIIHIYHOTO
BUNPOOYRAHHS

3 14.04.2013 mo 08.07.2013

8. Kpainu, ne mposoguiocs
KITIHIYHE BHIIPOOYBaHHS

Kanana

9. KinpKicTh JOCHIIKYBAHHX

3arjiaHoBaHa; 66
baxTHuna: 56

10. MeTa Ta BTOpHHHI 11/
KTIHIYHOTO BHNIPOOYBaHHS

Ouinka Ta nopiBHsHHA 0lomoaidHOro pexoMOIHAHTHOTO
IET1IEOBAHOTO ano-QinrpacrTumy (meruiboBaHui
KOJIOHIECTUMYIFOIOUHH (haxTop rpamyiountis; pegG-CSF) 3
pedepenTHuM  kommapatopoM Heymacra® (CIIA) y
3/I0POBHX INOOPOBOIBIIB HA OCHOBI apMaKOKIHETHYHHMX Ta
thapMakogHHAMIYHHX

BUIIPOOYBaHHS

napaMeTpiB  IiCHsS  MiAMIKIPHOTO
BBEACHH 0JIHOPA30BOI JO3H 6 MT.
11. JIn3aiis KIIHIiIHOTO @aza [, pangomizoBaHe, 3acTilUieHe, IBOCTOPOHHE

IepeXpecHe JOCIIUKEHHS 0JHOPA30BOi J03W, MPOBEJIEHE 32
YYACTIO 3/I0POBHX AOPOCIHX IOOPOBOJNBINB YOJI0BIUOI Ta
AIHOYOI cTaTi B cTaHi HATINECEPIE

12. OcHOBHI KpuTepil BKIFOYEHHS

1. BinoBiHiCTE BikoBuM, IMT T4 BArOBUM BUMOTAM;
2. IPOXO/IKEHHS CKPHHIHTY;

3. mignucana gopma iHGOPMOBAHOI 3T01H;




4. NIpUHHATHHAN TECT Ha AJKOTOJNb Ta/ab0 HApKOTHKH I 4ac
peecTpalii B KOXKHOMY HIepIOL;

5. IPUHHATHUN PIBEHb 310POB’ 1, KPOB’AHOTO THUCKY, YA4CTOTH
MyJIBCY Ta TEMIepaTypH I dYac peecTpauii B KOXHOMY
nepioni;

6. HEKYpAIIUIA;

7. KIHKH-CY0 €KTH JOCTIDKEHHS 3 TITOPOIHUM IOTEHLIAIOM
NOBHHHI OyTH a00 CeKCyalbHO HEaKTHBHMMH (YTPHMAHHA)
npotarom 60 mi6 g0 mpuitoMy IIepiiol 03 Npernaparis
JOCTIIKEHHS Ta [IPOTATOM BChOTO ZOCIIDKEHHS, a00 IIOBUHHI
BHKOPHUCTOBYBATH OJIMH 3 HACTYIHHX METOIIB KOHTPOIIO 3a
HApOIKyBaHiCTIO:

- XxipypriuHa crepwiizamis (IBOCTOPOHHS IIEPEB’sA3Ka
MAaTKOBHX Tpy0, TICTepeKTOMIs, TBOCTOPOHHS OBAPI0EKTOMIS)
IPOTSIOM [MOHANMEHITIE 6 MICAIILB;

- BeTanosiaena BMC monaiiMenine 3 MicsI;

- Oap’epui Meromm (mpesepBaTuBH, miadparma) i3
cuepMinmaoM mpotsaroM 60 ni6 mo npuitomy mepimol mosu
IIpenapaTiB JOCTLIKEHHS Ta IPOTSITOM BCHOTO JOCIIKEHHS;
- rOpMOHaJIbHA KOHTPALENis [POTAroM IIOHaiMeHlle 3
MiCSIIiB 0 MIPUAOMY TIepIIoi M03H IpenapaTiB JOCTIHKEHHS.
3MiHy METO/IIB KOHTPOJTEO 33 HAPOPKYBAHICTIO il 4ac y4acTi
B JOCTIDKEeHHI OYIyTh OLIHIOBATUCH 3 TOUKH 30PYy KIIHIYHOT
NPUHHATHOCTI;

8. mocTMeHomay3albHI OKIHKM 3 aMEHOPEE IIPOTAroM
IOHAWMEHIIE 2 POKIB MiTXOAATh IJIS YYacCTi.

13, TocnipkyBanuii JiKapehKuit
3aci0, crocid 3acTOCYBaHHS, CHIIA
il

[Terinmpopanuii anmo-ginrpactuM (Anorexc [HK.)

Hoza: 6 mr (1 x 6 mr nerdinrpactumy/0,6 MJI nonepeIHbO
HAITOBHEHHH [IITPHII)

Jlikapceka Gopma: po3uus Juist 1H'€KIiH

Crnioci6 3acTocyBaHHsL: T IIKIpHA iH' €KITist (BBOJATH Y IIEUe).

14. Ilpenapat mopiBHAHHS, 1034,
crioci0 3acTOCYBaHHA, CHITA JUii

Heymnacra®

Hoza: 6 Mr (1 x 6 Mr merdinrpactumMy/0,6 MI IOMEPEIHbO
HATIOBHEHHH TIITTPUIY)

Jlikapeska opma: po3uns Juist iH'exiii

Crioci6 3acTocyBaHHs: NIAINKIpHA 1H €KIis (BBOJSATS Y IIeYE).

15. CymyTHa Teparis

3a BHHATKOM IIPHU3HAYECHUK NPOTU3AINTITHUX IIperaparis,
IOPOTATOM 2 TIDKHIB 10 ITOYATKY NOCTIKEHHS 1 Mo #oro
3aBeprIeHHs 3a00pPOHANIOCH BUKOPHCTORYBATH Oy Ib-AKi JTiKH.
ITin wac mocmijpkeHHst OYJIH JO3BOJIEHI JIMINE IperaparH,
[IPU3HAYEH] TOCTIIHHIBKAM TIEPCOHANIOM, i JTIKH, HeoOXigHi
IUTS IPOTHIIT HeOAKAHUM SBHIIAM.

16. Kputepii omisku
e(heKTUBHOCTI

IleppurHi  kiHIEBl  (QapMakOKIHETHYHI  TOYKH I
nerguIrpacTuMy:

[Tapamerpu AUC i Crmax.

[lepBuHHI KiHNEBI (PapMaKOIHMHAMIYHI TOYKH:

ITapameTrprr AUEC: 1 Emax abcommoTHOI KinbKocTi HeATpodinis
(AKH).

17. Kputepii ouiHKH Oe3nexu

Owinka no6iuyHuX ABHI, NTa0OPATOPHKX TECTIB, MOKA3ZHHKIB
KHTTEAIAIBHOCTI Ta IMYHOT@HHOCTI.




18. CrareTH4H]l MeTOIH

Cratuctiunmii ananiz GapMakoKIHETHKH:

Ins  manmx merginrpacTumMy NPOBOJMIM AUCIIEPCIHHMIT
anams (ANOVA) napamerpis AUCt, AUCing, Cmax, Cl 1 Vd,
norapuM-TpaHcHOPMOBAHUX i HETpaHCHOPMOBAHHX
napameTpiB Tmax, Kei 1 Thaif.

dapMakOKIHeTHYHHH  CTATHCTHYHMH  aHami3  BKJIIOYAB
OTHUCOBY CTATHCTHKY MO Cy0’€KTax i B paMKax JIIKyBaHHH,
HEPIOAIB 1 MOCIIIOBHOCTEH.

