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| TabaeTka MicTHTb 30 M ada 40 v ady P HIOY (VBRI HMAICATY )

QONOMINCIE pedo6uHlT TARTO3A. AMOHOTLIPAT: 1 101034 MIKPORPHCTATIMHAL KPEMHIK) THORCHT
KOZTOTIHHIT OE3BOIHHITL KPOCHIOBLLOH. Mar Ho creapart:

CRIA0 NTUEKOBOT ODOTOHKLL rmpmmwu 2010, makporoa 4000 THTaHy atokenst (B 171) 1aier.
Hosticopbat 80. iHTOKapMin amominicsitit aak 11-14% (1132).

Jikapebka popma. Tabneria BKPHTI TIHBKOBOK) 0D0JIOHKOI0.
OcnoHi (isuKo-Xixtiuni ¢1acmucocni
FIOTPU®. TabneTKH. BKPUTI IIIBKOBOK 000T0HKOI0. HO 30 M1

Kpvrai ABOONYK:TH 31 CKOWEHHMIT KPIsinit TaGACTKH. BKPIFTT MIHBKOBOIO O00IOHKOKW CHITLOTC
KOMBbOPY. 3 IPABLIOBAHHAM CHMBOA conmanii «Boehringer Ingethemm» wa o Wit cToponi Ta TIA07
Ha 1HI# CTOPOHI.

FIOTPU®, 1a0aCTKH. BKPHTI IIIBROBOIO OGVIIOHKOKO, 110 40 M1

Kpyii Boonyk:l 31 CKOMICHHMEI KPasMu 116un\u BKPHTI TITHIBKOBOIO 0BOIOHKOIY TOINO0T0
KOJILOPY. 3 IPABIOBAHHAM CHMBOTY coatanii «Bochringer Ingelheim» ia of Hiit cToponi Ta TT407
Ha i CTOPOHI.

MdapmakoTepaneBTHIHA TPy, ANTHHCONIAC THHT 3ac00m. [HIOITOpH NPOTETHKIHABH.
Kon ATX LOIX 213

@apMarKo.1021uni 61CMUBOCHII.

DaprakoOuHdaMiRd

Mexani3zm Al

Adatinid € NOTYVKHHM.  CCACKTHRHIIM. HeODOPOTHHM — OAOKATOPOM NPOTETHTHPOZHHKIHA3H
peleITOPIB CIMEHCTBA ErbB (perenrtopu cm’up\mn,now (paktopa pml\ ‘\(])&ﬂlll() KOBTCH THO
3B 23y€Thes 1 HEOOOPOTHO DAOKYE nepelaty CHlTid 1B BI VCIN TOMO- 1 ITeTePO; THMEPIB. Y TBOPCHIN
wrenani ciseitcra ErbB (ErbB1 (EGFR). LrbB2 (HHER2). LrbB3 1t ErbB4).

dapyakoMiiaMiuyHl edeKti
Abepantiia rnepeiaia curnanip  LrbBo o ska aRmHByCILCs MYTQIIE  petienTopa Ta' Moo

aMidiKaieto, T/ado HUMIpHOLo CKCHPECICIO ALy Pereiopa. Cnpisc posBrHTIY FAOAKICHOTO
denominy. Myraius EGFR Bianauac TOi 1 IHIN MOAERY 1P| HITHIL PaKy fereHis.

Ha A0KTTHIUHHX MOACTSX TTVXTHUL 10 CTBOPIIOTHES HEBINOM HOPYLICHL PErYISIT CHCTEMH ErbB.
adaTini®. SKUil 3aCTOCOBYETBCS AR Cunnii npenapat. eekTHRHO OIOKYE nepeaaty G aun
penentopoy ErbB 1 mpussoants 10 TFIOVBAIEA POCTY NVNIHHI 400 10 perpecy uw‘mm{r Y,
QOKATHIUHHN T KIHIMHAX  JIOCHLUKEHHAN OCOOIIMBY  UVTIAMBICTL 10 1KY Bamz; 1(t)¢dnm6m4 '
BHABHIH [TYXHHU HEAPIOHOKITHIHOIO PRy et eni (HJIPJD) 3 4ac iy akTUBY a;(‘n gf MH




EGFR (Del 19, L858R) ta mMenm nomupenumu mytanismu EGFR B ek3onax 18 (G719X) ta 21
(L861Q).

