IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

OA3JTIOIEKC

®
(FAsLODEX )

Cknao:
ditoua pevyosuHa: 1 monepegHbO 3an0BHEHUM WpHUI] (5 M) MicTuTh QynBectpanTy 250 MrT;

O0onoMidcHi peyosuHu: eTaHon 96 %, cnupT 6eH3unoBun, 6eH3unbeH3oaT, onis
pULMHOBA .

JlikapcbKa ¢opma. Po3unn mys iH'€KITid.

OcHosHi pi3uko-xiMiyHi 81acmusocmi: Tpo30opa, Bif 6e30apBHOTO 0 KOBTOT'0 KOJIHOPY, B'I3Ka
piguHa.

dapMakoTepaneBTHYHA I'pyna. AHTaroOHiCTY TOPMOHIB Ta aHaOTriyHi 3aco6u. AHTHECTPOTeHHi
3aco06u. Kom ATX L02B A03.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.
MexaHi3m 0ii ma ¢papmakoOuHamiuHi egpexmu

OynBeCcTpaHT € KOHKYPEHTHUM aHTarOHICTOM eCTpPOreHOBUX penentopis (EP), cnopigHeHiCTS 3
SKMMU TIOPiBHSIHHA 3 ecTpafionoM. dynBecTpaHT 0/10Ky€e TPOQiUHY Iif0 €CTPOTEHIB, He MPOSBISIOUN
YaCTKOBOI arOHiCTHYHOI (€CTPOreHonoi0H01) aKTUBHOCTi. MexaHi3M fil 0B’ sI3aHUM 3 HETaTUBHOIO
perynsiieio piBHiB Oi/IKiB €CTPOreHOBUX PELeNTOPIB.

Kniniyni mocmimgkeHHS 3a y4acTio XKiHOK y IIOCTMEHOIay3i 3 TePBUHHKAM PakKoOM MOJIOYHOI 321031
II0Ka3aJjy, o ¢yJIBeCTPaHT MOPiBHIHO 3 Miare60 3HaYHO 3MeHIIye piBeHb 0inkiB EP npu nyxnnHax
i3 mosutusHUMEU EP. CniocTepiramocsl Takoxk 3HaYHe 3MEHIIeHHS eKCIIpecil IporeCTePpOHOBUX
PEIeNnTopiB, 0 Y3rOoAXKY€ETLCS 3 BiICYTHICTIO XapaKTEePHUX IJIg arOHICTiB eCTpOoreHiB egekTiB. TakoxK
Oy0 moka3aHo, 110 ¢ynBecTpaHT y m03i 500 Mr 6inbIoo Mipoo, HiXK ¢yIBecTpaHT y m03i 250 Mr,
npurHiuye EP i mapkep npomnideparnii Ki67 y myxnrHax MOIOYHOI 3a71034 NTPYU HEOa[l IOBAaHTHOMY
JIIKyBaHHI XIHOK y IIOCTMEHOIIay3i.

KniniyHa 6e3neka ma epekmugHicmb 3aCMOCYB8aHHA AiKAPCbK020 3acoby Ha ni3Hix cmadisax paky



MOJ/I0YHOI 3a/103U
Monomepanis

Kniniune gocnigxenHs ¢asu 3 Oyso MpoBegeHo 3a y4acTio 736 KiHOK y Iepiofl MOCTMEHOIay3H 3
MOIIMPEHUM PAKOM MOJIOYHOI 3aJ103H, SKi Many PeluaUB 3aXBOPIOBAHHS Ha TIIi UM MiCJsg aj I0BaHTHOI
€HIOKPUHHOI Teparil a00 MporpecyBaHHS MiCIs €HOOKPUHHOI Tepalii 3 MPUBOAY MOIIMPEHOTO
3aXBOPIOBAHHSA. Y mociigKeHHi 6panu y4acTh 423 MalliEHTKH,  IKUX 3aXBOPIOBAHHS PEIUOUBYBAJIO
YU MIPOrPeCcyBalo Mif YaC aHTHUEeCTPOreHHol Tepamil (mipgrpyma AE), i 313 naii€eHToK, y SKux
3aXBOPIOBAHHS PeIUAUBYBAJIO YU IIPOTPECyBasio Ha TIIi JIiKyBaHHS iHTibiTopaMu apomarasu (migrpymna
Al). Lle mocnigxeHHS OPiBHIOBaIO eeKTHUBHICTh Ta 6€3MeKy 3aCTOCYBaHHS JTiKapChKOro 3aco0y
®azmomekc y mo3i 500 mr (n = 362) Ta y mo3i 250 Mr (n = 374). ['010BHOO KiHIIEBOIO TOYKOI0 OyIia
BUKMBaHICTh 0€3 IIporpecyBaHHs 3axBopioBaHHs (BBII); Kin040Bi BTOPUHHI KiHIIEBI TOUKHU
e(eKTUBHOCTI BKJII04anK 4acToTy 06’ekTuBHOI Bignosini (HOB), yacToTy KiiHiuHOI eheKTUBHOCTI
(UKE) i 3aranbHy BuxkuBaHiCTh (3B). Pe3synbraTu gocnipxkeras CONFIRM mono eheKTUBHOCTI
y3arajqbHeHO HuxX4e y Tabnuti 1.

Tabmuig 1. Y3aranbHeHHS pe3yibTaTiB aHasi3y rojioBHOI KiHIleBoi Touku edekTuBHOCTI (BBII) i
K/II0YOBUX BTOPUHHUX KiHIIEBUX TOUYOK e(peKTUBHOCTI y mociigkeHHi CONFIRM

[lepeMiHHa Tun OuiHKY; daznopekc|Pa3nogexc|[IopiBHAHHSA rpyn
[TOPIBHAHHS 500 mr 250 mMr (®aznomexc 500 mr/®aznonekc 250 Mr)
ITiKyBaHHS (n=2362) |(n=374)
CniBBimHOmEeHH[95 % 1 P-3HaUEHHS
PU3UKIB
BBI1 K-M MepniaHa y
MiCAIISAX;
CITiBBiIHOIIIEHHS
PU3KKIB
Yci mamieHTn 6,5 5,5 0,80 0,68; 0,94 0,006
- migrpymna AE 8,6 5,8 0,76 0,62; 0,94 0,013
(n=423)
- mipgrpymna Al 5,4 4,1 0,85 0,67;1,08 0,195
(n=313)"
3B K-M MepiaHa y
MiCSIISIX;
CIIiBBiTHOIIEHHS
PU3UKIB
Yci namienTtu 26,4 22,3 0,81 0,69; 0,96 0,016°
- migrpyma AE 30,6 23,9 0,79 0,63; 0,99 ]0,038°
(n=423)
- migrpyma Al 24,1 20,8 0,86 0,67; 1,11 ]0,241°
(n=313)"
[IepeMinHa TUI OIIIHKY; dasznogekc|Paznonekc|[IopiBHAHHSA MiX IpynamMmu
[TOPiBHSIHHS 500 mr 250 mMT (®aznomexc 500 mr/®a3nomexc 250 Mr)
ITiKyBaHHS (n=2362) |(n=374)
AGCOJIIOTHA 95 % I
pi3HULA y %
JOB* % TIAIiEHTIB 3
OB;
abCcosoTHA
pizHUNA v %
Vci marientu 13,8 14,6 -0,8 -5,8; 6,3




- migrpymna AE 18,1 19,1 -1,0 8,2; -9,3
(n=296)
- migrpyma Al 7,3 8,3 -1,0 -5,5; 9,8
(n=205)"
JKE® % MAal€enTiB 3

KE;

abCcoJIIoTHA

pisHuLsa y %
Yci narienTn 45,6 39,6 6,0 -1,1; 13,3
- migrpymna AE 52,4 45,1 7,3 -2,2; 16,6
(n=423)
- migrpymna Al 30,2 32,3 3,9 -6,1; 15,2
(n=313) °

* ®asnomekc MoKa3aHUM MallieHTKaM, y SKUX XBopoOa penxauByBaita abo mporpecysania Ha Tii
aQHTHECTPOTeHHO1 Teparmil. Pe3ynsratu y niarpyni Al He € 0oCTaTOYHUMU.

® 3navyenHsa 3B npencrasieHe [ 0CTaTOYHOTO aHAJIi3y BUXKUBAHOCTI IpH 75 % 006po06Ii JaHuX.

‘ HominanmpHe p-3HaYeHHS 663 0yOb-IKUX KOPUTYBaHb, 3p0OJIEHUX ST TOBTOPIOBAHOCTI MiX
IIepPBUHHUMU aHajli3aMu 3arajbHol BUKKBaHOCTI 1pu 50 % 00poO11i Ta OHOBJIEHUMU aHali3aMu
BUKMBAHOCTI Ipu 75 % 06po01Ii JaHuX.

‘YOB Oyna mpoaHasi3oBaHa y MallieHTOK, BiATIOBigL SKUX OI[iHIOBalacsd Ha BUXiTHOMY piBHi (TOOTO
BOHU MaJly ITPOSIBU 3aXBOPIOBAHHS, SIKi MOXKHa OyJI0 OLiHUTY Ha BUXiTHOMY piBHi: 240 maIlieHTOK y
rpymi 3actocyBanHsg ®a3nopekc y go3i 500 Mr i 261 namienTKa y rpyii 3actocyBaHHg Pa3nopmekc y
mo3i 250 mr).

° [MamienTy 3 Kparoio 06’eKTUBHOIO BifTIOBIAI0 Y BUTJISAI TOBHOI BifATIOBifli, 3 4aCTKOBOIO BiATIOBiAI0
abo crabinmizalriero 3aXBOPIOBAHHS BIIPOMIOBK = 24 THXKHIB.

BBII - BuxuBaHicTh, 6€3 mporpecyBaHHs 3axBopioBaHHs; YOB - yacToTa 06’ekTUBHOI Binmogini; OB
- 00’exktuBHa BimmoBigb; YKE - yacToTa KiiHiuHOI edekTuBHOCTi; KE - KitiHiuHa e(heKTUBHICTh; 3B -
3arajabHa BUXKUBaHICTh; K-M - Kamman - Metiep; [II - goBipuuit inTepsan; Al - iHribiTop apomaTasy;
AE - aHTHECTPOT€eH.

Byno npoBegeHo paHOoMi30BaHe MOABIMHO CJIille 3 IOABIMHAM MaCKyBaHHSIM MYJIbTULIEHTPOBE
nocrimkeHHs pa3u 3 3 BUBYEHHS e(heKTUBHOCTI JIikapchkoro 3acoby ®@a3nomekc 500 Mr y nmopiBHIHHI
3 @HACTPO30JI0M 1 MT y XKiHOK Yy ITOCTMEHOIIay3i 3 MiCIIeBOIIOIIMPEHUM ab0 MeTaCTaTUYHUM PaKOM
MOJIOYHOI 3271031 3 TO3UTUBHUMHU €CTPOTeH- i/ab0 mporecTepoH-perenTopaMy, ki paHiiie He
OTpUMYBa/IX TOPMOHOTeparmii. 3aranoM 462 nauieHTKH OyJIu IOCTiTOBHO paHgoMi3oBaHi 1:1 B rpymy
dynBectpanty 500 Mr abo anacTpo3oiny 1 mr.

Panpomizaris 6yna cTpatudikoBaHa 3a 03HaKaMu 3aXBOPIOBAHHS (MiClIeBOIOIIMPEHUH pak abo
MeTaCTaTU4YHHUI), IONlePegHbO IIPOBEEHOI0 XiMioTepallie€lo ¥ pa3i IoMKUPEeHOr0 3aXBOPIOBaHHSA Ta
KJTIHIYHMMU ITPOSIBaMM 3aXBOPIOBaHHS.

[TepBUHHOIO KiHIIEBOIO TOUKOI0 e(heKTHBHOCTI Oysa BUXKUBaHICTL 6e3 MPOrpecyBaHHS 3aXBOPIOBAHHS
(BBII) 3a ominkoio mocnigauka BigmosigmHo 1o RECIST 1.1 (Response Evaluation Criteria in Solid
Tumors). Knio4yoBrMY BTOPUHHUMY TOYKaAMU e(peKTUBHOCTI Oy/Id TPUUHSTI 3arajbHa BUXKHBAHICTh
(3B) Ta yactoTa 00’ekTuBHOI Binnosini (HOB).