CraTuctuunmit ananis gapMakoIHHaMIKU:

I AKH 1 manux mpo abCcosroTHY KUTBKICTE KmiTHH CD34+
OyJ0 BHKOHAHO [WCHEPCIHHWK aHAT3 norapuQMIYHHX
tpanchopmoBanux  mapamerpie AUEC: 1 Emax 1
HeTpaHcdopMoBaHOro napaMerpa Tmax.

Cratuctrynmit anani3 dapMakoIHHaMIKH BKIIOYaB OIHCOBY
CTAaTUCTUKY UL CyO’€KTIB 1 B paMKax JIKyBaHHS, IEPIOIiB 1
ITOCTITOBHOCTEH.

19. Hemorpadyivuni mokazHuKH
TOCIIKYBaHOT ITOILY AT (CTaTh,
BiK, paca, TOImo)

VY mocnmimxenHi B3smu y4acTs 49 uwomosikiB (74,24%) i 17
KIHOK (25,76%), cepenniil Bik ctanoBuB 40,46 pokis.

20. PesynwsraTi ebekTHBHOCTI

Jnsa nmapaMerpie nepBUHHOI (apMaKOKIHETHYHOT KIHLEBOT
ToukH, AUC: i Cmax mmg nerdinrpactumy, 90% mosipui
IHTePBANH MICTHIIMCS B MOMEPEIHEO BH3HAYEHOMY Niara3oHi
npuitastaocTi  80-125%: 91.7-116.1% Tta 86.7-110.2%
BinmosigHo. KpiM Toro, mmsd BTOPHHHHX 1 TPEeTHHHUX
napamerpis  90%  posipuli  iHTepRaaM  mwis  In-
tpancopmoBarux AUCix, Cl i Vd ta merparchopmoBanmx
(Tmax, Kei 1 Thaif) mapametpiB mMicTamucs B mexax 80-125%, a
mapaMeTpi TAKOK MicTuiucsa B Mexax 80-125%.

Huia nmapamerpiB mepBHHHOI (apMakoJHHAMIYHOI KIHIIEBOI
TouKd AUEC: 1 Emax 111 AKH 95% noBipdi iHTepBaIH TAKOXK
MICTHIMCA B IIONEPEIHBEO  BH3HAYEHOMY  Jiama3oHi
npuitaarHocti: 96.0-101.6% Ta 92.6-100.1% BignmosimHo.
Kpim Toro, pesynsratu CD34+ migrBeprKyrOTh MONIOHICTE
GapMakoIMHAMIKH ~ IeriabOBaHOro amo-ginrpacTuMy Ta
Heymacta®, ockineku 95% nogipui inrepsamu s AUEC: i
Emax Taxkox MmicTumucs B Mexax 80-125%: 99.5-112.7% Ta
98.7-115.5% BinmorimHoO.

TaxkuM 4MHOM, BpaXOBYIOUM CYKYITHICTH hapMAKOKIHETHUHHX
Ta (papMakoHMHAMIYHHX TaHHX, MOYKHA 3pPOOMTH BHCHOBOK
npo (apMakoKiHETHYHY Ta (GapMakoTHHaAMIYHY MMOMI0HICTH
NEriIBOBAaHOTO  ano-QuirpactuMy Ta Heymacta® micis
IiJIIKIPHOTO BBEICHHS OXHOPA3OBOI J03M 6 MI 3J0pPOBHM
J0OPOBOJIBIAM,

21. Pesyneratu Gesnexu

3aramom Oyno 3apeectpoBano 759 nebaxanux suy (H) mix
9ac JOCTiKeHHA Wil 66 cy6’exTiB, 3 akux 86,9% (660 HS)
Oymu nerkmmu, a 12,5% (95 HS) manu nomipHuii cTymiHb
TSKKOCTI. [ IprunHEAO-HACT IKOBH 3B 30K i3
AOCTIAKYBAHHMH [IpeTiapaTaMu 6yB OWiHCHHMI K IMOBIpHHMI
y 41,6% HA (316 H), moxmusuit v 38,6% HS (293 HA) i
MasioiMoBipHuit 'y 15,1% HA (115 HS). I3 3aramenoi




KUIBKOCTI 3apeecTpoBannx HeOaxanux sisuin 34,6% (263 HA)
notpeOyBanm  JIKYBaHHA  CYNYTHIMM  [IperaparaMu.
Haidimommpenimmy HS, npo sxuit mosimommsamoca y 100%
cy0’exTiB (66), Oy10 301TBIIeHHS KITBKOCT] O1IUX KPOB’ AHHX
TiTeNb, 3a HHM HIoB Oik y KiCTKax, Ipo SAKHH
noeigomisiocss y 83,3% cy0’ektiB (55) (posnany OmMOpHO-
PYXOBOTO amapary Ta CIOJYYHOI TKAaHWHHU) 1 TOIOBHUI Oimb,
npo K moBigomisnocs y 66,6% cy6’exris (44) (posnamu
HepBOBOT creTemu). Y ci HeOakaHi sBUINA OyJIH BHpIIIEH] Oe3
HACTIAKIB, 33 BHHATKOM IOJIH, MOB A3aHUX 13 ¢y €KTOM
GC34, sxuil BBaXkaBCsA BTPAYECHHM JJIf CIIOCTEPEIKECHHS 32
AJIT (57 On/m), ACT (51 Om/m), JIIT (249 Op/m) 1 ypatamu
(487  wmxmonw/nm). Craryc  BUpiIEHHS  3aTHIIAETHCH
HEBIOMUM.

Omue cepitozue HebaxaHe ABHINE CEPENHBOI BAKKOCTI, AKE
HMOBIpHO OB’ A3aHe 3 MPUHOMOM IIPENIapaTiB JOCHIKEHHS 1
crocrepiraiocs B rpymi  cy0’ekTiB, AKI OTpUMyBaIH
Heynacra®, MoBHICTIO pO3pilIKiIOCh.

[Tix gac pociipkeHHs He 0yI10 cMepreii abo IHMKX cepHo3HIX
HeOaKaHUX SBHUIIL

22. BHCHOBOK (3aKITIOUCHHS )

Ha OCHOBI CYKYITHOCTI apMaKOKiHETHUHHX 1
(hapMakoIHHAMIYHUX JAHUX, TErIBOBAHIHE amo-(pinrpacTuM 1
Heynacra® MarOThb dapmaxoxiHeTHIHY Ta

dapMakoJHHAMIYHY TTOAIOHICTE MCHs MAMKIPHOIO BBEACHHS
OJIHOPa30BOI MO3M 6 MI 3J0pPOBHM JIOOPOBONBISAM, IO
niaTBepIKy€e 610MoaiOHICTE NEriIE0BAHOr0 ano-(Giirpactumy
pedepeHTHOMY JTiKapcbkoMy 3acoby. Takox pesynpTaTi
LOTO TOCTIIKEHHS MATBEP/UKYIOTH HU3LKUK IMyHOTeHHUH
IIOTEHII AN TIETIBOBAHOTO ano-puIrpacTuMy Ta
AEMOHCTPYIOTH MOMI0HICTE TIpodimo Oe3nexu MerimboBaHoro

ano-ginrpactumy Ta Heynacra®.
7

3asgBHUK (BJIACHUK
PEECTPaIifHOTO TIOCBITUSHHS)
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3BIT

npo Kiiniune BUNPoOyBanHs Ne2

1. Haszsa mixapcekoro 3aco0y (3a
HASBHOCTI - HOMED
peecTpartiitHoro MocBiHeH )

Jeitrpac®, posunn ang in’exriif, 6 Mr/0,6 M

(nezginzpacmum)