Adarinib 30epirac 3HaYHY aHTHITYXJIHHHY aKTHBHICTb in vitro Ha kutuHHUX NiHiSX HJIPJI ta/abo
in. vivo Ha.MOJENSX MyXJIMHH (KCEHOTpAHCIUIAHTATH abo TpaHCTeHHI MOoJeni), 00YMOBJIEHHX
mytanTHEMH 130¢popmamu EGFR, takumu sik T790M a6o T854A, BIIOMHMH PE3UCTEHTHICTIO 10
peBepcuBHHX 1HT101TOpiB EGFR epnoTuHiOy Ta regituHiOy. KiliHIYHO 10BEIE€HO aKTHBHICTH LIOJ0
MyXJHH, fKi HecyTh MyTtamiro T790M B ex3oni 20. OOmexeHa nowiIiHIYHA Ta/abo KIiHIYHA
aKTHBHICTH criocTepiranacst moo myxuime HJIPJI 3 iHcepiifiHoro MyTali€to B €k30H1 20.

Kiiniyna edextuBHICTE Ta Oe3neka
EdekTHBHICTD TIKapCHKOTO 3aC00Y CTOCOBHO MYXJIMH 3 HETATUBHUM PE3yJIbTaTOM TECTy Ha MyTallii
EGFR He BcTaHOBMOBajacs.

Jimu.
['MOTPU® He nocmiuKyBad y neliaTpudHii npakTuil 3a nokazanuasm HJPJL

Dapmakoxinemuxa.

AObcopbuis

VY pa3i mepopanbHoro 3actocyBaHHs mnpemapaty ['TOTPU® Cpa, adatiniby cnocrepiranacs
MpuOIH3HO depe3 2-5 roauH micis npuidoMy no3d. 3HaueHHS Cpax Ta AUC) 30UIBIIYBaIHCS
Tpoxu OunblIe HDK NporopuidHO B miama3oHi mo3 BiA 20 mr mo 50 mr npemapary ['TOTPHU®.
Cucremna kouieHtpamis adariniOy sHmkyBamacs Ha 50 % (Cpax) Ta 39 % (AUCpw) mpu
0/THOYACHOMY MPHHOMI 3 TKEIO 3 BHCOKHM BMICTOM XHPY MOPIBHSIHO 3 TAKMMH MOKa3HUKaMH IpH
npuiiomi Hatme. Ha ocHOBI maHuX momysiidHOl ¢papMaKOKIHETHKH, OTPHMAaHUX B XOM1 KJIIHIYHHX
BHIPOOYBaHb 3 PI3HHUMH THIIAMH MYXJIHH, CHOCTEPIrajiocs CepelHe 3HMKEHHS Ha 26 % 3HaYeHb
AUC ., upu npuitomi ixi nporsirom 3 rogus 1o abo 1 rogunau micias BeeaeHHs ['TOTPU®. Orxe,
DKy HE CJIiJI BYKMBATH MPOTACOM HE MEHINE 3 TOJWH 0 1 MpHHaiMHI | TOOMHH MIC/IA NPHHQMY
npemnapary.

Po3noain

B nmocninax in vitro 3B’si3yBanHs adariHiOy 3 OuIkamMu IUIa3sMHU JIOOHHHM CTaHOBHTH NPHOIH3HO
95 %. AdatiHi® 3B’s3yeThcs 3 OULTKaMH 1 HEKOBAJIEHTHO (TpalHIiiiHe 3B’A3yBaHHS OLIKIB),
KOBAJICHTHO.

bioTpancdopmattis

MertabomivHi peakuii, MO KaTali3ylTbCsa GpepMeHTaMu, BUSBIISIOTH HE3HAYHUHM BIUIMB Ha adaTiHib
B nociuigax in vivo. OCHOBHHMH UHMpPKYJIOIOYAMH McTabonitamu adaTiHiOy € IpoayKTH
KOBQJICHTHOTO 3B’A3KY 3 OlJIKaMHu.

BuBenenns

Y moaunn adatiHiO BHBOAMTHCH, B mepmy depry, 3 ¢examismu. Ilicns npuioMy po3udHy Ui
MepOpaIbHOrO0 3aCTOCYBAaHHSA, IO MICTHTH 15 Mr adartiniOy, 85,4 % uieil 1o3u Oyn0 BHABICHO Y
bexamisx i 4,3 % B ceui. Heaminenwuii adarini6 cxianas 88 % Bin BENWYHHHU J03H, IO BUBOJUTHCS.
KinneBuii mepion HamiBBHUBe[AeHHs adariHiOy ctaHoBHB mpubnu3Ho 37 roamH. TakuM YHHOM,
pIBHOBaXHAa KOHIEHTpamis a¢arinidy B [mia3Mmi JOCATa€TbCs BIPOAOBXK 8 1HIB Micis
OaraTokpaTHOro 3actrocyBaHHs adaTiHiOy, mpusBogsuu no 2,77-xparHoro (AUCp«) Ta 2,11-
KpaTHOTO (Cpax) HAKOMHYEHHS PEYOBHHH. Y MAIli€HTIB, MIO JKyBatuca adartiHiOom Outbme 6
MiCSI1iB, KIHIIEBHH Nepiojl HaniBBUBEACHHS CKJIaB 344 roUHU.