MeqiaHa BiKy IalliEHTOK, 3aIy4eHUX Y Ie JOCIiAXKeHHs, cTaHOBUIa 63 poku (y miama3oHi Big 39 mo



90 pokiB). ¥ GinbiocTi narmienTox (87,0 %) cnocTepiranacst MeTacTaTi4Ha (popMa 3aXBOPIOBAHHS Ha
[I0YaTKy AOCIiaXeHHs. [I'aTmecart n’'ate BifCOTKiB (55 %) nmauieHTOK Maiu MeTacTa3y y BHYTPIIIHI
OpraHy Ha MO4YaTKy AOoCiigXeHHd. 3aranoM 17,1 % mamieHTOK OTpuUMyBad XiMioTeparilo paHilie y
3B’SI3KYy 3 MOLUMPEHUM 3aXBOPIOBaHHAM; 84,2 % mallieHTOK MaJii BUMIpIOBaHi IPOsIBU 3aXBOPIOBaHHS.

IoCTOBIpHi pe3ynbTaTH CIOCTePiramucs y OibIIOCTi MAaIliEHTOK 3 MOMepeNHb0 BU3HAYEHUX AT PYII.
Y nigrpymi naiieHToK 3 MeTacTa3aMH He Y BHYTpilHi opranu (n=208), ki orpuMmyBanu ®a3nopekc,
nmoka3HuK BP (BigHomenHs pu3ukis) ctanoBus 0,592 (95 % 1I: 0,419; 0,837) mopiBHSAHO 3
[all€eHTKaMu, sKi OTPUMYBaJIX @HACTPO30J1. Y MIArpymi NalieHToK 3 MeTacTa3aMy y BHYTPIIIHI
oprauu (n = 254), aki orpumysanu ®a3nongekc, noka3Huk BP cranosus 0,993 (95 % [I: 0,740;
1,331), nopiBHSIHO 3 NaLliEHTKaMH, IKi OTPUMYBa/Il aHaCTPOo30J1. Pe3ynbTaté eeKTUBHOCTL
nociimxennss FALCON HaBeneHo B TaOnuii 2 Ta Ha rpadiky 1.

Tabmuus 2. Y3aranbHeHHS pe3yIbTaTiB aHasli3y MepBUHHOI KiHIeBoi Touky edekTuBHOCTI (BBII) i
KJII0YOBUX BTOPUHHUX KiHIIEBUX TOYOK epeKTUBHOCTI y mocmigxeHHI FALCON (ouiHiOBaHHS
IoCTTimHUKOM, BUOipKa «yci paHOOMi30BaHi MaI[ieHTH BigIOBIIHO [0 IPU3HAUYEHOTO JTiKYBAHHS»).

da3zogekc AHaACTpPO30I1
500 mr 1 Mr
(n = 230) (n =232)
BuxuBaHicTh 0e3
IPOTPeCyBaHHS
KinpkicTs BumnankiB BBIT (%) 143 (62,2 %) 166 (71,6 %)
BBI1 BimHomenHs pusukis (95 |[BP 0,797 (0,637-0,999)
% [II) Ta p-3HA4YEeHHST p = 0,0486
Mepiana BBII [micams (95 % 16,6 (13,8; 21,0) 13,8 (12,0; 16,6)
1]
KinpkicTh BumankiB 3B* 67 (29,1 %) 75 (32,3 %)
3arajgbHa BUXKUBAHICTD BP 0,875 (0,629-1,217)

BimHOIIeHHS pu3uKiB (95% OI) |p = 0,4277
Ta P-3HAYEHHS

OB** 89 (46,1%) |88 (44,9%)
OB BigHomeHHs manciB (95 % |BIO 1,074 (0,716-1,614)

[1I) Ta p-3Ha4YEHHS p =0,7290

MemiaHa TpuBanocti Bigmosigi 20,0 13,2
(Mmics1iB)

UKE (gacToTa KiIiHiYHOI 180 (78,3%) 172 (74,1%)
e(eKTHUBHOCTI)

UKE BigHomenHs maHCciB (95 % |BIIT 1,253 (0,815-1,932)

[1I) Ta p-3HAYEHHS p = 0,3045

*(31% obpobka) - aHani3 3B He € piHaTEHUM.

**k] 7151 MaIliEeHTOK 3 BUMipIOBaHUMH ITPOSIBAMU XBOPOOH.

I'padik 1. Kpua BFII 3a Kamnnmanom - Metiepom (olliHKa focigHWKa, BUOipKa «yci paHmoMi3oBaHi
MallieHTH BiATIOBIOHO OO IPU3HAYEHOTO JTiKyBaHHA»), HocnigxkeHHss FALCON.



[MOBipHICTH
BBII B
Yac Bim panmomizariii (micsiri)

JlikyBanHs1: OynectpanT 500 mr (n = 230) ... AHacTpo3on 1 mr (n = 232)

KinbKiCTh Halli€HTiB 3 pU3UKaMu

®yns. 500 230 187 171 150 124 110 96 81 63 44 24 11 2
0
AnacT. 1 232 194 162 139 120 102 81 60 45 31 22 10 O
0

IBa knmiHiuHI gocmimxkenHs da3u 3 Oyau mIpoBedeHi B IiToMy 3 y4acTio 851 XKiHKM y IMOCTMEHOIay3i 3
Mi3HIMM CTafis MU paKy MOJIOYHOI 32103, SIKi MaJid PeluAuB 3aXBOPIOBAHHS Ha TJIi YU IiCHA
aj1'10BaHTHOI TOPMOHAJIbHOI Teparil abo mporpecyBaHHs IIiC/Is TOPMOHAIBHOI Teparlil 3 TPUBOTY
mi3HiX cTafiil 3axBopioBaHHs. CiMaecsaT ciM BigcoTkiB (77 %) monynsiii fOCTigXKeHHs XBOPiIK Ha pak
MOJIOYHOI 3aJ7103U 3 ITO3UTUBHUMHU €CTPOT€HOBUMU pellenTopaMu. Lli mocigXKeHHs MOpPiBHIOBAIN
Oe3neky Ta eeKTHUBHICTh IIOMICIYHOTO BBEEHHS JTiKapchKoro 3aocOy ®a3nomekc y mo3i 250 mr 3i
IIOIeHHUM BBefleHHSIM 1 MT aHacTpo3ony (iHribiTopa apomarasu). 3aramoMm ®a3nomekc y
moMicsauHif go3i 250 Mr 60yB MpUHAUMHI HACTiIbKY XK e(eKTUBHUM, SIK aHACTPO30JI, Y 3HaUeHHi
BHKMBAHOCTI 6e3 IporpecyBaHHs 3aXBOPIOBaHHS, 00’€KTHUBHOI BifiTIOBiAi i 4acy mo cmeprti. Mix mBOMa
rpylaMu JiKyBaHHS He OyJI0 CTAaTUCTUYHO 3HAYYIIO] Pi3HUIIL 3a KOMIHOIO 3 IIUX KiHIIEBUX TOYOK.
['0710BHOIO KiHIIEBOIO TOYKOIO Oyjia BUXKMBaHICTL 6e3 MporpecyBaHHs 3axBopioBaHHA. 00 emHaHUN
aHaui3 000X JOCIigXKeHb II0Ka3aB, I0 MPOTrPecyBaHHs CIocTepiranock y 83 % malieHToK, sKi
orpumyBanu ®asnopmekc, MOpiBHIHO 3 85 % MallieHTOK, SIKi OTpUMyBaiu aHacTpo3oi. O6’eqHaHUM
aHaumi3 000X JOCIigKeHb BUSBUB, ITI0 CITiBBiIHOIIEHHS PU3UKIB [JIs JTikapchKoro 3aco0y ®a3momgekc y
mo3i 250 Mr Ta aHaACTPO30J1y 1100 ITapaMeTpa BUKUBAHOCTI 6e3 IIporpecyBaHHS 3aXBOPIOBaHHS
craroBuio 0,95 (95 % I 0,82-1,10). PiBeHb 06’€KTHBHOI BiATIOBIifi 71 TiKapChKOro 3aco0y
®asnogekc y mo3i 250 mr cranoBuB 19,2 % mnopiBHSAHO 3 16,5 % s aHacTpo3oay. MemiaHa 4acy [0
CMepTi cTaHOBUIIA 27,4 Micsls OJ1S NALlEHTOK, SKi oTpuMyBanu ®a3nonekc, i 27,6 Micausd gns
TAIiEHTOK, SIKi OTPUMYyBaIu aHacTPo30i. CIiBBiIHOIIEHHS PU3UKIB JTiKapchKoro 3aco0y ®a3momekc y
1o3i 250 Mr Ta aHACTPO30JIy LIO0H0 Yacy Jo cMepTi ctaroBuio 1,01 (95 % 11 0,86-1,19).

KombiHosaHa mepanis 3 naaboyukaibom

MixHapofHe paHIOMi30BaHe MOABIMHO CIIille MyJIbTHALIEHTPOBE HOCTiAXKEeHHS (pa3u 3 B mapajiesibHUX
rpyliax [AJis BUBUEHHS 3aCTOCYyBaHHS JiKapchKoro 3aco0y Pasnopmekc 500 Mr 3 manbonukiioom

125 Mr mopiBHSHO i3 3aCTOCYBAHHSM JTiKapchKoro 3aco0y ®azmomexrc 500 Mr 3 mirare0o TPOBOTUIOCS
3a y4acTio XiHokK i3 HR-mo3utuBHMM, HER2-HeraTuBHUM MiClIeBOIOMKUPEHUM PAKOM MOJIOYHOI
3as103H4, SIKMY He TifgaeThcst pe3ekiil abo mpoMeHeBil Teparii 3 JT1iKyBaJIbHOI0 METO0, He3alexKHO Bif
CTaTyCy MeHOIay3H, V SKUX 3aXBOPIOBAHHS IIPOTPeCcyBaslo Iiciig paHille IpoBefeH0l eHIOKPUHHOI
Teparil y ckyiafi (Heo)an toBaHTHOI Teparlil abo Ipy MeTacTa3ax.

3aranoM 521 XiHKY B epiof npe-/mepu- Ta IOCTMEHOIIay3u 3 IPOrPeCyBaHHIM 3aXBOPIOBaHHSA
npotsarom 12 MicsiiiB abo micist 3aBepIlieHHs aj I0BAHTHOI eHIOKPUHHOI Teparil, abo mpoTsrom 1
MicsI1LIs UM TiCIis 3aBEpIIeHHS OIePeqHbOl EHIOKPUHHOI Tepalil oMU PEeHOT0 3aXBOPIOBaHHS OyII0
paHOoMi30BaHO Y CIiBBigHOIIEHH] 2:1 10 Tpynu 3acTOCyBaHHS JIikapchkoro 3aco0y da3nopmexc 3
nanbouukiiéom abo mikapcbkoro 3acoby ®aznomekc 3 mnaiebdo Ta cTpaTudikoBaHO 3a
3aJ0KyMEHTOBAHOIO YYTJIUBICTIO [I0 TIOTIePeNHLOI TOPMOHAJIbHOI Teparlil, CTaTycoM MeHOIlay3u Ha
MOMEHT BKJTIOYEHHS y [OCi[IXKeHHS (B Imepiof mpe-/mepu- abo MoCTMeHONay31) Ta HasgBHICTIO
MeTacTasiB y BHYTpilIHI opraHu. 2KiHKY B epiof Ipe-/IepuMeHonay3u oTpuMyBanu arosict JIFPT
rozepernid. [TalieHTy 3 TOMMUPEHUM/METaCTaTUYHUM, CUMIITOMaTAYHUM, BiCllepaIbHUM
3aXBOPIOBAHHSM i3 pU3UKOM HeOe3MMeYHUX IOJIs XKUTTS YCKIagHEHb ¥ KOPOTKOCTPOKOBIiH IEPCIIeKTUBI



(BKJTIOYHO 3 MAI[iEHTKaMM 3 MaCHBHUM HEKOHTPOJILOBAHUM BUIIOTOM [IIJIeBPAbHUM,
nepuKaphialbHUM, IEPUTOHEATbHUM ]|, IeTeHEeBUM JIiM(aHTITOM i ypaxkeHHIM nedinku noHan 50 %)
He MOrIH OyTH 3aydeHi B MOCTimKEHHS.

[NTamieHTKY MPOMOBKYBAIM OTPUMYBATH IIPH3HAYEHe JTiKyBaHHS 00 06’ €KTHBHOI'O TPOTPEeCyBaHHS
3aXBOPIOBAHHS, IMOTIiPIIEHHS CUMIITOMIB, HEIIPUHHSTHOI TOKCUYHOCTI, CMEPTi a00 BigKIUKAHHS 3r0oIu
Ha y4acTb y gociigxeHHi. [lepexpecHa 3MiHa JIiKyBaHHS B Ipyliax He JO3BOJISAIACA.