2. 3asgBHUK

AT «Dapmax»

3. Bupobuuk

Intac @apmaceroTtikaic Jltn., [Hais

4. ITpoBeneHi QOCIIDKEHHS:

TaK HI SKIIO Hi, 0OOIPyHTYBATH

1) T nrikapceskoro 3acody, 3a
SIKMM IIpoBoAMIIacs abo
[IaHYEThCS PeecTpaLis

Jlikapcekuii 3aci6 3 mpoaykuii in bulk

5. TloBHa Ha3Ba KIIHIYHOTO
BUIPOOYBaHHA, KOJIOBAHUH HOMED
KITiHI9HOTO BUIIPOOYBaHHSA

®aza lll, pamgoMizoBaHe, aKTHBHO KOHTPOJBOBAaHE
saciminiede jociizkenmst Oesmekd Ta  eEKTHBHOCTI
HETiIBOBAHOr0 ano-QinrpacTAMy TOPIBHAHO 3 JNIEH30BAHAM
B CIIJA ta €C nixapcekum 3acobom Heynacta® na cy6’exrax
3 Ila, IIb abo Illa cramismMu paKy MONOYHHX 3a103, fAKI
OTPUMYIOTH [POTHIYXJIHHHY ai FOBAHTHY XIMIiOTEpario
TAC.

Homep nocmiprenns: APO-Peg-03

6. @aza KIIHIYHOTO
BUIIPOOYBaHHS

1T pasa

7. llepion mpoBegeHHS KIIHIYHOTO
BANIPOOYBAHHS

3 28.03.2012 mo 30.05.2014

8. Kpaium, ne nposoaunocs
KJIIHIYHE BUNIPOOYBaHHS

Vropmumra, Cnosayunna, Yeckka PecmyOmixa, Ilomsma,
Pymynis, Bonrapis, Cep6is, bocuis i I'eprierosuna, Y kpaiHa,
I'pysig, BipMenis i Pocis.

9. KinpKicTb DOCTIIKYBaHHX

sarranosana: 600
tdaxTugHa: 589

10. Meta Ta BTOPHHHI 1ILTi
KIIHIYHOTO BUNIPOOYBaHHS

OcHOBHA ~ MeTa:  IPOJEMOHCTPYBATH  EKBIBAJICHTHY
e(eKTHBHICTE MerinboBaHoro amo-ginrpactumy (APO-Peg)
nopigastro 3 muenzoadumu B CIIIA Ta cxsamennvu B €C
nponykramu Heynacra® (Heynacra FOC ta Heynacra €V
BIAMOBIAHO) y MAaLi€HTIB, AKi CTpakHaroTh Ha paHHIN pax
MOJIOYHOI ~ 3&I03M Ta  OTPUMYKOTh  IPOTHUILYXJIHHHY
aj’roBaHTHY XimioTepanito TAC (momeraxcern, 1okcopyOinuH,
nukinodochamin).
Bropunna mera:

* Oninuru 6esnexy APO-Peg nopisusano 3 Heynacra IOC
ta Heynmacta EY npm BBemendi depez 6 UHKIIB
npoTHILy xJIHHOI ximiotepanii TAC.




» OmiauTe noteHmiHHy antureHHicTs APO-Peg min gac

ximiorepamii Ta uepes 30 TWKHIB IICIA 3aBEPHICHHNA
XimioTepanmii.

11. Jmzaity KiiHig9Horo
BHIIPOOYBaHHS

@asza I, OGararomeHTpoBe, paHIOMI30BaHE, aKTHBHE
KOHTPONLOBaHe, CIille  JAOCHIDKEHHS  EKBIBAIEHTHOCTI
OesrexH Ta e)eKTUBHOCTI 38 yuacTi cyd’ eKTiB, SKi IPOXOAATH
an’oBaHTHY Tepamnio TAC micns xipypriubol pesexuii paky
MOJIOYHOI 3aII03H.

12. OcHOBHI KpUTEPii BKIIOYEHHS

1. Cy6’extur xiHo9oi crati BikoM > 18 pokis, sKi 37aTHI Ta
AKAM IIPU3HAYSHO NMPOWTH a/’foBaHTHY XimioTepanito TAC
(moueraxcen, mokcopyoimmH, nukIodochamimn)

2. Maca tina gig 40 no 120 kr

3. Cy6’extu mpotsiroM 60 mHIB TIicnsd TMOBHOI XipypridHoi
pesexnii TepBMHHOI NyXJMHH MOJOYHOI 3amo3u, abo
naMnexTomiss abo MacTeKTOMis 3 OIOICIEId CTOPOIKOBOTO
niMdoBy3na a00 MTaXBOBOIO AHCEKI{IE0 3 YITKAME KPasMH K
IUIs 1HBAa3WBHOI, TaK i IS MPOTOKOBOI KApUHHOMH in situ
(DCIS).

4. Crapuis [1a, ITb a6o I1la paky Mom04HOI 3871031

5. Craryc CxinHOI KOONEpPAaTHBHOI OHKOJIOTIYHOI TIpymnu
(ECOQ) <2.

6. ABcomroTHa KinbkicTs HedTpodinis (AKH) >1,5 x 109/x i
KinbKicTs TpoMOomuTiB >100 x 10%/1

7. AnexsatHa (QYHKIIS HHPOK [KpeaTHHIH cHpoBaTky <1,5 X
BepxHs Mexka Hopmu (BMH)]| 1 dyrxuist newinku (6imipy6in <
BMH, tpancaminasu ta siyxHi pocharaza (AP) <1,5 x BMH).
8. HopmaipHa QYHKIIS cepisd MiNTBEPKYEThCS (pakIie
BHKHY J1iBoro muryHouka (OBJILI) >55%.

9. Hemae n10Ka3iB METACTATHYHOTO MIPOLIECY

10. binatepansHa Mamorpadis wa ertami ckpuminry (abo
IHIIMH THII CKaHyBaHHs JUIf BHUKJIIOYEHHS IYXJIHHA B
IPOTHIEKHIN MONO9HIH 3a1031)

11. Cy®’ext He IUIAHYIOTE 3auaTH OUTHHY I Yac
JocrimKeHHs, abo opasy x micas Heoro. Cy6’eKTH MOBUHHI
Oyt abo B TOCT-MEHOMAy3i, Xipypriuyno He3JaTHWH s
HapoMXyBaHHA, a00 BHUKOPHUCTOBYBATH IIPUHHATHI METOMH
KOHTPOJIIC 3d HApOJKYBAHICTIO (HANpHUKIAm, TOPMOHANBHI
KOHTPALENITUBY,  BHYTPIIIHBO  MAaTKOBI  cmipam, afo
BHKOPUCTAHHA CIEpMINKAY Ta Oap’epHOro Merony) i 3marhi
IIPOIOBKYBATH TAKHH METOJ KOHTPOIIO 33 HAPOMKYBAHICTIO
IIPOTSTOM BCHOTO NEPIOAY DOCITIIKCHHS.