Oco0uBi rpyny Dani€eHTiB
Hupkosa Hedocmamuicmu
Menme 5 % o,uHopa30301 no3u adatiHioy BUBOJIMTBCS HHPKaMH. Be3ne1<a, q)apmaxo' GTUKa Ta

HUPKOBOIO HE/IOCTATHICTIO HE BHBYANUCh. Ha OCHOBI JaHMX MOMYJISLIAHOL
OTPUMAaHHUX B XOJI KJIIHIYHHUX BHIPOOYBaHb 3 pI3HUMH THIIAMH IYXJIHH, HE
KOpEKIii /103 IS Mali€HTIiB 3 JIerkol abo MOMiIpHOIO HHPKOBOIO HENOCTaTH




«

«Cnocib 3acTocyBaHHs Ta I03M» Ta «AHAII3 MOMYJIALIHHOI HapMaKOKIHETUKH B OCOOIMBHX Ipymax
NaLIEHTIBY).

[leuinkoga Heoocmamuicme

V mnamienTiB 3 jerkoro (kaac A 3a Yainom-I1'w0) abo momiprow (xiac B 3a Yaitngom-11'10)
[IE4iHKOBOIO HEJOCTATHICTIO Oyjia OJHAKOBAa KOHLEHTpAIlis IIpernapary B IMOPIBHAHHI 3 TaKOI Y
3710poBHX 100poBosIbIiB micis npuiomy S50 mr npenapaty [TOTPU®. Lle y3romkyeTsbes 3 JaHUMH
MonyJsNiiHOi papMaKOKiHETHKH, OTPHMAHHMH B XOi KIiHIYHUX BUIIPOOYBaHb 3 PISHUMH THIIAMH
nyxauH (B, «AHAI3 NOMYISUiHHOI papMaKOKIHETHKH B OCOOIHBHX IpyNax maimieHTiB»). Hemae
HEOOXITHOCTI B KOPEKIIii I0YaTKOBOI JO3H Ul MAII€HTIB 3 JIETKOI Ta MOMIPHOIO II€YIHKOBOKO
HemocTaTHicTIO (aMB. po3ain «Croci6 3acTtocyBaHHs Ta H03H»). PapMmakokiHeTHka adatiniOy He
BHBYasiacsl y mauieHTiB 3 Tsokkowo (kinac C no Yaitnay-I1'10) meuiHKOBOK HENOCTATHICTIO (JMB.
po3au1 «OcoOIMBOCTI 3aCTOCYBAHHS»).

Ananiz nonynayiunoi papmaxokiHemuku 6 0coOIUBUxX 2pynax nayicumie

AHani3 nonynsAuiiHoi (papMakOKiHETHKH IPOBOJMBCA 3a y4acTio 927 Hali€HTIB, XBOPHX Ha pak
(764 3 HJIIPJI), sxi otpumyBamu MoHoTepamilo npemaparoM ['TOTPHU®. Hiski xopuryBaHHs
[10YATKOBOT 1034 HE BBAXKATHCS HEOOXITHUMHE U1 Oy/Ib-SKOi 3 HHKYE3a3HAYCHAX TPYII.

Bik

3HAYHOro BIUIMBY BiKy IailicHTa Ha apmakiHeTHKy adaTiHiOy He criocTepiranocs (aiamnason: 28-87
POKIB).

Maca mina

Konnenrpauis npenapary B miasmi kposi (AUC:s) 6yna Ginbmoro Ha 26 % y nauieHTa 3 Maco
tima 42 kr i MeHmoo Ha 22 % y namiedTta, Maca TuIa SKOro 95 Kr, y HOPIBHSIHHI 3 BUIIOBIIHUM
[IOKAa3HMKOM Yy MallieHTa 3 Macor Tina 62 Kr (MediaHHa Maca Tijla HallieHTIB Y JIOCHiDKYBaHiH
rpy1i).

Cmamp 4

V naiieHTiB XIHOYO01 CTAaTi KOHUEHTpALlisA IpenapaTy B IU1a3Mi KpoBi Oyna Ha 15 % Buiow
(AUC, s, 3 MONpPaBKOO Ha Macy Tija), HK y Malli€HTiB YOJI0BI4O0I CTaTI.