[MTauieHTKH Oy PETEIbHO PO3MOMiNeHi 3a MOYaTKOBUMHU AeMorpadiyHUMHU i MPOTHOCTUYHUMU
XapaKTeprucTuKamu y rpynu ®asnopmekc mioc naadorukiib ta rpyny ®asnogekc mioc miaiebo.
MepiaHa BiKy BKJIIOYEHHX y JOCTIiAKEHH MallieHTOK CTaHOBUJIa 57 POKiB (miama3oH 29, 88). Y
KOXKHIiM Tpymi NMiKyBaHHS OiNIBIIICTE YYaCHUIb AOCTIAKEHHS HaleXalu 10 EBPOIEO0IIHO] pacy, Malu
3apeeCcTpOBaHy YYTJIUBICTh 10 MIONEPEIHLOI TOPMOHAJIBHOI Teparii Ta 6yu B epiofi mocTMeHOmay3Hy.
[Tpu6nusno 20 % matlieHToK Oy B epiofi mpe-/mepuMeHomnay3u. Yci naieHTKY I0IepenHbo
OTPUMYBAJIM CUCTEMHY Tepario, i OinbIicTh MarieHTOK KOXKHOI IPYIH JIiKyBaHHS II0TIEePEaHbO
OTPUMYBAaJIU XiMiOTepalio 3 IPUBOAY IIEPBUHHOIO [iarH03y. BinbIl HiX MOJI0BMHA MAaIlieHTOK (62 %)
Manu pyrkioHanbaui crtatyc 3a ECOG PS 0, y 60 % matiieHTok Oynu MeTacTa3u y BHYTPIlIHI
opranu i 60 % malieHToK oTpuManu 6inbiiie 1 monepemHbOI TOPMOHAJIBHOI Tepalril 3 TPUBOAY
IIePBUHHOIO [iarHO3Yy.

[TepBUHHOIO KiHIIEBOIO TOYKOIO HOCHTiMXKeHHs OyJla BUXKMBaHICTh 0€3 MPOrpecyBaHHs 3aXBOPIOBAHHS,
Bu3HaueHoro 3a kputepissmu RECIST 1.1, 3a ouinkoro gocniguuka. Jonatkosi ananisu BEII 6yno
BU3HAYEHO Ha IIiJICTaBi OI[iIHKK He3aJlekHOl IIeHTPaIbHOI pagionoriyHol eKCIepTu3u. BropunHi
Kinnesi Touku Bkiouanu OB, YKE, 3aranbHy BuXuBaHiCTh (3B), 6e3meKy Ta 4ac [0 MOTipIIeHHsS
cumiToMiB (TTD) 3a KiHIIEBOIO TOUKOIO iIHTEHCUBHOCTI OOJTIO.

IocmimXeHHs TOCSTIO0 CBOEI OCHOBHOI KiHIIeBOI TOUKM - TpuBasoi BEIT 3a omiHKaMu qOCHIiTHUKA MIPH
npoMixkHOMY aHani3i 82 % 3amnnanoBanux gaHux BBII; pe3ynbraTu Oynu BUIIUME 3a30alerigb
BHU3HauYeHOol MexXi epeKTuBHOCTI XeibiTTna-Ileto (a=0,00135), IEMOHCTPYIOUM CTAaTUCTUYHO
3Hauyule nogosxkeHHs BBII i kniHiuHO 3HauyImMit eQeKT NikyBaHHS. MeniaHa BUXKMBaHOCTI 6e3
IIPOTPECYBAHHS 3aXBOPIOBAHHS MTPU 3aCTOCYBaHHI KoMbiHalril ®a3nomekc mioc nandouukio ta
KoMOinarii ®a3nmonekc miIroc mianebo ctanosuia 11,2 micsng ta 4,6 Micaig BinmosinHo. BinbIm
IoKIagHy iHdopMaliiio moao epeKTUBHOCTI HaBefeHo y Tabnuili 3.

[Ticns cepegHBOTO IEPiOy MOATBIIOT0 CIIOCTEPEXKEHHS TPUBAJIICTIO 45 Mics1iB 6yB IpoBefeHu
3akimouHui aHani3 3B Ha ocHOBi 310 Hebaxanux sBuIl (60 % Big paHIOMi30BaHUX MAlli€EHTIB).
BusiBneHo pi3Huto B cepenHiii 3B TpuBaicTio 6,9 Mics1ig y IpyIli 3aCTOCyBaHHS MaI00IuKIIioy 3
GbynBecTpaHTOM y IOPiBHAHHI 3 myane6o 3 GyIBeCTPAHTOM; Iiel pe3ynbTaT He OYB CTaTUCTUYHO
IDOCTOBIpHUM Ha 3afaHoOMY piBHI 3HauymocTi 0,0235 (0gHOCTOPOHHIN). ¥ Tpymi 3aCTOCYBaHHSI
nnane6o 3 pynBecTpanToM 15,5 % 3 paHAOMi30BaHUX MAIli€HTIB OTPUMYBaIU Nan0ouuKIi6 Ta iHIIi
inribiTopu MUMKIiH3a/lIeXXHOI KiHa3u SK HACTYIIHI KypCcH JiKyBaHHS IiCJIs IPOTrpeCcyBaHHS
3aXBOPIOBAHHS.

Pesynpratu ananisiB BBII Ta maui 3akmioynoi 3B, ouineHi gocnigHukoM, y gocmigxkenHi PALOMA3
IIpefiCTaBleHo B Tabnui 3.

Tabmuig 3. PesynbraTu mono epekTuBHOCTI, HocnimxkenHss PALOMAS (3a OILiHKOIO IOCTiIHNUKa,
BuOipKa MallieHTiB «yCi paH[oMi30BaHi MallieHTH BiAOBIZHO J0 MPU3HAYEHOT0 JIIKyBaHHS»)

OHOBJIEHUH aHAai3

(mara 3akinueHHs 300py maHux - 23 xoBTHS 2015 p.)
da3znomexc mioc naadonuKItio daznomexc mioc namnebo
(N=347) (N=174)



BuxusanicTs 0e3

IPOTPeCyBaHHS

Memiana [micsmiB (95 % OI)] 11,2 (9,5; 12,9) 4,6 (3,5; 5,6)
Biguomenns pusukis (95 % 0,497 (0,398; 0,620), p<0,000001

IOI) i p-3Ha4YeHHSA

BTopuHHI KiHIeBI TOYKM eheKTUBHOCTI*

OB [% (95% II)] 26,2 (21,7; 31,2) 13,8 (9,0; 19,8)
OB (mposiBu 3axBopioBaHHs, 33,7 (28,1; 39,7) 17,4 (11,5; 24,8)
SIKi IimOaroThCs

BUMipIoBaHHIO) [% (95% II)]

YKE [% (95% [O1I)] 68,0 (62,8; 72,9) 39,7 (32,3; 47,3)
3aKJoYHa 3arajbHa BUXKKUBaHICTE (3B)

(mara 3aBepiieHHs 300py maHux - 13 kBiTHI 2018)

Yucno nogin (%) 201 (57,9) 109 (62,6)
Memiana [micsmis (95 % OI)] 34,9 (28,8 - 40,0) 28,0 (23,6 - 34,6)
Bignomenus pu3ukis (95 % 0,814 (0,644 - 1,029)

III) i p-3HaueHHT' p=0,0429"

YKE - yacToTa KiiHiuHol edekTuBHOCTI; [I - moBipuuit inTepBas; N - KibKiCTh Malli€eHTIB;
OB -00’ekTVBHA BiNIOBiOb.

Pe3ynbTaT BTODUHHUX KiHIIEBUX TOUOK 0a3yIOThCSA Ha MiATBEPOXKEHUX Ta HEMiITBePIKEeHUX
BimmoBigsax 3rimHo 3 KpuTepismu RECIST 1.1.

" CTAaTHCTUYHO HEJOCTOBIPHO.

" OgHOCTOPOHHI p-3HaYeHHs, CTpaTU(iKOBaHI 3TifHO 3 JIOT-PAHIOBAM KPUTEPIEM 3a HasBHICTIO
BiCIlepa/IbHUX MeTacTa3iB Ta YyTIUBICTIO 10 IONEePegHbOl eHIOKPUHHOIL Tepallii Ha MOMEHT
paHmoMi3atiii.

3HUKEHHST PU3UKY IIPOrPecyBaHHS 3aXBOPIOBaHHS a00 CMepTi Ha KOPUCTh TPYIH 3aCTOCYBaHHS
®aznogekc mToc manbonuKIio crocTepiranocs B yCix OKpeMux MmiArpynax mamieHToK, BU3HAYEHUX 3a
OKa3HUKaMHU cTpaTudikallii # mo4aTKOBUMU XapaKTepucTukamu. EQekT OyB MOKa30BUM y XKiHOK y
npe-/nepuMenonay3i (BP 0,46 [95% [I: 0,28; 0,75]) Ta XkiHok y noctmeHomnay3i (BP 0,52 [95% [[:
0,40; 0,66]), a TakoXK y MallieHTOK 3 MeTacTa3aMu y BHyTpiinHi opranu (BP 0,50 [95% [I: 0,38; 0,65])
Ta TallieHTOK 0e3 MeTacTaliB y BHyTpimHi opranu (BP 0,48 [95% [II: 0,33; 0,71]). KopucTs Takox
CIocTepiranach He3aleXXHO Biff JIiHIY TOIepefHbOl Teparil 3a HasBHOCTI MeTacTasis, pu 0 (BP 0,59
[95% [I: 0,37; 0,93]), 1 (BP 0,46 [95% [I: 0,32; 0,64]), 2 (BP 0,48 [95% [II: 0,30; 0,76]) abo =3 miniit
(BP 0,59 [95% [II: 0,28; 1,22]). HomaTkoBi moka3uuku ebektuBHOCTi (OB i YIIB), sKi omiHIOBamu B
IiATpyTax MalieHTiB i3 BicllepaJbHUM 3aXBOPIOBaHHSAM a00 6e3 HbOTO, TT0Ka3aHo y Tabnuili 4.

Tabmutig 4. PesynbraTtul mociimxkenHss PALOMAS 11010 eheKTHBHOCTI IIPH BicliepaIbHOMY Ta
HeBicllepaJbHOMY 3axBOpioBaHHi (BubipKa «yci paHoMi30BaHi IallieHTH BiAMOBIAHO 0O
MIPU3HAYEHOT0 TiKyBaHHSI»)

BicuepanbHe 3aXBOPIOBaHHSA HesicluiepanbHe 3aXBOPIOBAHHS
Q®aznopekc mwioc  ®as3nomeKkc MIITIoC ®aznopekc mwioc  Pas3nofeKkc MIIIoc
IaI00IInKIIi0O miamebo 1an00IInKITiO miame6o
(N=206) (N=105) (N=141) (N=69)
OB [% (95% [OI)] 35,0 13,3 13,5 14,5
(28,5; 41,9) (7,5; 21,4) (8,3; 20,2) (7,2; 25,0)
YrIiB*, memiana 3,8 5,4 3,7 3,6

[micsauis (miama3on)](3,5; 16,7) (3,5, 16,7) (1,9; 13,7) (3,4; 3,7)



*Pe3ynbTaTy BiATIOBige! Ha IifiCTaBi MiATBEPAKEHUX | HEMATBEPAKEHUX BiMIOBIEH.

N - xinekicTh namnienTis; [I - moBipuuit inTepBan; OB - 00’ekTuBHa Bimmosigb; YIIB - yac o mepimoi
BIfITIOBiMi MyXJIMHM.

Byno 3i6paHo iH(popMaliiio Ipo CUMIITOMH, IIPO SIKi IOBIIOMIISNIN TAI[iEHTH, i TPOBEEHO 3arajbHy
OILIHKY SKOCTi XXKUTTS 3 BUKOPUCTAHHSIM aHKeTH, po3po0IeHol EBPOIENCHKOI0 OpPraHi3alli€to
nocnigxkens i mikyBanHsg paky (EORTC) (QLQ)-C30, i momyns mns paky Monounux 3ano3 (EORTC
QLQ-BR23). 3aramom 335 mallieHTiB i3 rpymnu 3acTOCyBaHHS JIikapchbKoro 3acoby ®asnomekc 3
nanbourkiiooM i 166 malfieHTiB i3 rpymnu 3acToCcyBaHHS JIikapchKoro 3aco0y ®asnopmekc 3 miaiebo
BiAIIOBiNIM Ha aHKETy Ha I04YaTKy JOCIiAKEeHH i IpUHaUMHi Iif 4ac 1-ro Bi3uUTy micig mMOYaTKy.