12. 2KiHka 3 [ITOPOOHAM NOTEHIATIOM MYCHTh MATH
HEraTHBHHH CHPOBAaTKOBUH TECT Ha BAriTHICTE HA MOMEHT
CKPHHIHTY 1 HETaTHBHHH TECT Ceui HA BAriTHICTh JI0 IIEPIIOTo
IPHHAOMY TPenapaTiB JOCIiDKEHHS,

13. baxxanns Ta 3Mora mijinucaTi iHGOopMOBaHY 3roiy

14, baxanmHa Ta 3Mora MOTPUMYBATHCH MPOLENYp, SKi
BUMAraiOThCs IPOTOKOTIOM JIOCIJIKSHHSI.

13. HocmimkyBanuit TiKapchKui
3aci0, cnocib 3acTocyBanmns, cuna

il

[Terinbopanuii amo-dinrpactum (Amotexe Ink.) (APO-Peg),
PO34KH 1718 18’ ekuiii, 6 mr/0.6 M

[Ingx BBeAEHHS: MiAIIKIpHO




14. [Ipenapar mopiBHIHAS, 1032,
criocib sacTocyBaHHs, cuia mii

Heynacta®, posunn juis in’exiiit, 6 Mr/0.6 M1

[Insx BREMEHHS: MiAIIKIPHO

15. CynyTHs Tepaiis

V  BHmamKy, SIKIO JOJaTKOBa CYIYTHA Tepamis Oyna
HeoOXIMHOW Mmix ¥ac Mepioay HOC/i UKYyBaHOrO IiKyBaHHA
(Tobro Oymp-aKki mixw, sKi mourHARTHCA 3 THXKHA 20 abo
pamimie), e 3agoKyMeHTOByBasock, He momyckanmock
OIHOYACHE BUKOPUCTAHHS IHIOUX TEMOIOETHYHHX (hakTopiB
pocTy.

[Teprunna  npodinakruusa  aHTHOIOTHKOTEpamis  He
NO3BOJICHA.

BropuaHy aHTHG10THKOMPO(ITAKTHKY DPO3NOYHHATH IIiCId
pO3BUTKY emizony (eOpuibHOT HelfTponenii 1 3MIACHIOBATH
signosigno mo pexomenmamiii NCCN Clinical Practice
Guidelines in Oncology, Prevention and Treatment of Cancer
Related Infections, V.2.2011.

Jlnst TIoKpaIen s MepeHOCHMOCT] IATOCTaTHKa 000B’ A3KOBO
38CTOCOBYBATH MPOTUOIIOBOTHE TKYBaHHSA
QJIPEHOKOPTUKOIIAMHE  (JeKcaMeTa’oH) 1  CeleKTHBHHMH
a"Tarogicramu penentopis 5-HT3 (ornanceTpoH).

16. Kpurepii ominku
e(heKTHRHOCTI

[TepBuHHA KiHIIEBa TOYKA e()DEKTHBHOCTI:

Tpusanicte Tsmxkoi wefirpomenii (TTH) y muxni 1. Baxxy
HEWTPONEHII0  Bu3Ha4YaiW sK  abCOMIOTHY  KUIBKICTB
meftrpodinis (AKH) mmxge 0,5 x 107/,

BropuHHI KiHIEeBl TOUKH e)eKTHBHOCTI:

» YactoTa Tspkkol Henrponewnii 3 1 4 crymens (AKH <1,0 x
10%/m i <0,5 x 10%/n Bignosiaxo) y makmi 1.

» ['nmubuna ta mik Haiuamwkyoi Toukn AKH y rmkmi 1.

* Yac mo signosnenns AKH micna maimmxyoro pieHs (AKH
>2,0 x 10%/n) y muxci 1.

* Ilokasumku (ebpunpHOl HEHTpONeHil y IHKIAx Ta MK
uKkIamMu. Busnauenasy Gebpunprol HeTponeHii Oya ogHa
temieparypa: >38,3°C, pumipsna mepopaibHo, abo >38,0°C
mpotsirom Gineme 1 roxuau; Helitponenia: AKH <0,5 x 10%/n
a6o <1 x 10%n i mporrosopane 3HmwkenHa g0 <0,5 x 10%/n
npoTaroM HacTynHuX 48 romun, abo MOBIJOMIECHHS IIPO
nobiuanii epexT hedpunpHOT HeHTpOTIeHil.

* [Ipodine AKH-gac y muxrti 1 (dac Big moyatky ximioreparmii
1o noasu HatHmkgoi ANC).

* QacroTa Ta THII iH(EKnil (MiATBEpHKSHUX KyIETYPaIbHO).

» Uactora BHYTpilIHBOBEHHOI (B/B) aHTHOlOTHMKOTEepamii Ta
rocniTanizanii.

* Mo6inizauis kmitan CD34+ (nuine B OKpeMHUX LEHTpax) y
K 1.

* HacToTa, TSOKKICTE 1 OIIUpeH s 00JII0 B KICTKAX.

* BizcoTok mocTapieHol 3anmmaHoBaHol J03u XiMioTepartii.




* Yactka cy0'ekTiB 13 3MCHIICHUMH, IPONYINEHHME a00
BIOKITAACHUMH A03aMH XiMioTeparii.

» KiybKicThb JIHIB BIACTPOUKH XiMioTEparii.

» BunuxHeHHs Ta/ab0 3HUKHEHHS MYKO3UTY, CIIPHIHHEHOTO
XIMIOTEpAMIEL.

17. Kpurepii owinku Oe3nexu

* Yacrota nebaxanux seumy (HS) (yei, TsoKkl Ta cepilosHi),
knacudikoBana 3a KIAacoOM CHCTEM OpraHip, OaxaHuM
TEPMIHOM, TOKKICTIO Ta 3B’S3KOM i3 IIpemapaTtaMu
TOCIL I HHS.

* Peaxii y micrni in’exmil.

* MOHITOPHHT JKUTTEBO BAIIHBHX ITOKA3HHKIB.

» HassmicTs anTWTin i BIOXWIIEHHS BiI HOPMH pPE3yJBTAaTIB
KJITHIYHEX J1a00paTOPHUX JTOCIIIKEHB.

18. CrartucTrudi MeTonn

IIlo6 mneperiputu exBiBaseHTHICTE APO-Peg 1 koskmHoro
npoaykTy Heymacta (FOC Ta €V), Oynmo pozpaxoBaHO
nBocToponHid 95% mosipumii imTepBan (JII) maa pizHHLI
(APO-Peg wminyc Heynacra) TTH y muxmi 1. J[BocTopoHHI
95% Al ©Oynmu oTpumadi 3a JONOMOIOIO  MOZENI
OJTHOCTOPOHHBOTO aucnepcidHoro asanizy (ANOVA) 3
ypaxyBaHHIM edexTy ikyeaHHd. g OrosIonIeHH:A
exBiBaslenTHOCcTi JII MaB OyTH B MeXax [iamasoHy
expiBasientrocti [-0,5 no +0,5 nus]. Bnmus 6a30Boro piBHs
AKH Tta B3aeMomil0 MDK KpalHOIO Ta JIKYBAHHAM
OOCITIDKYBATH 3a [JOIMOMOTOK KOBapialllHHOTO —aHami3y
(ANCOVA). Bropunni KiHIeBI TOUKH e(peKTHBHOCTI Oyiu
pO3paxoBaHi Ta y3aranbHeH! NS BCIX TPYN JIKyBaHHS.
IlepeTropenHs gorapuhmy 0yJI0 3aCTOCOBAHO 1J1 BTOPHHHUX
KIHIEBUX TOYOK, N[00 3aJ0BOJIBHHTH TPUMTYIICHHS Ipo
HopMasbHIcTh. KiHnesl Touku Oe3nexu Oy/M y3araibHeHI 3a
JOOTIOMOTO OIIHMCOBOI CTATHCTHKH,