Paca

PacoBa NpHHANEXHICTH He BIUIMBaIa HAa (apMakOKiHETHKY adariHiOy, 3 OTsly Ha JaHi aHami3y
nomyJsAniiHoi GapMaKOKiHETHKH Y [Alli€HTiB MOHTOJIOITHOI, €BPOIEOinHOI Ta HErpoiaHOi pac. [laui
CTOCOBHO IAIlI€HTIB HETPOIIHOI pacH OOMEKEHI.

Hupxoea nedocmammnicmo

KonueHtpauis adariniby nomipHO 3pocTana 3i 3HMWKEHHAM KiipeHcy kpearuniny (CrCL,
obuncneno 3a popmynorwo Kokpodra-I'onra), Tob6To mns nmanientis 3 CrCL 60 mi/xB Ta 30 Mi/xB
xoHuenTpauis (AUC, ) adariniby 3poctana Ha 13 % Ta 42 % BiANOBiIHO i 3MeHIIyBaacs Ha 6 %
ta 20 % s naienTi 3 CrCL 90 mu/xB Ta 120 MII/XB BIAIIOBIIHO, MIOPiBHSHO 3 TAKHM IIOKa3HHKOM
y nauieara 3 CrCL 79 mu/xs (Meniana CrCL naumieHTiB y TOCIiDKyBaHi# rpyri).

[leuinkosa nedoocmamuicmeo

[Tani€HTH 3 JIETKOK Ta NOMIPHOKO MEYiHKOBOK HEAOCTATHICTIO, IK BCTAHOBJIEHO 3a pe3yibTaTaMH
TeYiHKOBHX NPO0, HE MMOKA3a/I¥ HisKHX 3HAYHHX 3MiH y KOHIeHTpauii adariniby. € oOMexeHi naHi
I[O/I0 MAIiEHTIB 3 MOMIPHOIO Ta TSHKKOIO NMEYiHKOBOIO HEJOCTATHICTIO.

IHwi xapaxmepucmuxu/ocobarueocmi nayicuma

[HINMMH BHSBICHHMH XapaKTE€PHCTHKAMH/OCOOIHBOCTAMH, INO BIUIMBAIOTH HAa KOHLEHTPALIKO
apariniby, OyJu: NOKAa3HMK 3arajbHOro0 craHy mnamieHTa 3a mkanolo ECOG, piBai
JIaKTaT/JEriiporeHasy, piBHI JIykHOI ¢pocoarazu Ta 3aranbHui OiuTok. OnHak BOHH OyiiH BH3HaHI
TaKHMH, IO HE MAKOTh KJIIHIYHOTO 3HAYEHHS. HaJIIHHX Ta BXHBAHHS JIKOTOJIO (o6mexcem JlaHi) B

adarinioy.

[HIIi BiIOMOCTI PO JIiKapChKi B3a€MOJi
B3aemo0ii 3 cucmemamu mpancnopmy nikapcbkux 3acobie




Jlaui fmocnmi/pkeHb in vitro TNOKasamM, IO JKapchbKi B3aeMmonil adariniby depes iHriOyBaHHS
tpancnoptrepis. OATB1B1, OATP1B3, OATP2B1, OATI1, OAT3, OCT1, OCT2 ta OCT3
BB@)XAIOTHCS MAJIO IMOBIPHHMH.

B3zaemooii 3 pepmenmamu cucmemu yumoxpomy P450 (CYP)

Byno BHsABJIEHO, [0 B OpraHi3Mi JIFOJWHA MeTabOJIuHI peaKii, o KaTali3yloThcs QepMeHTaMu,
BIAIrpaOTh HE3HAYHy poiib y Merabomismi adartiniby. IIpubmusno 2 % nosu adartiniby Gyno
metabosizoBano 3a jgomomororo FMO3, a CYP3A4-3anexne N-meMeTwmoBaHHS OyJo 3aHAaJATO
HH3bKHM, IOO #oro MoxxHa Oyj10 Bu3HAuuTH KitbkicHO. AdatiHid He € iHribiropoM abo
ingyxropom CYP-pepmentiB. Takum 4HHOM, 1€l TiKapChbKHii 3acid HaBpsAA 4 Oyze B3a€MOIIATH 3
IHIOMMH  JTIKAPCHKAMH  3aco0aMu, $KI 3HHXKYIOTh AaKTHBHICTH abo Merabomizyrotecs CYP-
dbepMeHTaMH.

Bnnue inzioysanns V®@-2noxyponosurmpancgepaszu 141 (UGT1AI) na apaminio
JlaHi [OCHiKEHD in Vitro TOKa3aiH, O JiKapChki B3aemoil adatiHiby BHACIiNOK 1HTiOyBaHHS
UGTI1A1 BBaXalOThCS MATIOIMOBIPDHUMH. -

KninigHi XapaKTepHCTHKH.

Ilokazanua.