Yac pmo noripmienHs 6yB 3a3gaserigb BCTAaHOBIIEHUH SK Yac MiX [M0YaTKOBUM piBHEM 00JT0 i MepIIuM
BUHUKHEHHAM 30inbieHHs =10 0amiB y IOPiBHAHHI 3 TOYaTKOBUM CTAHOM 3a IIKaJI0K 60JIb0BOI0
cUMIITOMY. BKToueHHS nanbouukiIiby 1o cxeMu JTiKyBaHHS JTiKapchKuM 3acoboM daznomexc
IIPU3BEJIO 0 3HAYHOI 3aTPUMKH Hacy [0 NOTipIIeHHS CUMITOMIB G0JII0 B TOPiBHSHHI 3
3aCTOCYBaHHSIM JIiKapCchKoro 3acoby ®a3nomekc 3 mnaiebo (B cepemrboMy 8,0 MicsIls MOPIiBHSHO 3
2,8 micang, BP 0,64 [95 % [I: 0,49; 0,85]; p<0,001).

Bnaue Ha eHO0omMempili y nocmMeHoNnay3aabHul nepiod

HokniHiuHI JaHi cBifYaTh IPO BiOCYTHICTH CTUMYJIIOI0YOTO BIJIUBY (YJIBECTPAHTY Ha €HIOMETDIN y
IIOCTMEHOIay3abHuM repion. [BOTUKHEBE JOCTIIKEHHS 3a y4aCTi0 300POBUX NOOPOBOJIBIIB y
IIOCTMEHOIIay3aTbHOMY Iepiofi, sIKi OTpuMyBasu eTUHinecTpanion y mo3i 20 MKT Ha go0y, moKasaro,
1110 TIOPiBHSIHO 3 TIOTIepenHiM JiKyBaHHSM Iylalie0o0 monepeaHe JTiKyBaHHS JTiIKapChKUM 3aC000M
daznopekc y fo3i 250 Mr IpuU3BOOUIIO N0 3HAYHOI'0 3MEHIIEHHS CTUMYJIIOIYOro BIJIUBY Ha
€HIOMETPiN y IOCTMEeHOIay3aIbHIY epiof 3a JaHUMM yIbTPa3BYKOBOTO BUMIPIOBaHHS TOBIIMHU
€HIOMeTpis.

Heoapn'toBaHTHE JTiKyBaHHS TPUBAICTIO A0 16 THXKHIB y MAIli€HTiB 3 paKOM MOJIOYHOI 3a/103H, AKi
OTPUMYBaJH JIiKyBaHHS a0o nikapcbkuM 3acobom Pasnomekc y mo3i 500 mr, abo Pasnomekc y mosi
250 Mr, He IPU3BOAUIIO OO0 KIIIHIYHO 3HAUYYIIUX 3MiH Y TOBIIMHI €HOOMeTpisd, 1[0 BKa3yBaJio Ha
BiZICYTHICTh aroHiCTUYHOTO BIIMBY. Ha chorogHi HeMae noka3iB HebGaKaHOTO BIJIMBY Ha eHOOMETPil
IIPY JIiKyBaHHI MAI[iEHTOK 3 paKOM MOJIOYHOI 3a71031. HemMae JOCTYIIHUX JaHUX BiTHOCHO
MOPGONOTiYHOI CTPYKTYPU €HOOMETPIs.

Y IBOX KOPOTKOCTPOKOBUX HoCimKeHHX (1 1 12 TuKHIB) 3a y4acTio MaI[ileHTOK y IpeMeHonay3i 3
NoOPOSIKICHUMY TiHEKOJIOTIYHUMY 3aXBOPIOBAaHHSAMM MiXK TpyrnaMu JIiKyBaHHS (yJIBECTPAHTOM i
n1ane60 He CIIOCTePiranocs XOMHUX CTaTUCTUYHO 3HAYYIIUX BiIMiHHOCTEH 3a TOBIIMHOIO
eHOoMeTpid, 110 OyJI0 MiATBePAKEeHO NaHUMU YIbTPa3BYKOBOr0 006CTEXKEHHS.

Bnaue Ha Kicmku

IJOBroCTpOKOBi faHi CTOCOBHO BIIUBY (y/IBECTPAHTY Ha KiCTKU BifCyTHi. Heoan'1oBaHTHE JTiKyBaHHS
TPUBAICTIO 70 16 TUXHIB y HaIliEHTIB 3 pakOM MOJIOYHOI 3aJ1034, IKi OTPUMYBaH JIiKyBaHHS a0
®aznogekcoM y no3i 500 mr, abo ®aznogekcom y mo3i 250 Mr, He TPU3BOIUIIO A0 KITiHIYHO 3HAYYIIUX
3MiH y PiBHSX CUPOBATKOBUX MapKepiB KiCTKOBOI'0 PEMOJIETIIOBAHHS.

[lemgiaTpuyHa NONYNIALIA

daznogekc He MMOKAa3aHUM IJIs JIIKyBaHHS [iTell. €EBpomeiicbKa areHIis TiKapChbKuX 3aco0iB
MI03BOJIMIIA He TTOfaBaTH Pe3yIbTaTH AOCTiIXKEHb i3 3aCTOCYBaHHS JTiKapCchbkoro 3acoby ®a3nongekc B
yCix miArpymnax mamieHTiB AUTSYOr0 BiKy 3 paKoM MOJIOYHOI 3a/103H (iHpopMalliio Ipo 3aCTOCyBaHHS



JiKapChKOT0 3aco0y miTaM AuB. ¥ po3mini «Crocib 3acToCcyBaHHS Ta LO3U»).

Y BigkpuToMy mocrnigKeHHi ¢a3u 2 BuBdanu 6e3neKy, eheKTUBHICTh i papMaKOKiHETHKY
dbynBecTpanTy y 30 miBuaTOK BikoM Bif 1 [0 8 poKiB 3 HAPOCTAIOYHUM MEpPeNYaCHUM CTaTEBUM
Io3piBaHHAM, ITOB’sI3aHUM i3 cuHapoMoM Onbpaiita - Mak-K'tona (MAS). [litTu oTpuMyBanu
MIOMiCAYHO BHYTPIMTHBOM 93080 4 MI/KT (pynBecTpaHTy. Y npoMy 12-MiCIYHOMY OOCHTiIKEHH]
BHBYABCS CIEKTP KiHIIEBUX TOYOK L1070 e(heKTUBHOCTI 3aCTOCYBaHHS JIiKapChKOro 3acoly mpu MAS.
PesynrpTaTy mocnifXKeHHS IoKa3aly 3HUXKEHHS YaCTOTU BariHaJIbHUX KPOBOTEY 1 3HUKEHHS TEeMIIiB
[o3piBaHHS KiCTKOBOrO BikKy. CTiliKi MiHiMasbHi KOHLIEHTpallil Gy/IBeCTpaHTy B PIBHOBAXKHOMY CTaHi B
OiTeu y 1[bOMY AOCIIiAKEHHI BiIOBifaayd KOHIIEHTPALIAIM V JOPOCHUX (OUB. PO3MAin
«PapMakokiHeTHKa»). 2KOOHUX HOBUX MMUTaHb, ITOB'I3aHUX i3 0€31eK0I0 3aCTOCYBaHHS JIIKaPCHKOTO
3aco0y, He BUHMKJIO ¥ XOfIi TPOBEEHHS 1IbOTO HEBEJIMKOT'0 JOCITII?KeHH s, OOHAK I’ STUPiYHi maHi 11e
He[OCTYIIHI.

dapmMaxkoKiHemuxka.

BcMoOKTYBaHHSA

[Ticns BBegeHHS NikKapchbKoro 3acoby ®a3nmoneKc y BUTTISAAL BHYTPIITHHOM S130BO1 iH’ €Kil
IIPOJIOHTOBaHOI [iil PyIBEeCTPaHT MOBIIbHO BCMOKTYETHCS, @ MaKCUMaJlbHa KOHILIEHTpallisl y Ia3Mi
KpoBi (C,,,,) mocaraeTbcst mpuOnu3Ho dyepe3 5 AHiB. [Ipy pexkuMi 3aCTOCyBaHHS JIiIKapChKOTO 3aco0y
®aznogekc y mo3i 500 Mr piBHI eKCmo3wuilii piBHOBaXKHOTO CTaHy a00 6IM3bKOT0 J0 HHOT'O
IOCSATAIOThCS MPOTITOM IIEePIIOro MicAIs TiKyBaHHS (cepemHE 3HaueHHA [KoeditieHT Bapiairil (KB)]:
AUC 475 [33,4 %] ur.nenn/™mn, C,., 25,1 [35,3 %] ur/mn, C,;, 16,3 [25,9 %] ur/mn BinnoBigHO). Y
PiBHOBaXKHOMY CTaHi KOHIIeHTpalil pyaBeCcTpaHTy y mIa3Mi KpPOBi 30epiraloThca y MexkKax BiTHOCHO
BY3bKOTO [iala30Hy i3 MpubIN3HO TPUPA30BOI0 Pi3HUIEIO0 MiXK MaKCHMaIbHOIO Ta MiHiMaJIbHOIO
KOHIleHTpauisaMu. [licisa BHYTPIlIHBEOM 930BOT0 BBEAEeHH B HAiana30Hi 03 Big 50 mo 500 mr
€KCIIO3UIIisT € TPUOIN3HO IPOIOPIiMHOO 10 HO3H.

Po3mnopin

®ynBecTpaHT eKCTEHCUBHO i IMIBUAKO PO3MOIiNAEThCS. 3HAUHUIM YIBHUM 06’€M PO3NOTiNy B
piBHOBaxkHOMY cTaHi (Vd), 1110 cTaHOBUTH MPUGIU3HO Bif 3 M0 5 /KT, CBITYUTD IIPO ITEePEBaKHO
€KCTpaBacCKyJIIpPHUU PO3IOMIIII.

OynBecTpaHT 3HAUHOIO Mipoio (99 %) 3B’A3yeThCs 3 O6iikamMu 11a3Mu KpoBi. ['07I0BHUMHU
KOMIIOHEHTaMHU 3B’I3yBaHHS € (pakiiil JMmonpoTeiniB gyKe HU3bKOI inbHOCT (JITIIHIII),
minonpoTeiniB HU3bKoI mwinbHOCTi (JITTHII) i mimompoTeiniB Bucokoi miinsHoCTi (JITIBII). JocmigxeHb
B3a€MO[Iii 010 KOHKYPEHTHOT0 3B’s13yBaHHs Oi/KiB He TPOBORUIIOCh. Posb rinobymniny, 110
3B’s3y€eThCA i3 cTaTreBUMH ropmonamu (I'3CT), He BcTaHOBIIEHA.

BioTpancdopmarris

MeTabo7i3aM (ynBeCTPaHTY IMOBHICTIO He BUBYEHUH, ajle BKII0Ya€ KOMOIHaIlI0 YMCIIEHHUX MOXKITHUBUX
MeTabomYHuX MIIXiB 6ioTpaHchopMaliii, 0 € aHAJIOTIYHUMHY 10 MeTabOIiYHUX MIJISIXiB
OioTpancdopmalrii eHmoreHHuUX cTepoimiB. ImenTHdikoBaHi MeTabomiTu (BKI0OYaouu Metabomitu 17-
KeTOH, cynbGoH, 3-cynbdar, 3- i 17-ToKypoHif) B aHTUECTPOTEHHUX MOAENAX € a00 MeHII
aKTUBHKUMH, a00 IEMOHCTPYIOTh MOAIOHY 00 QYIBECTPAHTY aKTUBHICTb. [JOCTIIXKEeHHS 3
BUKOPHUCTAHHSIM ITperapariB MevYiHKy JTIOOUHY Ta PEKOMOIHAaHTHUX JIIOACHKUX (PePMEHTIB II0KA3YIOTh,
mo CYP3A4 € egunuM i3opepmentom P450, mo 6epe y4acTb B OKUCTIEHHI GyIBECTPAHTY; ONHAK
BBaXKa€EThCS, 1110 in Vivo IepeBaxKaloTh He 1OB’s13aHi 3 P450 muisxu Metabomniamy. In vitro mani
CBiguaTh, 10 PyIBeCTpaHT He NpurHiuye izopepmentu CYP450.



BuBeneHHsa

®ynBecTpaHT BUBOAUTHCS IepPeBakHO ¥ MeTabosizoBaHiit popmi. OCHOBHUIM LINSX BUBEIEHHS -
3 KaJoM, Iipu uboMy MeHIne 1 % BUBOOUTHCA i3 ceuero. DyIBeCTpaHT Ma€ BUCOKUM KITipEHC,
11 £ 1,7 Mn/XB/KT, 110 CBiQYUTH PO BUCOKUM NMEeUiHKOBUYN KOe(illieHT eKCTPaKIIil.
TepminanbHUY Iepiof HaMiBBUBENEHH (t,,) MiCiIs BHYTPIIIHBEOM I30BOT'0 BBEEHHS BU3HAYAETHCS
IIBUAKICTIO BCMOKTYBaHHS Ta OLIiHEHUM Ha piBHI 50 AHIB.