19. Jlemorpadiuni Moxa3HUKHA
TOCIIKYBaHOT HOMY A1l (CTaTh,
BiK, paca, TOIIO)

CBpOIEOiIHI XKIHKH i3 cepeHiM BikoM 51,7 pokiB

20. PesyneTaTl €heKTHBHOCTI

IlepsunHa KiHneBa Touka: TpHBANICTE TAKKOI HEUTpOTIEHIT

Cepenus TTH y nmkni 1 6yna momibHOIO ¥ TphOX Tpymax
nikyBaHHs: 1,6, 1,4 Ta 1,6 aus signosigao B rpynax APO-Peg,
Heynacra FOC ta Heynacra €V s kosxsoro Habopy anamisy.
[1i pe3ynbTaTd y3rOMKYIOTECS 3 IMOBIIOMICHHIMH B
mitepatypi monxo Heynacra, fie MOBIAOMIISIIOCS PO CEPEIHIO
TTH 1,8 mua B mukii | micns gikyBaHHA (HIKCOBAHOO 03010
6 M OiAIKIPHO.

BropunHi KiHIEBl TOYKH:

Heiitponenist 3-ro Ta 4-ro crynenis 0yJa HalIOMUPEHIIIOK
B ICPUIOMY LHKIIL Ta 3 OAHAKOBOK YaCTOTOK0 Y TPHOX TPyIax
NIKYBaHHA. Y UKL 1 HeHTpomeHis 3 cTyeHs criocTepiraiacs
y 9.5 %, 13,5 % 1 8,8 % mnamientie y rpymax APO-Peg,




Heynacra FOC i Heynacra €V Bimmosigwo, a HEWTpomneHis 4
crynens suaukaiay 77,2 %, 75,0 %1 79,6 % BiANOBIAHO.

V ukni 1 xapakrepuctuku AKH Oyimu moiOHUMHE AT TPHOX
rpyn JikypanHa. Cepennid neHp aia gocsrHeHHs miky AKH
cranoBuB 3.4, 3.1 i 3.1 gens y rpynax APO-Peg, Heynacra
IOC i Heynacra €V Bigmorinzo. CepenHilt 1eHb NOCATHEHHS
HadHmxyoro pisas AKH cranosur 7.1, 7.1 1 7.3, a cepenne
sigaoBnenus AKH (>2,0 x 109/n) nocsranocs va 9.4, 9.519.2
nus BignosimHo B rpymax APO-Peg, Heymacta IOC ta
Heynacta €V.

[oxasauku ¢ebprisHoi HelTponenii OynmM MOPIBHAHHUMH
MIK IpylaMu JIKyBaHHA npoTsarom mukiny 1 (5,1%, 4,1% ta
3,4% y rpynax APO-Peg, Heynacra FOC ta Heynacra €Y) Ta
IPOTArOM YChOTO TIEPIlOy JIIKyBaHHS B yeix muknax (5,8%,
4.7% ta 3,4% nocnimKyBaHUX BiAIOBIIHO).

3pasku Oy TOBHHHI OyTH B3sATI A MIKpOOIOMOTiYHOTO
mociBy y  BUOAAKy iHQexuii/mimozpy Ha  (ebpunbHy
HelTporenito. [lix wac mocmimkenns 6ymo B3ATo 13 3paskis,
4acTOTa KyJILTYpalbHO MigTBepukeHUX iHQekuii Oyia
HH3BKOIO Ta OJHAKOBOIO [UIsi BCIX TpyN JIKYBaHHS,
nosimommsnocs s 1,0%, 0,7% ta 1,4% cy0’exTiB y rpynax
APO-Peg, Heynacra FOC ta Heynacra €Y.

[Tokaznuku B/B 3aCTOCYBaHHSA AHTHOIOTHUKIB 1 rOCIITaNI3all]
Oynu monibHUME B yCiX TpyNax JTiKyBaHHS (B/B aHTHOIOTHKY:
2,7%, 3,4% 1 2,7%, a rocmitamizamis: 4,4%, 2,7% 1 2,7%
nauiesTis mns APO-Peg, Heymacra IOC 1 Heymacra €V,
BIJUTOBITHO).

¥V BCiX TpLOX Ipynax JiKyBarHs 011k ¥ KICTKaX, OB’ I3aHUH 3
HJI3, Oye OlnpiuuM y mukm | MOPIBHSHO 3 Mi3HIIIHMH
nukinamu. [Ipotsarom nepioay fiKyBaHHS 9acTOTa BHHUKHEHHS
fomo B kicTkax, nos’szadoro 3 JIJI3, Oyna Aermo HmK9IoKw B
rpyni APO-Peg mopieasHo 3 rpymamm Heymacra HOC i
Heynacra €V, npo wo nosinomutu 47,3%, 49,3% ta 51,7%
cyO’extiB y rpym APO-Peg, Heymacta FOC ta Heynacra €Y
BiAnoBiAHO. Po3momin MakcuManbHOI IHTEHCHBHOCTI OOII0 B
KicTKax OyB 3aranoM TMOJiOHHM y Tpynax JiKyBaHHS,
Cunpauit 6inb y kicTkax cmoctepirases y 15,3%, 15,5% Ta
13,6% nanientie y rpymax APO-Peg, Heymacra HOC Ta
Heymacra €V Bigmosimuo. Ilomibmmm wmHOM po3moOmin
nokamzauii Oomo B KicTkax OyB MOTIOHHM y BCIX rpymax
JTiKyBaHHs. 3arajoM Hebarato Ccy0’eKTiB OTPUMYBATH
CYIYTHE JIKyBaHHS OINOimaMu miad JIKyBaHHA OO0 B
kictkax: 3,4% y rpyni APO-Peg, 0,6% y rpymni Heynacra I0C
1 3,4% vy rpyni Heymacra €V. TloBimomiiena d9acTora
BHHUKHEHHA OO0JIFO0 B KicTKax mpu 3actocyBanHi APO-Peg
IIOPIBHSHHA 3 4acTOTOIO 57%, 3apeecTpoBaHoro /i Heyracta
nicist 0JHOPa30BOi J03HU 6 MT.

He 6ymo ictoTHMX BiAMiHHOCTEH MiK TpymaMu JiKyBaHHS
INOJ0 BIACOTKA BBENEHOT M03M XiMIOTEpalil, BIAXMICHL Bil




MOYaTKOBO 3ariaHoBaHOro rpadika ximiorepamil abo IHIB
3aTPUMKH BBEEHHA XiMioTeparril.

byno 3apeectpoBano 39 BuNaIKiB OpPalbHOrO MYKO3HTY
(moxnuBuit 3a MedDRA: cromarur, 3anajieHHs CIH30BOI
0DOIOHKH, 3aTlaIeHHs [Ty HKOBO-KHIIIKOBOTO TPAKTY, FIIOCHT,
e3odarit, racTpPUT, IPOKTHUT 1 aHATIBHE 3aMaleHHs), 1 Bcl BOHH
BHpIIIyBamycs, 3a3Budail O6e3 yikysanHs. [IpoTsarom mepiony
NTIKyBaHHS 9acTOTa MYKO3HUTY POTOBOT IIOPOKHUHK CTAHOBHIIA
7,1%, 8,1% Ta 4,1% y rpynax APO-Peg, Heymacra IOC 1a
Heynacra €Y.