I'TOTPU® noka3aHu#l AK MOHOTEPAIIiS IS JIIKYBaHHS:

- MiCIIEBOIIONIMPEHOr0 ab0 MeTacTaTHYHOro HeApiOHOKIITHHHOrO paky jeredis (HJPJI) 3
MyTamiero (MyTamisMu) perentopa enigepmaibHoro ¢akropa pocty (EGFR) y xBopux, ski
paHilie He OTpUMYBaIH iHr101Topu THpo3uHKiHasH EGFR;

] MicreBonomupenoro abo MeracraTuuHoro riockokiaiTuHHoro HJIPJI y  xBopux 3
IPOrpeCcyBaHHAM 3aXBOPIOBaHHs Ha (oHI abo micis XiMioTepamnii Ha OCHOBI Ipenaparis
IaTHHY (AUB. po3ait «PapMakosIoriyHi BJIaCTUBOCTI?).

Ilpomunokaszanua.

[nepayTauBicTs 10 adaTiHiOy abo Oyab-AKOI JONOMIXHOI pEYOBHHH IIpENapary.

B3aemooia 3 inmumu nikapcoKumu 3acodamu ma iHuti 6uou 63aeMoo0iil.

B3aemois 3 JlikapChbKHMMH TPAHCTIOPTHUMH CHCTEMaMHU

Bnaue inzi6imopie P-gp ma 6inka pesucmenmuocmi paxky monounoi sanosu (bPPM3) na agpaminié.
JlocnmipkeH st in Vvitro TMpOAEMOHCTpyBand, mo adarinid € cybecrpatom P-gp ta BPPM3. Ilpn
3aCTOCYBaHHI PUTOHABipy — HOTYXHOro iHriGitopa P-gp ta BPPM3 — no 200 mr asidi Ha 100y
npotsrom 3 aHiB 3a 1 roguHy 1o pasoBoi no3u 20 mr npenapary [TOTPU® excniosuuis adariniby
nigsuigpiacs Ha 48% (twioma nix kpuBow (AUC).)) 1 39% (MakcHMaibHa KOHIEHTpaLis Y IU1a3Mmi
KpoBi (Cpax))- Y TO#M e 9ac MpH 3acTOCYBaHHI PUTOHABIpY OJHOYAcHO abo depe3 6 roauH mMicis
npuitomy 40 mr npenapary [ TOTPU®, BigHocHa GiogocTynHicTh adartiHiby cTaHOBHIA BLAOBLIHO
119% (AUCj) Ta 104% (Cpax), 1 111% (AUCp-) T2 105% (Cpnax). TakuM 4YHHOM, pEKOMEHYEThCS
3aCTOCOBYBATH MOTYXHI iHTriOiTopu P-gp (BKIIIOYaOYM PUTOHABIp, HUKJIOCTIOPUH A, KETOKOHA30JI,
iITpaKoHa30J1, EPUTPOMILIMH, BepanaMiji, XiHiJ{iH, TAKpOIIMyC, HeslpiHaBIp, CAaKBIHABIP 1 aMi01apOH)
3 MaKCHMaJIbHHM iHTEpBAJIOM MiX 103aMH, OaxxaHo — 6 abo 12 roguH [0 4M micis MpHHOMY
npenapaty [ TOTPUD (aus. po3ain «Criocid 3acTocyBaHHS Ta 03U »).

Bnnus inoykmopie P-gp na aghaminio
[Tomepeuiit npuitoM pudaMminuHy — MOTYXHOro iHAyKTOopa P-gp — nmo 600 Mr oxuH pa3 Ha 100y
NpOTATOM 7 nmHIB mepen 3aCTOCYBaHHM pazoBoi no3u 40 Mr mpenapary FIOTPI/I<D 3MeHmyBaB

perforatum)) MOXyTh 3MEHIIyBaTH KOHIEHTpauilo adaTiniby (U
3aCTOCYBaHHsA»). '



Bnaue agpaminiby na cybcmpamu P-gp

Jlani nocmikeHb in vitro BKa3yroTh Ha Te, mo adariHid € nmoMmipHuM inribiropom P-gp. Omnaxk,
IPYHTYIOYHCh Ha KJIIHIYHHUX IaHHX, BB@XKAETHCS MAJIOHMOBIPHHM, IO JIIKYBaHHs NpeNapaTtom
I'TOTPU® npu3Boje 10 3MiH KOHUEHTpawii iHmux cydcTpartiB P-gp y rmiasmi kposi.

B3zaemooin 3 BPPM3

Jlani fmociijpkeHb in vitro BKasylOTh Ha Te, mo adatiHid € cybcTpatom Ta IHIIOITOpPOM
tpancnopraoro BPPM3. Adarini6 moxe mizBuuryBaté 6i00CTyNHICTh cyOcTpatiB BPPM3, aki
IpHAMAIOTHCS BCEPEIUHY (BKITIOYAIOYH PO3YBACTATHH Ta CyJIb(acanalnH).