Oco06nuBi TpyIy NallieHTIB

[Tpu nonynsaniHOMy (papMaKOKIiHETUYHOMY aHasli3i faHUX OOCHiAXeHb (a3 3 He BUIBIECHO
BiDMiHHOCTEeX y ¢apMaKOKiHETHYHOMY IPOodini GpynBecTpaHTy 3 OTNISAy Ha BiK (miama3oH Big 33 [0
89 poxkiB), macy Tina (Big 40 mo 127 kr) abo pacoBy HaleXHiCTb.

ITopyweHHA PYHKUIl HUPOK

CrymiHb BIJIMBY JI€TKOT0 a00 ITOMIpHOT0 MOPYIeHHS QYHKIII HUPOK Ha (hapMaKOKiHETUKY
(GbynBeCTpaHTy He AOCSATaE KIiHIYHO iCTOTHOTO 3HAYEHHS.

ITopyweHHA PYHKUII neviHKu

dapmakokiHeTHKa (QyIBECTPAHTY OI[iHIOBANIACh ¥ KJIiHIYHOMY AOCIIXKEHHI 3 BUKOPUCTAHHSIM
OJTHOPa30BOi M03H JIiIKapChKOT0 3aco0y, IIPOBEIeHOMY 3a y4acCTIO XKiHOK 3 JIETKUM Ta IIOMipHUM
nopyiieHHAM GYHKIII nediHky (kiac A ta B 3a Yaitngom - [1'10). HeTpuBasio 3aCTOCOBYBaid BUCOKY
M03y JIiKapChKOT0 3aco0y M1 BHYTPITHEOM 130BUX iH €KIili. [IopiBHSIHO 3i 3M0poBUMU 0cobaMu ¥
JKIHOK 3 IOpPYIIEeHHSM (QYHKII1 edYiHKu crocTepiranocs 36inemenHs AUC maiixke y 2,5 pa3a.
OuikyeThcs, 110 30iIbIIeHHST €KCIO3UIIil 0 TaKOi BeIMUWHY Y MAIli€HTiB, SKUM BBOOUTHCS
®aznogekc, 6yne mobpe nepeHoCUTHCH. 2KiHKY 3 TSXKKUM IOPYIIeHHAM QyHKIII nevinku (kmac C 3a
YannooM - [1'10) He OIiHIOBAIKUCS.

ITediampuyHa nonyaauyis

dapmakokiHeTHKa (QyIBECTPAHTY OLiHIOBAIACh Y KJIIHIYHOMY JOCiIXKEHHi, IPOBEIEHOMY 3a y4acTIo
30 miBYaTOK 3 HAPOCTAIYUM IepefyaCHUM CTaTeBUM [03PiBaHHSAM, IIOB’I3aHUM i3 CHHIPOMOM
On6paiita - Mak-K'toHa - [lITepabepra (muB. po3min «®apmMakoguHaMmika»). [legiaTpuyni marienTu
Masd BiK Bif 1 1o 8 pokiB i oTpuMyBajy BHYTPILIHEOM 130BO (DYJIBECTPAHT y A03i 4 MI/KT HMIOMICAIA.
l'eoMmeTpruHa cepenHs (CTaHOapTHE BiIXUIEHHS) MiHiMalbHa KOHI[EHTPAallisl y PIBHOBaKHOMY CTaHI
(Cons SS) 1 AUCss ctanosunu 4,2 (0,9) ar/mn i 3680 (1020) ar*rog/mn BigmnoBigHO. X04a OTpHMaHi
naHi oOMexkeHi, piBHOBaxHi MiHiMalbHiI KOHIIEHTpallii QynIBeCcTpaHTy y AiTel, iMOBipHO,
Y3TOOXYIOThCS 3 TAKUMHU Y JOPOCIIUX.

KrinigHi XxapaKTepHCTHKH.
IToka3zanHus.

®a3nonekc IoKa3aHUM:



* SIK MOHOTEpaIlis AJis TiKyBaHHS MiCII€BOIIOIIMPEHOr0 a0 METAaCTaTUYHOTO PaKy MOJIOYHOI 3271034 3
€CTPOTEH-TI03UTUBHUMU PEleNTOPaMHU B XKiHOK y IIOCTMEHOTaY3i:

- SIKi paHillle He OTPUMYBAJIX EHOOKPUHHY Teparito, abo

- Y pa3i penuguBy XBOpoOHU IIif Yac uM Micjsg aj I0BaHTHOI aHTHECTPOTEHHOI Teparlii abo
IIPOTPeCcyBaHHs XBOPOOHU IIiJ Yac aHTUECTPOTEeHHOI Tepartii;

* y KoMOiHaIril 3 mambouKIi0oM g TiKyBaHHS TOPMOH-penenTop-no3utuBHoro (HR-mo3uTuBHOTO),
HETraTUBHOTO 3a PELleNTOPOM elifepManbHOro akTopa pocty mogunu 2 (HER2)
MiCIIeBOIIOIIMPEHOT0 a00 METACTAaTUYHOTO PAKy MOJIOYHOI 3a71031 B XKiHOK, SKi OTPUMYBaIu
IIOTIePeHIO €HIOKPHUHHY Tepaliio (quB. po3nin «PapMakoguHaMiKa»).

Y kiHOK y mpeMeHomay3i abo nmepuMeHomnay3i KoMOiHOBaHe JTiKyBaHHS 3 HaMI00IUKIIO60M i
IIPOBOAMTY B KOMOiHallii 3 aroHiCTOM JII0TEeIHi3yI0Y0ro ropMOH-PUIi3HHT0BOTr0 ropMony (JITPT).

Hpomunmcasaunﬂ.
linepuyyTnuBIiCTE O Aif040i peuyoBUHU ab0 [0 Oyab-sIKOi 3 HOMTOMIKHUX PEYOBHH.
BaritHicTb i makTatis (IuB. po3Mmin «3aCTOCYBaHHS Yy MEPiof BariTHOCTI ab0 romyBaHHS IPYAOIO»).

TsKKa eyiHKoBa HeJOCTATHICTh (OUB. po3minu «Oco0IMBOCTI 3aCTOCYBaHHI» i
«PapMaKOKiHETHUKA»).

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

HocmimxeHHs KITiHiYHOI B3aeMofii 3 MimazonaMmoM (cyoctpaToM CYP3A4) nmpomeMOHCTPYyBalo, o
dbynBectpaHT He npurHiyye CYP3A4. [TocnmigKeHHs KITiHIiYHOI B3aeMO{Iii 3 pudaMIIimHoM
(immykTopoM CYP3A4) Ta KeTokoHa3010M (iHribiTopom CYP3A4) He moka3anu KIiHIYHO 3HAYYLIUX
3MiH KJlipeHCy QynBecTpaHTy. TakKMM YMHOM, [JId MAI[i€HTIB, SKUM OJHOYACHO IIPU3HAYEHO
¢dynBecTpaHT Ta iHribitopu abo ingykTopu CYP 3A4, Kopekilia [o3u He moTpibHa.

Oco6 1ueocmi 3acmocy8aHHs1.

®aznogekc ciif 3 06epeKHICTIO 3aCTOCOBYBATH NallieHTaM 3 MOPYIIeHHAM GYHKIIil Ie4iHKHY Bif
JIETKOTO [I0 TIOMIpHOTO CTYIEHS TSIKKOCTi (OuB. po3xinu «Crocid 3acToCyBaHHS Ta JO3U»,
«IIpotunoka3zanusa» i «PapMaKOKiHETUKA»).

daznopgekc crif 3 00epeKHICTIO 3aCTOCOBYBATH MallieHTaM 3 TSIKKUM MOPYIIEeHHSIM QYHKII HUPOK
(kipeHc KpeaTuHiHy MeHIIe 30 MJ1/XB).

3BaXkal04yy Ha BHYTPIIIHHOM 930BUM IIIIX BBefeHHs, Pa3nomeKc i 3 06epekHICTIO 3aCTOCOBYBATH
IIPU JIiKyBaHHI [allieHTiB, XBOPUX Ha reMopariunuii giates, TPOMOOIUTOIIEHI 0, T TUX, XTO ITpUKMae
QHTUKOATYJIAHTH.

Tpom6oemOboriuHi peakiiii 3a3Buyait CIIOCTEPIralTHCS Y XKIHOK 3 MOMKUPEHUM PAKOM MOJIOUHOI



3as03u i Oynu 3apeecTpoBaHi y KIIiHIYHUX NOCIIIXKEeHHAX JIiKapchKoro 3aco0y a3nopexc (nus.
po3min «ITo6iuni peakiii»). Lle crig BpaxoByBaTH Ipu Mpu3HaYeHH] JTikapchKoro 3aco0y da3nomekc
nalieHTaM, gKi BXOAATH 00 IPYNU PUBUKY.

[Tpu BBemeHHi iKapchKoro 3aco0y ®a3momeKc moBimOMIISIIN IIPO Peakxiii, MoB’'s3aHi 3 MiciieM iH'exiiii,
BKJ/TIOHAIOYH illliac, HeBpaTiioo, HelponaTuyHuii 6ink Ta mepudepuyry HelponarTio. Yepes
6/TM3bKICTh PO3TAlIyBaHHS CITHUYHOI'O HepBa CJIifl JOTPUMYBATHCS 00€peKHOCTI IIPU BBEeHHI
nikapchKoro 3aco6y ®a3nofeKc y BepxHill 30BHILIHIN KBagpPaHT CiTHUYHOI [iNISHKY (OUB. PO3Minu
«Crmocib 3acTocyBaHHS Ta fo3u» Ta «[1o0igHi peakii»).

He icHye maHUX TOBrOCTPOKOBUX AOCIIXKEHb IIOA0 BIUIMBY (Yy/IBECTPAHTY Ha KiCTKHU. Yepe3
MexaHi3M fil pyIBeCTpPaHTy iCHYy€ MOTEHLIMHNNI PU3UK PO3BUTKY OCTEOIIOPO3Y.

Beamnexka # epeKTUBHICTh 3aCTOCYyBaHHS JIiKapCchKoro 3acoby ®a3nomekc (K MOHOTepatis abo B
KoMOiHa1ii 3 nanbourkiIiboM) malieHTaM i3 KpUTUYHUM 3aXBOPIOBAHHSIM BHYTPIIIHIX OpraHiB He
MOCIIiAZKYBaJIUCS.

[Tpu komOiHatii mikapchkoro 3aco0y Pa3nomekc i3 nandouKIi6oM quB. TAKOXK KOPOTKY
XapaKTEePUCTUKY JIIKapChKOTO 3aco0y nambonukIioy.

Bnaue Ha docaidaceHHsa ecmpadiony 3a 00NOMO2010 AHMUMIA

Yepes CTPYKTYpPHY NOTIOHICTE (yIBECTPaHTy Ta €CTpafiony GyaBecTpaHT MOXKe BIIJIMBATH Ha
pe3ynbTaTy OOCHiIXKeHb PiBHS eCTPafiofy, 110 IPOBOASITHCS Ha OCHOBI peakilil 3 aHTUTIIaMH, i
COPUYMHATHA OTPUMaHHS XUOHO MiIBUIIIEHUX PiBHIB ecTpamiony.

EmaHon

®aznogekc mictuth 10 % Mac./06. eTaHOMY (CIUPTY) K OONOMIKHY pedoBuHY, To6TO 1o 500 Mr B
OIHiM iH’€KIIil, 110 ekBiBaseHTHO 10 My muBa uu 4 M BHHA. Lle MOXKe HAIIKOOUTH TUM, XTO CTpaXaae
Bil a7TKOT071i3My, a TaKOXK Ife MOTPiOHO BpaxoByBaTH IMAlliEHTaM 3 TPYII BUCOKOTO PU3UKY, 30KpeMa
nalieHTaM 3 ypakeHHSAM [IeYiHKU Ta eIiIelCiero.

BeH3uno8uti cnupm

da3znopmexc MicTUTh GEH3UIOBUM CIIUPT K OOMOMIXKHY PEYOBUHY, 1110 MOXKe CIPUYMHSATH ajiepriyHi
peaxitii.

[legiaTpuyHa NOMYNALIS

dasnomekc He PEKOMEHAYEThCS [JIST 3aCTOCYBAHHS OiTSAM Ta MifJIiTKaM, OCKibKY HOTr0 0€3MeKy Ta
e(eKTUBHICTH IJ14 L€l BIKOBOL IPYIIX He BCTAHOBJIEHO (IUB. po3nin «OapMaKoguHaMiKa»).

3acmocysaHHs y nepiod eazimHocmi abo 200y8aHHA 2py00io.