3pa3ku KpoBl 1 ok kiiebkocti CD34+ Gynu 3i6pani B
ki 1y migrpymi 3 85 cy6’exris: 42 ¢y6’extu 3 rpymu APO-
Peg i 26 1 17 3 rpyn Heymacra FOC Tta Heynacra €Y
BimnoeigHo. Cepeans kimpkicte CD34+ Ha TOYATKOBOMY
erami (mmxkn 1, mers 1) Oyna momibHOW B yeix Tpymax
mikyBaHHA (Bix 1,96 no 2,82 wkmitus/miin). Ha 9-# meds nuxmy
1 cepemust kinbkicte CD34+ i cepenmui 3MiHH BiZl BHXITHOTO
piBEg Oynu NOZIOHUMHM B yCiX Tpymax JIKyBaHHA (cepeiHs
smina LS cranoBuna 41,13, 54,91 1 53,96 s rpyn APO-Peg,
Neulasta US 1 Neulasta EU simnosigno; p=0,527 nmus
JMiKyBaHHS, oniHeno B pamkax ANCOVA 3 ypaxysaHuam
JiKyBaHHA Ta 0azoBoi kimekocti CD34+). OTke, me Gyno
ICTOTHHX BIIMIHHOCTEH MiK 6y Ib-SIKHMH IPYIIAMH TiKyBAHHS,

21. Pesynpratn Oesnexu

IIpoTarom mepiosy miKyBaHHS B LUK 4 §yII0 3apeecTpOBAHO
ONHY CMEpPTH, SIKY BB@KAIM HE TIOB’S3aHOK 3 JIKAPCHKUMHM
3aco0aMH TOCTIKeHHS (Mepe3 MeTACTATHIHI paKk MOIOTHOT
3anosn) (cy6’ext UA02802, sxmit Oys pangomizobanuii Ha
Heynacra FOC, aie orpumas APO-Peg mpoTsarom muknis 1-3
yepes IepemtyTade no3yBannsa). Ha etami ciocrepexkenns 3a
Oesnexoro OyI0 3apeecTPOBAHO JBA BUIIAJKH CMEPTi: OIHH ¥
rpymi Heymacra HOC (mporpecyBamHs 3axBOpPIOBAaHHA), a
iHmmit y rpyni APO-Peg (cepuesa nenoctathicts). IIpoTsarom
nepiony nikysanus 25 (4,2%) nauienTiB mosimomunu mpo 32
cepiiosHi Hebaxani spuma (CHS), xomme 3 sAKHX He
Bigmoeimano kpurepism SUSAR. Ilporsrom mepiony
criocTepexeHHs 3a Oeznexoro Oyo 3apeectporano 6 CHA y 6
(1,1%) cy6’exris. Komme i3 CHA y pocmimxenni He
BBaKAIacs 0B’ I3aHOIO0 3 JOCHIIKYBAHMM PEIIapaTOM.

22. BucHOBOK (3aKITFOUEHH)

llopiBHANBHUE CTATHCTHYHME aHAm3 POAEMOHCTPYBAB
nonibuicTs edexruBrOCTi Mik APO-Peg, Heynacta IOC i
Heymacra €Y. Visromkenicte Mk TphoMa TIpynaMu
NKyBaHHs CIIOCTepiranacst JUis BCIX OUIHEHHX BTOPHHHHX
KIHIIEBUX TOYOK e(eKTHBHOCTI: 4acToTa Heifrpomenii 3 i 4
crynens, mpodinm ANC, vactora QeOpuibHOI HeHTpomeHii,
KyIbTYPAIBHO MIATBepkeHi iHGeKuii Ta B/B 3aCTOCYBaHHA
aHTHOIOTHKIB Ta rocmiTaizanii, 4acToTa Ta TSKKICTE OO0 B
KICTKaX, OIliHKA BHHHWKHEHHSA/3HUKHEHHS iHIYKOBAHOTO
XiMIOTEpANi€l0  MYKO3HTY, KUIbKICTH [OHIB  3aTPHMKH
XimioTeparnii, Mobimizaris knitun CD34+ Ta yacTka cy6’exTiB
31 3HIKEHHMH [JO3aM¥  ximioTepamii, omymeni afo i3
saTpuMKoI0. Ili pesyiapTaTé HOHATKOBO MiATBEPIUKYIOTH




noxpibuicts edexruBHocTi APO-Peg Ta 000X mpOLyKTIB
Heynacra (CIHA Ta €C) y KIIHIYHEX YMOBaX.

Sarameauit mpodine Oesnmexu APO-Peg Oy momidHuM 1o
06ox nponykrie Heynacra (CLIA ta €C). He Oyno BusiBIeHO
KOIHUX SIBHUX BiAMIHHOCTEH MiXK Ipylamu JiKyBaHHS 00
3arajgbHol KUIBKOCTI HeOaKaHuX ABHIN, TSKKOCTI, YACTOTH Ta
THNIB HalmomwmpeHimmx Hebakanux sBUIl. CyKynHICTD
oaHuX npo eheKTHBHICTH 1 0e3meky, y3r0/DKEHICTbH
PE3YJILTATIB y TPhOX IPyIax JiKyBaHHs B ILOMY TOCTIKEHHI
Ta B MOPIBHAHHI 3 onyONikoBaHNMHK JanuMH moo Heynacra
IEMOHCTPYIOTh MOAiOHH podine eheKTHBHOCTI Ta Oe3mekn
APO-Peg ax jus Heymacra FOC, Ttak 1 mns Heymacta €V.
OTxe, MIACYMOBYIOWH, PE3YJBTATH IBOTO JOCILIKEHHS
HOiATBEPKYIOTE 3arainbHy Olomomibuicte Mixk APO-Peg i
Heynacta KOC, a takox mixk APO-Peg 1 Heymacta €Y.

3asBHUK (BIIACHUK
peeCTpaLiifHOro MOCBTIeHHs)

FTNT

Go S8 e A E

(I.1.B.)




3BIT

Npo KJIiHiuYHe BUNpoOyBanns Ne3

1. HazBa mixapcekoro 3aco0y (3a
HasBHOCTI - HOMEp
peecTpanifHoro MoCBiUeHHS )

Jleitrpac®, posuun qns in’exiiit, 6 mr/0,6 M

(nezghinepacmum)

2. 3asBunk

AT «Dapmak»

3. Bupobuuk

Intac ®apmacerotikanc JIta., lumis

4. IIpoBenent qocmimKeHHs:

TaK Hi sKIIO Hi, OGIpyHTYBATH

1) Tinn mikapebkoro 3acody, 3a
SIKHM IPOBOIHIACH a00
[IJIaHY€ThCS peecTparis

Jlikapewkuit 3aci6 3 mpoaykuii in bulk

5. IloBHa Ha3Ba KIIHIYHOTO
BUITPOOYBAHHA, KOAOBAHHH HOMED
KJIIHIYHOTO BHITPOOYBaHHS

Cunine, 36anancoBane, paHIOMi30BaHe, IBONEPIOIHE 3 ABOMA
THIIAMH TKYBaHHS nepexpecHe HOPIBHSITEHE
(hapMakoKiHeTHYHE Ta (hapMaKOIMHAMIYHE OCTiIKEHHS
IIIIIKIPHOTO BBENEHH: OIHIET M03M HBOX piBHiB 103 INTPS
koMmrtanil [atac ®apmacwiorikanc Jltn., Axmenaban, Ianig, 3
ABOMa piBHAMH 103 Heymacra®, Amren (minensosanuii y €C)
3@ y4JacTl 3I0POBHX J0POCTHX Cy0’€KTIB HATMIECEpIIE.