BB ki Ha adatinid

OHOYACHHMI IPHHAOM NPOAYKTIB Xap4yyBaHHs 3 BHCOKHM BMICTOM XHpiB Ta npenapaty ['TOTPU®
TPU3BOIAIIO 10 CYTTEBOTO 3HHXKEHHS eKcrmo3uuil adatiniby mpubnusno Ha 50% Mo BUIHOIIEHHIO
10 Cmax 1 Ha 39% mno BimHomenHo 10 AUC.. lleit mikapchkuil 3aci®6 He PEKOMEHIYEThCH
nNpuiiMaTH pa3soM 3 Dxero (AuB. pozmn «Cnoci6 3acTtocyBaHHs Ta 03W», «DapMakoJorivyHi
BJIACTHBOCTI»).

Ocobnusocmi 3acmocy6aHHA.

Ouinka crarycy myrtanii EGFR

[Ipu onminmi crarycy myrtauii EGFR mauienta BaxmBo BuOpatu 100pe nepeBipeHy 1 HaTidHy
METOIMKY 1100 YHHKHYTH IIOMHJIKOBHX HETaTHBHUX 200 MOMHIIKOBHX MMO3UTHBHHX BU3HAYCHb.

[iapes

[ToBioMIIsITOCS MO BHNAJKH Jiapei, BKIIOYAIOYH TSDKKY Alapero, NpH JIKyBaHHI MpPenapaToMm
[IOTPU® (muB. posain «[lobGiumi peakmii»). [liapes Moke IPWU3BOJMTH JO Jeriaparamii 3
nopyueHHsM QYHKIIIT HAPOK abo 6e3 HpOro; y MOOAHHOKAX BHIAJIKAX L€ IPU3BOIMIO O CMEPTI.
Haituacrime miapes Oyjna 3-ro CTYNEHs TSOKKOCTI 1 BHHHMKada BIPOJOBXK MEPUIMX 6 THXKHIB
JIKYBaHHS.

I[IpodinakTuune JiKyBaHHS Aiapei, BKIIOYAIOYH HAJCKHE BiJHOBJIEHHS BTPATH BOJIM OPraHi3MOM 1
OZHOYACHE 3aCTOCYBaHHs MPOTHAIAPEeHHHX 3ac00iB, Mae BXJIMBE 3HAYECHHS, OCOOIHMBO B mepimi 6
THXXHIB Teparlii, i HOBUHHO PO3IIOYHHATHCS [PH MOSBI MEpPIIKX 03HaK Jiapei. JIiKkyBaHHs mojisrae y
3aCTOCYBAaHHI NPOTHIiapeHHHX JIKApPChKUX 3aco0iB (HANpHKIAA JoNepaMimy), H03y AKHX IIpH
HEOOXiJHOCTI CJIiJ HiJBHMIIYBaTH 10 MaKCHMaJIbHOI pekoMeHaoBaHoi. IIpoTuaiapeini jikapchKi
3aco0M MOBHHHI OYTH JIETKOAOCTYIHI JUIS MAlli€HTIiB, JIKyBaHHi MOX€ OyTu poO3mo4aro [pH
TEpUIMX O3HAKaX Jiapel i TPUBATH [0 BiACYTHOCTI 03HAK diapei nporarom 12 roaun. [Mamienram 3
TSDKKOIO  Jllapeero Moxe OyTH mnoTpibHe mepepuBaHHs JIIKYBaHHs, 3MEHINEHHs [J03H abo
npunurenHs Teparii npenaparom ['TOTPU® (xuB. po3ain «Croci6 3acTocyBaHHs Ta J031»). ¥ pasi
PO3BHTKY 3HEBOJHEHHS OpraHi3My MOXe€ BHHHKHYTH NOTpeOa y BHYTPilIHbOBEHHOMY BBEICHHI
€JIEKTPOJITIB 1 PLANHH.