KIHKY PEnpoOnyKTUBHOIO BIKY

[TamieHTKY penpOfyKTUBHOIO BiKYy ITOBUHHI BUKOPHUCTOBYBaTH €(pEKTUBHI METOAU KOHTPALENIIil IIif
yac JIiKyBaHHS JiKapchKuM 3acoboM da3momekc Ta MPOTIroM 2 POKiB Iiciig BBeIeHHS 0CTaHHBOI
OO3MU.



BariTHicTBb

dasnomekc NpOTUNIOKa3aHUM y MePiof BariTHOCTI (guB. po3min «IIpoTtunokalanHsa»). byno mokasaHo,
1m0 ¢y/IBeCTPaHT IIPOXOAUTh Yepe3 IjlalleHTapHuii 6ap’ep Mmicigd 00HOPa30BOr0 BHYTPIIIHHOM S30BOT0
BBe[IeHHS JTIKapChKOT0 3aco0y y IIypiB i KposmiB. [JoCHifKeHHS Ha TBapUHAaX BUSBUIN PEIPONYKTUBHY
TOKCHUYHICTh, BKJII0Yal04y 3POCTaHHS 4aCTOTHU aHOMaJlill i cMepTi miofda. AKIo nallieHTKa
3aBariTHina y mepiof mikyBaHHS JlikapchKuM 3acobom ®asznmofmekc, ii ciif moindopMyBaTH 1mpo
TIOTEHIIiNHY HeOe3meKy /IS IJIofa Ta MOTeHIIMHNN PU3UK IIepepUBaHHs BariTHOCTI.

['pynHe BUTOOOBYBaHHSA

[Tig yac mikyBaHHS NikKapcbKuM 3acoO6oM da3nomeKc rpyaHe BUTONOBYBAHHS CIIifl MPUITMHUTH.
QynBeCTpaHT €KCKPETYETHCSA B MOJIOKO Y JTAaKTyI0UHX MypiB. HeBimoMo, 4u BUAiNsA€eTHCS (DyIBECTPAHT
y TPyIHE MOJIOKO JTIONVHU. 3BaXKao4y Ha MOXKJIMBICTh BUHUKHEHHS Y HEMOBIIAT, K1 3HaXOAAThCA Ha
I'PYLHOMY BUTOLOBYBaHHI, Cepiio3HuX HeOaKaHUX peakllill, CHPUYNHEHUX (YyIBECTPAHTOM, IPOTATOM
nepiony rogyBaHHS I'PYAAIO0 IPOTUIIOKA3aHe 3aCTOCYyBaHHS LILOTO JIIKaPCHKOT0 3aco0y (IUB. PO3Min
«IIpoTunoka3anHusg»).

DepTUNLHICTh

Bnnus nikapcekoro 3aco0y ®a3nmopekc Ha GepTUNbHICTh V¥ TIOAUHU He NOCTimKeHUH.

30amHicmb 8nausamu Ha weudKicmb peakuii npu KkepysaHHi aamompaHcnopmom abo
[HWUMU MexXaHi3Mamu.

daznogekc He BIIMBae abo Mae He3HAUHUM BIIJIUB Ha 3[aTHICTh KEPYBaTH TPAHCIIOPTHUMU 3acobamMu
Ta MIpaloBaTH 3 iHMMMHU MeXaHidMaMu. OgHaK, OCKiJIbKY MIPU JTiKyBaHHi JTiKapChKUM 3aC000M
®a3nomeKc MOBIIOMIANIOCS PO AyXKe YacTi BUNAOKM acTeHil, mallieHTaM, Y SKUX IIifl 4ac KepyBaHHSI
TPAHCIIOPTHUMHU 3acob6amu afo pobOTi 3 iHIIMMK MeXaHi3MaMK PO3BUHYJIACS 111 MOGiYHA peakilis,
CJIil OTpUMyBaTHUCS 00€PEXKHOCTI.

Cnocid 3acmocyeaHHsi ma do3u.
[To3yBaHHS
ILlopocai dciHKu (8Kar0Uaro4u 0cib AiMHbO20 BiKY)

PekomenpnoBana mo3a ctaHoBuTh 500 Mr, IKy 3aCTOCOBYIOTh 3 iHTEPBAJIOM OOUH MICSIb, Yepe3 ABa
THUXKHI IIiCIIs epIIoi iH’eKITii BBOMUTHCS mogaTKoBa mo3a 500 mr.

[Tpu 3acTocyBaHHi NiKapchKoro 3aco0y ®a3nomekc y KomOiHalil 3 man6ouuKIidoM TakKoX IUB.
KOPOTKY XapaKTEPUCTHUKY MaboIuKIIioy.

2KinkaM y mmpe-/iepuMeHoOIIay3aabHIM IePiof meper Mo4YaTKOM Ta IIifi yac KoMOiHOBaHOI Teparii
nmikapcbKuM 3acoboM Pasznmopmekc Ta nanbouukiiboM ciim 3actocoByBatu aroxictu JIIPT



(7mMIOTeiIHiI3yI0Y0ro TOPMOHY PUII3HHT-TOPMOHY) BiITIOBIOHO J0 JTOKAJIBHUX CTAHOAPTIB KITiHIYHOI
TTPAKTUKH.

Oco0auBi TPy MAITIEHTIB

ITopyweHHA pYHKUII HUPOK

I nauieHTiB i3 nmopymeHHsIM QYHKIII HUPOK Bifl IETKOTO [I0 IIOMipPHOTO CTYIIEHS TSIKKOCTI (KipeHc
KpeaTuHiny = 30 MJI/XB) KOpUTYBaTH 003y He MOTPiOHO. EdekTuBHICTEL Ta O€3MeKy TiKapChKOro
3aco0y He OIiHIOBAJIY y MAI[iEHTIB 3 TAXKKUAM MOPYIIEHHSIM (PYHKI1 HUPOK (K/IipeHC KpeaTUuHIHY

< 30 M71/XB), TOMy TaKUM IallieHTaM JIiKapCbKu 3acib cyif 3acTocoByBaTé 3 00€PeXHICTIO (OUB.
po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

ITopyweHHA pyHKUII neviHKu

[71g nauieHTiB 3 MOPYLUIEHHSAM (DYHKIIiI IeYiHKY Bif JIETKOTO A0 IOMIPHOTO CTYIEHS TSIXKKOCTI
KOPHUTYBaHHA 103U He OTPiOHO0. OgHak TakuM narieHTaM ®a3omekc Ciif 3aCTOCOBYBaTHU 3
00epexkHiCTIO 3 OTJISIAY Ha MOXKJIMBE 3POCTAHHS €KCITO3uIlil QyIBecTpaHTy. [laHi 100 MaIlieHTiB 3
TSKKUM IIOPYIIeHHSIM QYHKIIII TediHKy BifcyTHi (quB. po3minu «IIpoTunoka3aHHsa», «Oco6IuBOCTI
3acTocyBaHHA» 1 «dapMaKOKiHETHKa»).

Cnocib 3acmocy8aHHs

dasnopekc cinifg BBOOUTH Y BUTTISIAI ABOX IIOCIIOBHUX MOBIMbHUX (1-2 XBUJIMHY Ha iH'€KIIiI0),
BHYTPIIIHBOM S30BUX iH'€KIIil IO 5 MJI, 10 OAHIN y KOXHY CiTHUINO (CITHUYHY OiNISHKY).

Yepes 6U3bKICTh PO3TAIlyBAHHS CITHUYHOTO HepBa CJIifl JOTPUMYBaTUCS 00€peKHOCTI TP BBEEHHI
nikapcbKoro 3acoby ®a3nomeKc Y BepxHill 30BHIIIHIM KBaAPAHT CiTHUYHOI iJISTHKH.

[HCTPYKLiA 0119 BBeIeHHS

Jlikapceku# 3acib cIii BBOOUTH BiATIOBIZHO [0 MiCIIEBUX IIPABUJI IPOBEIEHHS BHYTPIITHEOM I30BUX
iH’eK1Iill BeJTUKOTO 00’eMy.

[TPUMITKA. Yepe3s 61u3bKiCTh PO3TalllyBaHHS CITHUYHOTO HEPBa CJIifl OTPUMYBATUCS 00€pekKHOCTI
IIpY BBeJleHHi TiKapchKoro 3aco0y ®a3ofieKC y BepXHiil 30BHIMIHIM KBaApPaHT CiqHUYHOI TiNTHKN
(ouB. po3min «Oco0IMBOCTI 3aCTOCYBaHHS»).

3acmepediceHHs: He cmepuizyeamu 8 a8mMokK1asi 6e3aneyHy 204Ky (8Kpumy Ko8naukom nioOwkKipHy
2oaky «BD SafetyGlideO») neped 8uKOPUCMAHHAM.

prOJlOB}K YCBOT'0 4aCy BUKOPHUCTAHHA Ta BUOAJIEHHS PYKHU TIOBUHHI 3HaXOOUTUCS Imo3afgy I'OJIKH.

Il KO2KHOTO 3 OBOX IIIIPUITIB:



* BUTATHYTU CKJISSHUY LUJIIHAD IINPHUILA 3 KapTpULXKa i MamtoHoxk 1
[IePEeBIpUTH, YU BiH He MOLIKOIXKEHUN. (<]

* BimKpuTH 30BHIIIHIO yIIaKOBKY Oe3medHol ronku («BD

SafetyGlide™ »).

* Po3unHY 1 IapeHTepasIbHOr0 BBENEeHHS IIeper

3aCTOCYBAHHSAM CIIifi IEPEBIPUTH Bi3yaIbHO Ha HAsABHICTD

TBEPIUX YaCTUHOK 1 3MiHU KOJILODY.

» TpumaTu mmpuil pebprcToio yacTuHowo BBepx (C). IHIIO00

PYKOIO B3ITU KOBIA4OK (A) i 00epeKHO HaxUIATH Ha3aq i Beper

[0 THX TIip, KOJIX KOBIIAYOK Bify' €HHAETHCS i KOT0 MOXKHa Oyfe

3HATHU, HE KPYTUTHU (ouB. Main. 1).

* JHATU KOBIIA4OK (A), pyxaluu UOT0 y HanpsAMKY BBepx. [Ing  MastoHoK 2
36epeKeHHs CTePUIIBHOCTI He TOPKATUCS HaKOHeYHHKa IIIpuIa |*]

(B) (guB. mam. 2).

* [IpueguaTu Ge3MeYHy TONKY A0 Hacagku Jloepa i mpokpyTutu MamioHOK 3
[0 WIiTbHOTO MPUJISITaHHSA (IUB. Mai. 3).

* TlepeBiputy, 00 ronka Oyna 3akpinneHa Ha HAKOHEUHUKY

mmpuiia Jiroepa, nepeq nepeMilieHHsIM 3 BePTUKAIbHOI

TIJIOIIHUHH.

* BUTATHYTU 3aXMCHUM KOBIAYOK 3 TOJIKH MPSIMO, 1100 YHUKHYTH
TIOIIKOMKEHHS KiHYMKa T'OJIKH.

* HaGnu3uTu 3aroBHEHUH IIITPUI] 10 TOYKU BBEOEHHS.

e 3HATH 3 TOJIKHU KOBIIQUOK.

* BupmanuTu 3i WINpUiia HafIUIIOK MOBITPA.

* BBOoOuTU MOBUIBHO BHYTPIIIHBOM 5130BO (1-2 XBUIMHU/IH €KIIiI0) MaoHOK 4
y CigHUIO (CIAHUYHY OiNSHKY). 719 3py4HOCTI KOPUCTyBada 3pi3E|

TOJIKY ITOBMHEH OyTH HallpaB/IeHU! Ha Ijiede BaxKens (OUB. Majl.

4).

* Oppa3y micis BUBeeHHs I'OJIKY HATUCHYTU OJHUM IajIblieM Ha
njiede Baxerns, 00 aKTUBYBATH 3aXUCHUY [TOPIIHEBUY MeXaHi3M
(omuB. Maml. b).

[TPUMITKA. TIpu akTHBallil TPUMaTH TOJIKy HallpaBieHOo Y 6iK
Bif ceOe Ta iHmmx. [IpucnayxaTucs 0o KjiallaHHS Ta Bi3yalabHO MAITIOHOK 5
[IePEeKOHATUCS, 1110 KiHYKK 'OJIKY IIOBHICTIO 3aKPUBCH. B

Yrunizatis

Honepengo 3all0OBHEHI MITPpUIA an/I3Haqui TiIIBKH OJIsd OOJHOPA30BOI'O BUKOPUCTAHHSA.