Homep mocmimuernns Ne 154-14

6. @asa WIIHIYHOTO
BUIIPOOYBaHHSA

I daza

7. Ilepios mpoBedeHHS KIIHIYHOTO
BUIIPOOYBaHHA

317.07.2016 mo 02.12.2016

8. Kpaiuu, ne mposomanocs
KJIIHIYHE BHOPOOyBaHHs

Tunis

9. Kinpkicts locimKyBaHIX

3ariaHoBaHa; 344
baxTugna: 299

10. Meta Ta BTOpUHHI 11111
KJIIHIYHOTO BHIpOOYBaHHS

OcnoBHa MeTa: ouinuTH Ta nopieHaTH INTPS xommanii Iurac
®apmacerotikaic JItn., [Hais, Ha ocHoBi GpapmakokiHeTHYIHEX
1 (hapMaKoMHAMIYHNX MapaMeTpiB michs miamKipHo in’ exmii
pazoBoi gosm 6 Mr/0,6 mum ta 3 mr/0,3 mn (2 rpymm) 3
Heynacra® Bin Awmren (ninensosammit B €C) y 3m10poBmx
JOPOCIHX JIIOIEH HaTIIECEpIIE.

Bropunna meta: oninuTu Gesnexy Ta nepeHocuMicTs 2 piBHIB
nos INTP5 Bin Inrac ®apmacwrotikanc Jltm., Iumis,
cyO’exTamH.

11. [dnzaita KIiHIYHOTO
BUNPOOYBaHHA

Crine, 36anancoBaHe, paHIOMi30Bane, 3 2 THIIAMH JTIKYBaHHS,
2 pepiomamu, ONHONO30BE, IBOCTOPOHHE TIEPEXpPECHE,

IOpIBHsIbHE, 1/, 2 piBHi 7103 (3 Mr/0,3 M ta 6 mr/0,6 mm)




®OK ra @] mocmimkenms 3a ywacti 3J0pOBHX IOPOCITHX
cy0’€KTIB JOCTIIKEHHSA HATIIECEPLIE.

12. OcHOBHI KpuTepil BKIFOUEHHS

1. Hexypui, 3xopoei, gopocni noGposossii Bikom six 18 mo
45 poKiB (BKIIOYHO), AKI IPOKHBAKOTH ¥ MicTi Axmenabas,
a0o Horo okommIsx, abo B 3axignii yacTuni [Hail.

2. IMT Big 18,5 mo 24,9 xr/m2 (0buBa BKIFOYHO) 1 Bara He
<50 xr abo >100 xr.

3. BinmcyTHicTh OyIOb-AiKHX CepMO3HHMX 3aXBOPIOBAHb B
MeIuuHiH icTopil, ab0 KIiHIYHO 3HAYYINMX BiIXUIEHB i1 Yac
CKpuHiHIY, Y3][ 4epeBHOT MOPOKHWHHU, MeIMYHIN icTOpil,
(isuunoro ormsmy, 1abopaTopHUX OLIHOK, 3ammcis EKT"y 12
BIIBEJEHHAX 1 PEHTICHIBCHKUX 3HIMKIB IPyJHOI KIITKH
(cTanmapTHUIT BUI IPYIHOT KIITKH CIIEPELY ).

4. MoxnusicTh €(eKTHBHO CIUIKYBATHCS 3 HaBYaJBHHM
IIEPCOHAIOM.

5. '0TOBHICTH /IOTPUMYBATHCE BEMOT IIPOTOKOIY.

6. 3maTHHH 3pO3yMITH Ta IaTH MHCHMOBY iHGOPMOBAHY 3rOIy
Ha y4acTh Y JOCTIIKEHH].

7.Y BUNAOKY MKIHOK:

a. Xipypriua crepmizamisi moHaiMeHIIe 3a 6 MicAliB 10
YUACTi B TOCIIIKEHH ],

Abo

b. Sxmo monuHa Mae DITOPONHHH MOTEHMia], IOTOBA
BUKOPUCTOBYBATH BIANOBIMHHUH 1 edexkTHBHMH IOABIMHMI
Oap'epumii MeTon KOHTparenuili abo BHYTPILIHEOMATKOBY
CIIipanb Mif 9ac AOCHTIHKEHHS.

I

B. CHpOBaTKOBHI TecT Ha BariTHiCTh NOBHHEH OYTH
HETaTHBHUM.

13. NocnimxyBanuii miKapebKuit
3aci0, crnocib 3acTocyBanHs, cula
il

INTPS (T1  merdinrpactum, BuroTosieHoro Idrtac
®apmacerorikanc JIta., Iuais), posunn s in’exuiit, 6 Mr/0.6
MII

INTPS (T2 merdinrpacteM, BHrOTOBIEHOTO  lHTac
®apmacerotikanc JITa., [nais), posuss mis in’exiiit, 3 mr/0.3
MIT

[1sx BBEOCHMS: [iIIKIPHO OXHOPa30BO

14. IlpenapaT mopiBHAHES, 1034,
croci0 3acTocyBaHHs, CHla Iil

Heynacta®, posums s in’exuiit, 6 Mr/0.6 M
Heynacta®, posunn mis in’exuiif, 3 mr/0.3 mu

[Insx BBENSHHSA: MIIKIPHO OJHOPA30BO

15. CynyTHs Tepamis

[apaneramon a6o inmi HIT3II npussavanucs y pasi 60mo B
KicTkax abo KIHIIBKax, 10 € HAMIOMMpPEHIHM MOGIUHEM
epextom nmerdinrpactumy. Ilporsrom 1 wmicams Tepen
nosyeanHsm Ilepiomy 1 1o ocraHHBOTO 360pY 3paskis y
TOCHI/KEHH] He OyJO [JO3BOJECHO BIKHBATH JKOJHHX IHIIHX
JI1IK1B.




16. Kpurepii ouinku
e eKTHBHOCTI

Dapmaxoxinernani napametpu: AUCo.;, AUCo-inf, AUC%Extrap,
Cma;x, Tmax, Kel i Tl!?,‘

(apmakoAMHAMIYHI TTapamMeTpH: pO3PAxOBaHi Ha OCHOBI
npodinie ANC i CD34+, ckopuropanux 3a 0a30BUM 1 HE

CKOpHIOBaHUM Oa30BHM piBHEM, B 3aJCKHOCTI BiIl dHacy:
AUECO-t, Emﬂ_x i Tma_x

IMyHOTEHHICT: JUTA BHABIICHHS NpucyTHOCTI aHTH-PegG-CSF
AHTHUTIN y 3pa3Kax CHPOBATKH BHKOPHCTOBYBAIH BaJliIOBaHi
IMyHOTECTH Ha OCHOBI €IeKTPOXEMOIOMIHECTIEHTIIT.

17. Kputepii ominku 6e3nexu

besnexy Ta mepeHOCHMICTH OIHIOBATHM IIJISXOM OLIHKH
HeOaKaHuX SIBUIII, KHUTTEBO BAXIUBUX  O3HAK,
eNEXTPOKApAIorpaM Ta KIiHIYHAX TabopaTopHUX MapamMeTpis.