[IkipHi peakiiii
V namieHTiB, sKi NPOXOMHIM JHKYBaHHA IIMM JKapCbKHM 3aco00M, (IKCyBajlMCs BHIIaIKH
Bucuny/akne (muB. posain «[lo6Giuni peakuii»). 3a3BHYail BHCHI NPOSABIAETBCA AK JIETKHH abo
IIOMipHHIA, EPUTEMATO3HHUI Ta ByTPOBHIA, i MOXe BHHHKATH ab0 MOripiryBaTHCs MiJ €K COHSYHHX
npoMeHiB. [lamieHtaM, sKi BHMYIIEHI 3HAXOAMUTHUCS Ha COHII, PEKOMEHIYETbCS HOCHTH
COHIIE3aXMCHUM OJI Ta BHKOPHCTOBYBAaTH COHIlE3axHcHI exkpaHu. CBo€yacHE BTPyYaHHsS IIpH
JxepmaronorquHx peakiisx (HampHKiIaj, oM SKITyBajlbHI 3ac00H, aHTH6lOTHKH) MOJX€ JaTH 3MOry
npoaoBxuTH JiikyBaHHs npenaparoM [ TOTPU®. ITanienTam 3 BHPAKCHHMH L eaxumMId
MOXYTh TaKOX OyTH NOTpiOHI THMYacoBe MepepHBaHHs Tepaiii, 3MeHIIgH#H
«Crioci6 3acTOCYBaHHS Ta J03H»), JOJATKOBI TepaleBTHUHI 3aXOMH 1 Kff
1[0 Ma€ JIOCBiJI JIIKYBaHHS MOJIOHHUX IepMATONOTIYHUX PEaKIIIi.




TakoX MOBIZOMIISUIOCS IPO OyJIbO3HHMM BHCHIL, NMyXHPi Ta eKCHONIaTWBHI 3MiHM, BKIOYAIOYH
[IOOIMHOK] BUNAIKH, 10 BKa3yloTh Ha cuHapoM CriBenca-JKOHCOHA. Y pasi PO3BUTKY y Malli€HTa
cepiio3HOro GyTbO3HOTO BHCHITY, IyXHPIiB a00 eKC(ONaTHBHUX 3MIH JIIKyBaHHS [HM JIIKApCHKHM
3ac000M MOTPiIOHO nepepBaTu a60 NPHIUHUATH (HB. po3/in «[T06iuHI peakii»).

XiHoya cTaTh, HM3bKA MAca TijIa i CYNYTHI HOPYINEHHS QYHKIlT HUPOK

V XiHOK, Mami€HTiB 3 GUIBII HH3BKOIO MACOI0 Tijia i y pasi CyHmyTHiX MOpyIleHb (yHKII HHPOK
criocTepiranacs MiJBUINEHa eKcro3uLis apatiniOy (muB. po3ain «DapMaKoIOrivHi BJIACTHBOCTI»).
[{e MOIJIO MPH3BOJMTH IO GLTBII BHCOKOTO PU3MKY PO3BUTKY MOOIUHMX pEeakiii, 30Kpema Jiapei,
BHCHIIAHHS/BYTPOBOTO BHCHIIAHHA Ta CTOMATHTY. 3a HagBHOCTI WMX (aKTOpIB PH3HKY
PEKOMEH/TY€TLCS PETENBHIMIANA KOHTPOJIb CTaHy MAlli€HTIB.

[HTepcTHIiaIbHE 3aXBOpIOBaHHs JiereHiBs (13J1).

TMosizomsuiocst mpo possutok I3JT a6o [3JI-moaiGHux craHiB (TakuxX fK JiereHeBa iHQUIBTpALs,
ITHEBMOHIs, TOCTPHH peCIipaTOpHUiA JUCTPEC-CHHIPOM, allepridHUH albBEOIIT), Y T.49. 3 JIeTaTbHHM
HACJIZIKOM, y NaLi€eHTiB, ski npuiimanu npenapat [TOTPU® s nikysanns H/IPJI. AcouifioBani 3
npenapatoM I3JI-moni6ui HeGaxani spuma cnocrepiramucs y 0,7% nauiesris, o HpHAMAad
MOTPU® nix gac ycix KIiHIYHEX gociimkeHs (Bkmouatoun 0,5% nauientis 3 [3JI-noxibHum
HebaxanuM seuieM >3 cryness Tsokkocti 3a CTCAE). Iomyssist namientis 3 131 B anamuesi He
BHBYAJIACH.

VciM namieHTam 3 roCTpPUM II0YAaTKOM Ta/abo 3 He3 SICOBAaHHM IIOCHJICHHAM JIEFEHEBHX CHMIITOMIB
(3aMIIKa, Kallelb, JMXOMaHKa) MOTPIOHO MPOBOMHMTH pETEbHE OOCTEXKEHHSA JUId BUKIIOYEHHS
I3J1. Jlo 3aBepmIeHHS LLOrO OOCTEXEHHS MPUHOM Mpenapary NoTpibHO rnepeppaTy. Ko J1larLo3
I3J1 migrepmwkyerbes, ITOTPM® cruin BiamiHuTH. 3a HEOOXIAHOCTI MOTPIOHO NpH3HAYATH
BiAmOBiIHE JTiKyBaHHA (MUB. po3ain «Croci6 3acTOCYBaHHS Ta I03H»).