Lleit mikapcbKui 3aci6 Moxke CTaHOBUTH HebOe3MeKy OIS BODHOTO cepefoBuilla. byab-saKui
HEeBUKOPUCTAHUM JTiKapCchKuM 3aci0d abo #oro Bigxomy HeOOXigHO YTUITi3yBaTH BiMIIOBIOHO M0 MiCIIEBUX
BHMOT.

Himu.

Beamneka Ta eeKTUBHICTh 3aCTOCYBaHHS JlikapchKoro 3acoby ®a3nomekc miTsam (BikoM o 18 poxkiB)
He BCTaHOBJIeH]. [lOCTyIIHUX Ha CbOTOLHI JaHUX, 1[0 ONUCaHi B po3fainax «dapmMakOKiHETHUKA» i
«PapMakoguHaMiKa», HEIOCTaTHRO, 11100 BCTAHOBUTHY PEKOMEHAallil I[0fI0 HO3YBaHHS HiTsSM.



Ilepedo3yeanHsi.

€ oKpeMi MoBiOMIIeHHS IIPO BUIIQ[IKU ITepefo3yBaHHs JiKapchbKoro 3aco0y Pasnopekc y monei. Y
pasi nepeno3yBaHHS PEKOMEHAYEThCA IPOBOAUTH CUMIITOMAaTU4YHE IiATPUMYyBaIbHE JIIKyBaHHS.
IocmigXeHHS Ha TBapHHAX BKA3yIOTh Ha BiACYTHICTb e(heKTiB BULIUX 103 (QYIBECTPAHTY, OKPIM THUX,
1m0 6e310cepeqHb0 YK OMOCEPAKOBAHO OB I3aHi 3 AHTHECTPOTEHHOIO [Ti€l0.

ITo6iuni peakuii.

Pesiome npodinio 6e3mern

Monomepanis

Y 11boMy po3pini HaBemeHOo iHGopMallito om0 BCix MoGiYHUX peakIlili, MOBiMOMIIEHHS PO SIKi
OTPUMAaHO 3 KITIHIYHUX OOCHiAKEHb, MCIIpeeCTPalliiHUX NOCITiIXKeHb a00 CIIOHTaHHUX
nmoBimoMiieHb. B 00’eqHaHiy BubipIli faHUX MOHOTEpalii GyIBeCTPaHTOM MOGIYHHMHU
peaxIisiMy, IIpo SIKi MOBIIOMISIETHCSA HaWdacCTillle, € peakllil y Micli iH'€KIIil, acTeHis, HymoTa Ta
30inbmeHHs piBHIB neuinkoux hepmenTiB (AJIT (amaninaminoTpanchepasa), ACT
(acmapramaminoTpaHcdepasa), JI® (nyxHa pocdarasa)).

Y Tabnuni 5 3a3HavyeHi KaTeropii yacToTy BUHUKHEHHS MOOIYHUX peakiliii Oyau po3paxoBaHi Ha
IiZicTaBi JaHUX TPYIH JiKyBaHHS JlikapcbKuM 3acoboM Pasznmopmekc 500 Mr 3 00’emHAHOTO aHaMi3y
0e3meKu NOoCIimKeHb, fe nopiBHioBanucsa ®Pa3znomekc 500 mr tTa ®asnogekc 250 mr [CONFIRM
(mocnimxkenns D6997C00002), FINDER 1 (mocnigxenns D6997C00004), FINDER 2 (mocmigxeHHs
D6997C00006) Ta NEWEST (mocnimxkenuss D6997C00003)], abo 3k 3 0KpeMOTo [OCTiIKeHHS
FALCON (mocnigxenns D699BC00001), y skomy nopiBHioBanucs ®a3snogekc 500 Mr Ta aHaCTPO301
1 mr. dkimo yacrora nobiuHUX peakiii y 06’emHaHoMy aHani3i 6e3neku Ta y FALCON BigpisHsinacs,
TO Opany HauBHUIINY 4acToTy. YacToTa y HaBefeHil Tabmulri 5 6yia BU3HAUYeHA Ha IifCTaBi JaHUX
IIOMI0 YCiX MOBigqoMIIeHUX MOGIYHUX peakiliii, He3aJexkKHO Bifl OI[iHKY JOCTiTHUKOM IPUYUHHOTO
3B’s13Ky. MefiaHa TpuBaocTi nikyBaHHs QynBecTpanToM 500 Mr B 00’ eqHaHiy BUOIpIl JaHUX
(30KpeMa B HaBe[leHUX BUINE OOCTimKeHHIX Ta mociimxkenHi FALCON) crtanoBuna 6,5 micsiis.

[Nepenik moGiYHKUX peakiliil y BUTNAni Tabnuii

HaBepeni Huxk4e mobiuHi peakiii KimacudikoBaHi 3a 4acTOTOIO Ta KJlacaMH CUCTeM opraHis. I'pynu 3a
YacTOTOI BU3HAYEHO 3TifHO 3 TAKUMHU KpUTEPiIMuU: gyxe dacTo (= 1/10), gacto (= 1/100 mo < 1/10),
HedacTo (= 1/1000 mo < 1/100). Y mexkax rpynu 3a 4acToTOIO 00iYHi peakilii 3a3HaY€HO Y MOPSAAKY
3MEHIIEHHS IXHbO1 CEPUO3HOCTI.

Tabmutg 5. [To6iuHi peakilil, Ipo sKi MOBiMOMIISINIOCS Y MAI[iEHTIB ITif YaC MOHOTepaIllil JTikapChbKUM
3acoboM da3zsonmexc.

[To6iuHi peaxirii, kracuikoBaHi BiAIOBigHO [0 YAaCTOTH i KJIaCy CUCTEM OpPTaHiB
[Hdekil Ta iHBa3il YacTo [HbeK1il CeYOBUBITHUX HIIAXIB
3 00Ky KpoBi Ta nmimbaTuyHoi [Jacto SHUKEHHS KiJIbKOCTi TPOMOOIUTIB®
CHCTEMU
3 00Ky iMyHHOI CUCTEMHU [ly>xe 4acTo Peaxiiil rimepuyyTnuBoCTi’

HeuacTto AHadinakTUYHI peakil




3 00Ky MeTaboi3aMy Ta HacTo AHOpEKCis®
Xap4yBaHHS
3 60Ky HEPBOBOI CHCTEMU HacTto ["omoBHUMN OiNh
3 60Ky CyouH Iye 4acTo [punnueu’
JacTo Beno3na TpomboemOb0Tis”
3 00Ky TPaBHOTO TPaKTY [ly>Ke yacTto Hynota
HacTo boBaHHS, fiapes
3 00Ky MeYiHKM Ta [ly>ke 4acTo [TinBuIlleHHS PiBHIB MEYiHKOBUX ()EPMEHTIB
PKOBYOBUBITHUX IIISIXIB (AJIT, ACT, J1®)*
Hacto [TigBuIeHHs piBHiB 6imipy6iny”
HeuacTo [TeuiHKOBa HEOOCTATHICTE” ', remaTuT,
MiIBUIIIEHHS PiBHIB ITT
3 OoKy WIKipu Ta mipgmkipHoi  |dyXe dacTo Bucum’
KJTITKOBUHU
3 00Ky CKeeTHO-M 130B01 [lyke 4acTo Bine y cyrno6ax Ta CKeleTHUX M’sg3ax’
CUCTEMHU Ta CIIOIYYHOI TPy Sins y omnt®
TKaHUHU
3 00Ky pelponoyKTHBHOI JacTto BariHanbHa KpoBOTEYA"
CHCTEMH Ta MOJIOYHMX 3247103  [HewacTo BarinanbHu KaHAUKO03, efKopes’
3araspHi po3nagu Ta cTaHu v |yxke dacTo AcTenis,” peakmii y Micri in’ekiii ”
MiCLi BBEIE€HHS JIIKAPCHKOTO  [YacTo [Mepudepuyna HeitponaTis’, imiac®
3aco0y HeuacTo ['emoparii y micni in’exuii, remaToMu y Micoi

in’exuii, HeBpanria®

* Bkmioueno mo6iuHi peakilii Ha JTikapchKui 3aci, mis SKUX 3B’130K i3 Pa3nonekc He Moxke OyTH

BCTAHOBJIEHUU Jyepe3 OCHOBHE 3aXBOPIOBAHHS.

® TepMmiH «peaxiii y MicHi iH’ek1ii» He BK/II04a€e B cebe TepMiHU «reMoparii y micIi iH’ekmii» i
«reMaToMa y MicIli iH'eK1ii», «imrac», «HeBpanirisi», «nepudeprudta HeupomaTisi».

° Peakirist He criocTepiranacs y Bemukux KiaiHiuaux gocmigxkenHsx (CONFIRM, FINDER 1, FINDER 2,
NEWEST). YacTtoTa 0Oyna po3paxoBaHa 3 BUKOPHCTaHHIM BepxHbOI Mexki 95 % moBipuoro iHTepBany

O/ OLIIHKY TO4YKM. BoHa po3paxoByBanacs K 3/560 (me 560 - 1ie KimbKiCTh MAlli€HTiB ¥ BEJIUKUX
KJTIHIYHUX [OCIIIXKEHHX), 10 BiATIOBia€ YaCTOTi KaTeropil «kHeYacTo».

! Bkmiouae apTpairiio Ta MeHII YacTo - M’30B0-KiCTKOBHMII 6ifb, Mianrito Ta 6inb y KiHI[iBKaXx.

°ICHYIOTb HesiKi BiIMiHHOCTI MiXK 4aCTOTOI0 MOGIYHUX PeaKIliyl y BiAMOBIIHUX KAaTETOPisX 1010
00’eqHaHuX gaHux 3 6e3nexku Ta mocaimxenHi FALCON.

"To6iumi peakiiii He croctepiranu B gocuimxkenHi FALCON.

Onuc okpeMux mo6iYHUX PEeaKIIin.

HaBeneHuil onuc 6a3yeThCst Ha aHami3i 6e3neku rpynu 3 228 nauieHToK, SKi 0TpuMau

moHarMeHIIe ogHy (1) mo3y gynBecTpaHTy, Ta rpynu 3 232 MalliEeHTOK, AKi OTpUMAasu oHaMeHIIIe

opHY (1) mo3y aHacTpo3oiy B gocinigxeHHi ¢pa3u 3 FALCON.

Biav y cyenobax ma Kicmkogo-m’si308utl 6inb

3a manumu pocruipxkenHs FALCON, KinbKicTh mallieHTiB, ki nmoBigomunu mpo 6inb y cyriobax Ta
KiCTKOBO-M’s130BuUi Oinb, cTaHoBUNa 65 (31,2 %) Ta 48 (24,1 %) npu nputiomi GpyIBecTpaHTy Ta




aHaCTPO30Iy BiAMOBiAHO. I3 65 maimieHToK, sKi oTpuMyBanu QPasnmopekc, 40 % (26/65) malieHToK
BiMiyanu cyrio00BUi Ta KiCTKOBO-M's130BUM Oi/Tb BIPOAOBK MEPIIOT0 MicAIs NiKyBaHHS, 66,2 %
(43/65) nami€eHTOK - BIPOAOBXK MEPUINX 3 MiCAILiB IiKyBaHHS. 2KOIeH 3 Nalli€HTiB He MOBiJOMIISAB IIPO
Bumapaku ctyneHs = 3 3a CTCAE a6o 1mpo BUMafiKH, 110 MOTpeOyBanyu 3HUKEHHS J03U JTiKapChKOTO
3aco0y, TUMYacOoBOI0 IPUIIMHEHHS IpuHoMy abo0 BiIMiHU JTiKyBaHHS JTiKapChKUM 3ac000M Y 3B’I3KY 3
UMY TTOOIYHUMU PeaKIlisiMU.

Kom0inoBaHa Teparrist 3 najabonukiiooM

3aranpHUY Mpodins Oe3neku (yIBeCcTPaHTy IPHU 3aCTOCYBaHHI B KoOMOiHamil 3 maja0onukiioom,
I'PYHTYETHCS Ha gaHuX 517 mauieHToK i3 HR-mo3uTtuBHuM, HER2-HEeraTuBHUM MiCI[€BOIIOIINPEHUM
ab0 MeTacTaTHYHUM PAKOM MOJIOYHOI 3aJI031 B paHAOMi3oBaHOMY mociimxkenHi PALOMAS (nus.
po3min «PapMakoguHamika»). Hanbinbm momuperumu (= 20 %) nobGiyHMMU peakIlisiMu OyIb-sIKOT0
CTYTIEHS, TIPO SKi TIOBigOMIISITIOCS B MAIiEHTOK, SKi OTpUMyBaju GyIBeCcTpaHT y KoMOiHallil 3
nanborukiaiooM, Oynu HEUTPOIIEHIs, TefKomeHis, iHdeKiril, BroMa, Hyg0oTa, aHeMist, CTOMaTHT,
miapesi, TpoMOouuTONEHis i OmoBanHs. Habinbi momupeHuMu (= 2%) moOiYHUME peakilisMu =3
cTyneHs Oynu HEUTPOIEHis, NerKomneHis, iHdekril, anemist, migBuinenHs piBus ACT,
TPOMOOILIMTOIIEHisI Ta BTOMA.