18. CratucTHYHI METOIH

®apMakoKIHETHKA: 3BE/IEH] CTATHCTUYHI NaHi, BKIFOYAI0YH
po3mMip BuOGipkH (n), cepenne apudMeTHUHE, CTAHIAPTHE
Bimxunenss (SD), koedinient sapiauil (CV%), cranmapray
NOMHJIKY cepeHboro (SEM), Meniany, MIHIMYM 1 MAKCHMYM,
Oynu po3paxoBaHi Ui BCIX HOMIHAMBHMX YaCOBHX TOYOK
CHUPOBATKOBOI KOHIEHTpauii (papMaKoKiHETHYHUX [TapaMeTpiB
nerginrpactumy. Kpim  Toro, s Beix  mapaMmerpiB
(hapmaxokiHeTHKH OyaM TMpeAcTaBieHi IHTEePKBAPTHILHHMIL
nianazon (IQR), cepemHe reOMETPUYHE T4 TeOMETPUYHMH
CV%. Ilng ouinku BinHocHoi biogoctymuocti T1 nopisrsHo 3
Rl 1 T2 mporm R2 6ymo mpoBemeHO TMOPIBHAHHA
TPaHC(OPMOBAHUX  OpHpogHHX  jorapudmivamx  (In)
napamerpiB @K Cmax, AUCO-t ta AUCO-inf mumsxom
BHKOHAHHA MOJEN qucnepciitnoro anamizy (ANOVA).

QapMakoIWHAMIKA: 3BENEH] CTATHCTHYHI JaHi, BKIOYAOYH
posMip BuOipkH (n, cepenue apupmernyne, SD, CV%, SEM,
Mejllana, MiHIMYM 1 MakcuMyM), OyJIH po3paxoBami g BCiX
HOMIHAIBHHX YaCOBHX TO40K i mapamerpis ANC i CD34+ PD.
Kpim toro, IQR, cepenre reoMerpuvHe Ta reoMeTPHUYHHI
CV% ©ymu wmpencraBneni mns Beix mapamerpis  PD.
[lopipmsnnsa In-Tpanchopmosanux mapamerpis PD Emax i
AUECO-t mnz ANC i CD34+ 3 nonpaskoro Ha 6a30Buii i He
CKOpUTOBaHWH 0a30BHit piBeHL Oyi0 3poOIEHO VIS OLIHKH
BimnocHoi Bimmosimi T1 mporu R1 i T2 nportu R2 mmsaxom
BUKOHaHHA Momeri ANOVA.

19. lemorpadivyai nokazHuKH
UTOCIIKYBaHOT IOMYJIAIi1 (CTaTh,
BiK, paca, TOIIO)

Vei 344 yqacHukH HocimipKeHHs Oy 1M YOIOBIKAMH, a3iaTaM.
Jlst 299 ¢y’ exTiB, sKi IPOMIILTH TOCTIDKEHHS, cepe Hiil Bik
cTaHoBHB 31,5 poxis.

20. Pesynpratu edekTHBHOCTI

QapMakoKiHeTHKA

[Ticns oJJHOKpaTHOTO MiAMIKIpHOro BBENEHHS H03H 3 Mr/0,3
mi (T1) a6o 6 mr/0,6 mn (12) merdimrpactamy 90% JII
CEPETHBOTO TEOMETPHYHOIO CHIBBIAHOIIEHHS OyIIH OTPHMaH]
3 aHami3y (hapMakokiHeTHUHHIX napaMeTpiB In-
TparchopmoBarnoro nerdinrpactamy AUCo, AUCoins Ta
Cmax _TecToBHM mpomykt INTPS5 BignocHo pedepeHTHOTO




npoaykty Heynacta® 3maxommees B Mexax sig 80,00% mo
125,00% KOHTPONBHOIO IHTEPBATY:

T1: AUCp+ — 89.21-100.75%, AUC-inf — 90.05-101.42% T2
Cimax—90.52-101.78%.

T2: AUCq — 99.60-112.06%, AUCo.int — 99.55-112.28% Ta
Crax— 98.19-109.35%.

DapmarouHAMIKA

[Ticna oxuopazosol mimmkipuoi xosu 3 mr/0,3 M (T1) abo 6
mr/0,6 mn (T2) merdinrpactamy 95% I cepemmaboro
reOMETPHYHOTO  CIIBBIZHOIIGHHS OymM  OTpUMadi B
pesynpTaTi aHamizy In-rpancdopmoBaHHX TapaMeTpiB s
abcomorroi kinekocti mHe#Tpodinie AUECoq 1  Emax
aocpKyBasoro npoxykry INTPS mopisrsizo 3 pedepenTHIM
npoaykroM Heynacta® 3naxogumues B Mexax Big 80,00% no
125,00% pedepenTHOTO iHTEPBATY:

T1: AUECy. —93.41-101.41% i Emax— 98.33-104.89%.
T2: AUECo—97.75-103.92% 1 Emax— 95.52-101.98%.
ImyHOTeHHICTD

IMynna Binnmoiae Ha nerdinrpactum Gyia MOpiBHAHHOI MK
npoaykramMu. HagBHICTE aHTHTIN 6yII0 MIATBEPIIKEHO MEHII
HDK y 5% mnonynsuii micns 3actocysamns INTPS aGo
Heymacta®. [lns 6inprmocti cy6’exTiB BUsBIEHI aHTHTINA
Oymu Hanineni mume na PEG, XoaHe 3 BUSBIEHHX aHTHTI He
Oyno  cmemudivauM gm0 dinrpacTEmy, 1 KOZHHX
HEUTPAM3YIOUHX AHTHTIN He OyN0o BUSABJIEHO B XKOIHOMY 3
aHaIi30BaHUX 3Pa3KiB.

21. Pesynwratn Oesnexn

3aranom 54 cy6’extu moeigoMei npo 80 neGaXkaHux sSBUIL,
bimpmictes HS Gymu merkumu (70); Ttineku 4 6ymm
cepio3HuMH, a 15 - momipaumu. 4 cepiiosaux HS Gymu
Takumu:  TpomOonumromenis (2 CHS, renepanizosanmii
TOHIKO-KIOHIYHUA Hanal i 3MileHHs MixkxpeGLeBoro IucKa;
mante CHA remepanmizoBaHOro TOHIKO-KJIOHIYHOTO Hamamy
Oye nmow’s3anuit i3 pedepentHum npenaparom (P1). 3 80 HJ
45 Oymu BH3HaHi HMOBIPHO IOB’S3aHAMH 3 TIpenapaTaMu
nocnimkenas. CMepTensHIX BHMAAKIB il Yac MPOBEICHHA
JOCIIKeHHs He OYII0.

22. BUCHOBOK (3aKITFOYEHHS)

Pesynerarh, OTpUMaHi B X0l IOCITIDKEHHS,
pojeMoHCTpyBay, mo INTPS Intac ®apmacerortikamne JITi.,
[amia  (TecroBmit mpomykr) i Heymacta®  Awmren
(minensoanuit B €C; pedepenTruit mpoaykr) momibHi momno
(apmaxoximeTHky, (hapMakoIMHAMIKM, IMYyHOTE€HHOCTI Ta
Oesmeku mpu 71031 3 Mr/0,3 mut ta 6 mr/0,6 M1 HaTIIECEpIIE.

3adBHUK (BIACHUK
PEECTPALIHOrO TOCBITUEHHS)

F N
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