Y Tabnuni 6 HaBemeHOo maHi mpo moOivyHi peakiril, 0 Big3Hayamucs B gocaimxkenHi PALOMAS.

MepiaHa nikyBaHHS (yJIBeCTPaHTOM CcTaHOBUNA 11,2 micans y rpymi 3acToCyBaHHS (Qy/IBECTPAHTY
nanbouukidy Ta 4,8 Micsus y rpymi 3acTocyBaHHs QyIBecTpaHTy Itane6o. CepenHs: TpUBAIiCThb
JiKyBaHHS 1ManboIMKIIi00M y ITpyIi 3acToCyBaHHS (yIBECTPAHTY Man0ouuKiIiby cTaHOBUIIA

10,8 mics1s.

Tabmuns 6. [Tobiuni peaknii 3a maHuMu fnocuimxeHHs PALOMA3 (N=517)

das3nonekc INanbonukiaio ®dasmomekc miaiedbo

Knac cucrem oprasis (N=345) (N=172)

Yacrtora Yci ctyneni Ctynias = 3 Vci Cryniss = 3

TepMmin nepeBaxHOT0 BUKOpUcTaHHs" N (%) n (%) crymneHi nn (%)
(%)

[adeKIIiiiHi Ta Mapa3uTapHi 3aXBOPIOBAHHSI

[lyxe 4yacTto

Inpexmii’ 188 (54,5) 19 (5,5) 60 (34,9) 6 (3,5)

[TopymrenHs 3 60Ky KpoBi Ta iMpaTU4HOI CUCTEMU

[lyxe 4gacTto

He#itpomeHis® 290 (84,1) 240 (69,6) 6(3,5 0

Jleitkonenis® 207 (6,0) 132 (38,3) 9(,2) 1(0,6)

Anemis® 109 (31,6) 15 (4,3) 24 (14,0) 4 (2,3)

TpoMGoIuTONE IS 88 (25,5) 10 (2,9) 0 0

Heuacto

®ebOpunbHa HEUTPOTIEHIs 30,9 30,9 0 0

[TopyuienHs 3 60Ky 00MiHYy PeYOBHUH i XapuyBaHHS

[lyxe yacTto

[ToripiieHHs aneTuTy 60 (17,4) 4(1,2) 18 (10,5) 1 (0,6)

[TopyuieHHs 3 60Ky HEPBOBOI CUCTEMHU

Yacto

Hucressis 27(7,8) 0 6(35 0

[TopymieHHs 3 60Ky opraHiB 30py
Yacto



[limBuIIEHEe CILO30BUIITIEHHS 25 (7,2) 0 2(1,2) O
HeuiTkicTh 30py 24 (7,0) 0 3(1,77 O
CyxicTb ouen 15 (4,3) 0 3(1,77 O
[TopymieHHs 3 00Ky OpraHiB quXaHHS, TPYAHOI KJIiTKU Ta CEPEOOCTIHHSA
Yacto
HocoBa kpoBoTeua 25 (7,2) 0 412,3) 0
Po3napu 3 00Ky LIIYHKOBO-KUIITKOBOTO TPAKTY
Ilyxe 4acTo
Hypora 124 (35,9) 2 (0,6) 3(30,8) 1 (0,0)
CromaTut’ 104 (30,1) 3(0,9) 4(14,0) 0
[iapes 94 (27,2) 0 5(20,3) 2 (1,2)
bmioBanHS 75 (21,7) 2 (0,6) 8 (16,3) 1 (0,6)
[TopymieHHs 3 60Ky WIKip# Ta MiAMKIPHOI KIITKOBUHU
[lyxe yacTto
Amnomneris 67 (19,4) He 11 (6,4) He

- 3aCTOCOBYETHCS 3aCTOCOBYETHCSI
Bucum" 63 (18,3) 3(0,9) 10(5,8) 0
Yacto
CyxicTp HKipu 28 (8,1) 0 3(1,77 O
3arasbHi IOPYIIEHHS Ta peakllii B MiCIli BBeIeHHS
[lyxe 4acTto
Broma 152 (44,1) 9 (2,6) 54 (31,4) 2 (1,2)
JInxoMaHKa 47 (13,6) 1(0,3) 10(5,8) O
Yacto
AcTeHis 27 (7,8) 1(0,3) 13 (7,6) 2(1,2)
Pe3ynpTaTi 1ab0paTOPHUX JOCTIIXKEHD
[lyxe 4gacTto
[TigBumenns piBag ACT 40 (11,6) 11 (3,2) 13 (7,6) 4(2,3)
Yacto
[TigBummenns piBasg AJIT 30 (8,7) 7 (2,0) 10 (5,8) 1(0,6)

AJIT - amaninaminoTpaHcdepasa; ACT - acmapraTamiHoTpancdepasa; N/n - KinbKiCTh Ialli€HTiB.
*3a3Haueno nepepaxHi Tepminu (I1T) mis peaxiiit 3rigHo 3 MedDRA 17.1.

"yci IIT, mo HajmexkaTh 00 Knacy «IHGekIiiiHi Ta mapa3uTapHi 3aXBOPIOBaHHS».

‘Hetitponenis Bkmodae Taki [1T: HeHTpoIeHis, 3HUXKEHA KibKiCTh HEUTPOdiiB.

4 TTetixoneHis BKo49ae Taki [1T: TeHKOIEHIs, 3HUKEHA KiTbKICTb JIEHKOIUTIB.

° AHemist BKmrouae Taki [1T: aHeMis, 3HUKEHHS PiBHS reMOorI00iHy, 3HUKEHHS PiBHS T€MaTOKPHUTY.
"TpomGonuTOneHis BKIo49ae Taki I1T: TpOMGOIUTONEHis, 3HNXKEeHa KilbKiCTh TPOMGOIUTIB.

YCromatut Bkirodae Taki [1T: apTO3HUIN CTOMATHUT, XEHIIIT, TTIOCUT, TJIOCOMEHIsI, BUPAa3KK B POTOBIH
TIOPOXKHUHI, 3amaneHHs CIU30BUX 000I0HOK, 6iNb Y POTOBiN MOPOKHUHI, OpodapruHTeaTbHUN
nuckoMpopT, opodapuHreanbHui 0ilb, CTOMATHT.

"Bucun Bkmovae Taki [TT: BUCHI, MaKyJIoNalyIb0o3HUI BUCKII, BUCKII 3i CBepOexkeM, epuTeMaTO3HuU
BUCHII, TTAITy/TbO3HUYN BHUCHUII, IEPMATHUT, ByTPeNOoOiOHNM TepMaTHUT, TOKCUYHI IKipHi BUCHIIH.

Omuc okpeMux Mo6iyHUX peakirii

HeutponeHis



Y mocnigxenHi PALOMAS, y ikoMy 3aCTOCOBYBaju GyJIBECTPAHT y TIO€THaHHI 3 am00onuKIiooMm,
TIOBimOMJISLIIOCS TIPO HeUTpomeHito 6yap-akoro cTynens y 290 (84,1%) maiiienTis, mpo He#lTponeHito 3
cryness - y 200 (58,0 %) mauienTis, a mpo HelTpormeHito 4 ctynens - y 40 (11,6%) nauienTis. Y rpymi
3acTocyBaHHS (ynBecTpaHTy manebo (n = 172) moBigoMIsIocs Mpo HEUTPOIEHi0 Oyab-IKOT0
ctyneHs B 6 (3,5 %) nauienTis. IIpo Bunmagku HelTporeHil 3 i 4 cTyneHs B I'PyIi 3aCTOCYBaHHS
GynBecTpaHTy mauebo He MOBiTOMIISANIOCS.

Y nmatuieHTiB, 9Ki oTpuMyBanu ¢ynBecTpaHT y KoMmOiHalii 3 manbouukiiooM, MefiaHa 4acy fo
IIEePIIOTO emi30y HeUTpomeHii cTaHoBua 15 gHiB (miama3oH: 13-512 gHiB), a MefiaHa TPUBAIOCTI
HeUTpoImeHil cTynens = 3 ctaHoBumna 16 guis. Y 3 (0,9 %) marieHTis, SKi OTpUMyBad QyIBECTPAHT y
koMbiHanii 3 manborukiboM, moBifoMIIsIOCS PO BUNagku (HeOpuiIbHOI HENTPOIIEHIi.

[ToBigoMIIeHHS PO Mimo3pioBaHi mo6ivHi peakirii

BaxkuBo mMOBiIOMIATH PO Migo3pioBaHi Mo0iyHi peakiiii y micispeecTpalliinuil mepion
3aCTOCyBaHHS JIikapchbKoro 3acoby. Ile mae 3Mory 3pilicHIOBaTH Oe31epepBHUN MOHITOPUHT
CIIiBBigHOIIEHHS KOPUCThL/PU3UK 3aCTOCYBaHHS JiKapchKoro 3aco0y. CreliamicTy y rany3i 0XopoHu
300pOB’sl 3000B’A3aHi MOBIIOMIATH PO OyAb-Ki BUMIAAKU Mif03PI0BaHUX MOOIYHUX peakllii yepe3
HalllOHa/JIbHY CUCTEMY 3BITHOCTI.

Tepmin npudamHocmi.

4 poxu.

YMoBH 30epiraHHs.

30epiratu npu TeMmmepartypi Big 2 mo 8 °C.

30epiratu y HeJOCTYIIHOMY OJISI OiTeM MicCIIi.

30epiraTu momepenHbO 3a0BHEHI MIMPUILIM B OPUTiHAJIBHIN YIIAaKOBII /IS 3aXUCTY Bifl CBiTIa.

TemnepaTypHi KoJMBaHHS 1103a fianma3oHoM Bif 2 mo 8 °C moBuHHiI OyTu 06MexeHi. [Ipu 11boMy CIIif
yHUKaTHU 30epiranusa npu temneparypax uille 30 °C i He mepeBuillyBaTu 28-0eHHOT0 Iepiony, Ipu
SIKOMYy cepefgHs TeMIiepaTypa 306epiraHHs JiKapCchKOro 3aco0y CTaHOBUTH HUXKYe 25 °C (ase Buiile
2-8 °C). Ilicns KonuBaHb TeMIlepaTypH TiKapChKui 3acib noBUHEH OyTU HeralHO IIOBEPHYTHH Y
PeKOMeH0BaHi yMOBY 30epiraHHs (306epiraHHs i TPAHCIIOPTYBaHHS B XOJIONUIBHUKY IIPH
TeMmnepatypi Bif 2 go 8 °C). TeMnepaTypHi KOTUBAaHHS YWHSATH KyMY/JISITUBHUYU €(PEKT Ha IKICTh
TiKapchKOTro 3aco0y, i 28-neHHui epion He MOBUHEH IEePEBUIYBATUCS MIPOTATOM 4-pidHOTO TEPMIHY
IIPUAATHOCTI TiKapchkoro 3aco0y ®asnmopekc. By Temnepatyp Huxk4Ye 2 °C He IPU3BOOUTD 10
TIOIIKOIKEeHHS JTIKapChKOT0 3aco0y 3a YMOBH, 1[0 JIiKapChKUY 3acib He 30epiraeThcs mpu
Temnepatypi Huxye -20 °C.



HecymicHicmo.

OcKinbKY HOCTIIXKEeHHS CYMiCHOCTI BiICyTHI, 11e#t miKapCchKul 3acib He CIlif 3MilTyBaTy 3 iHIIUMU
JiKapCbKUMHU 3aco0aMu.

YnakoBka.
1 kapToHHA KOpoOKa MiCTUTh KOHTYPHY YapyHKOBY YIIAaKOBKY, II0 MiCTHTh 2 MOIEPEIHbO 3all0BHEHI]

CKJISIHI IIMIIPULIY 3 KOHTPOJIEM IIEPIIOTr0 BiAKPUTTS, KOKEH 3 AKUX MICTUTH 10 O MJI PO3YUHY, 3 IBOMA
6e3neunumu roakamu «BD SafetyGlideO».

Kareropis Bigmycky.

3a penenToM.

BupoOHHUK.

Actpa3eneka HOK Jlimiten.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro aJpeca MicCIsi IPOBaKeHHsI Tis/IbHOCTI.

Cink Poap Bisuec ITapk, Makkncding, SK10 2NA, Benuka Bputawnis.