Tsoxki nopyieHHs QyHKINT NeYiHKH

[1ig 9ac MiKyBaHHS UM JTiKAPCHKHM 3aC000M (iKCyBaNHCs BHIAIKK NEYIHKOBOT HEJOCTATHOCTI, Y
T.9. JIeTaIbHi, y MeHII HiX 1% nanieHTiB. Y TakHX NALli€HTIB CYIyTHI Q)alcropu PU3HKY BKJIHOYAJIH
3aXBOPIOBAHHS MEYiHKM B aHamHe3i Ta/abo CyMyTHi MaTosorii, Mos’s3aHi i3 NPOTpeCyBAHHAM
OCHOBHOTO  3JIOSIKICHOTO mporiecy. [lamieHTaM 3 3aXBOPIOBAaHHSMH I€YiHKA B aHaMHe3l
PEKOMEH/TYEThCA mepiofuYHa nepeBipka GyHKUII nediHKH. B oMOpHHX JOCIIDKEHHAX [1BHIICHHS
NOKa3HHKIB anaHinaminoTpaHcdepasu (AJIT) Ta acnapTaTaMll{orpchq)epam (ACT), xapakTepHi
U opyuieHHs GyHKLii Me4iHKM 3-ro CTYIEHA TAKKOCTI, cnoctepiranmues y 2,4% (LUX-Lung- 3)
ta 1,6% (LUX-Lung 8) mami€HTiB 3 HOPM@JIBHHMH BHXiTHUMH (YHKUIOH&JIBHHUMH NPOOAMH
IeYiHKH, SKi OTPHMYBATH JiKapchkuil 3aci6 B 1031 40 mr/moby. ¥V nocmimpkenni LUX-Lung-3
nigsumenns pisHiB AJIT/ACT, xapakrepHi UIs NOpYmIeHHA QYHKUIi NEYIHKH 3-TO CTyNEHS
TSOKKOCTI, crocTepiramMcss y 3,5 pasa 4acTimle y INAIi€HTiB 3 BHXIIHMMH (YHKUIOH&IbHAMH
npobaMy TIediHKHA, AKi BUXOIMIHA 32 Mexi HopMu. VY nociimkenni LUX-Lung 8 miBHINCHHS PIBHIB
AJIT/ACT, xapakTepHi s NopyIneRHs GYHKIil Me4iHKH 3-TO CTyNEHs TSHKKOCTI, Y MALIEHTIB 3
BUXiHUMH (YHKIiOHATLHMMH NpoGamMd [EYiHKH, fKi BHXOMMJIM 33 MEXKI HOPMH, He
crioctepiramucs (auB. po3ain «[lo6iuni peakwii»). Y pasi moripmeHHs QyHKUIl HEYIHKH (IMB.
po3min «Croci6 3acrocyBaHHs Ta J03H») Moxe OyTH TOTpiOHE MepepHBaHHS JIIKYBaHHS
npenapatoM. lallicHTaM 3 TSOKKAMH [OpYIIEHHAMH OGYHKUiI MEYiHKH JIKYBaHHS MpenapaTom
I'TOTPU® noTpiOHO MPUTIMHHUTH.

Kepatut
Y pa3i BHUHUKHEHHs a0 IIOCHJIEHHS CHUMIITOMIB, TaKHX SK 3alaJICHHF




KepaTUTOM, BHPA3KOBHM KEpPAaTUTOM ab0 BHPAXEHOIO CYXICTIO Oded B aHaMHe3i LeH JKapChKuiH
3aci6 ClIiJi 3aCTOCOBYBATH 3 06epekHICTIO. DAKTOPOM PH3HKY BHHHKHEHHsS KEpaTUTy 1 BHPa3OK
POTIBKH TaKOX € BHKOPHCTAHHS KOHTAaKTHHX JIiH3 (uB. po3ain «[Tobiuni peakiii»).

QDyHKILis JTIBOro HUTYHOYKA CEPLs

[uriGysanms penentopa HER2 Moxe mpu3soauTH 10 aucyHKIIl JiBoro muiyHouka. Ha ocHosi
JIAHUX KJTHIYHAX JOCII/DKEHb He OyJI0 BUSBJIEHO JI0Ka3iB TOro, IO LEH JIKapChbKuH 3aci0 YHHHTH
HeOaXkaHy JIiI0 Ha ceplieBi ckopodeHHs. [IpoTe y nauieHTiB 3 nopyumeHHsMH Qppakitii BUKHY JTIBOrO
nuryHouka (®BJIII) abo mnamieHTiB i3 CepiHO3HMMH CYIMYTHIMH 3aXBOPIOBAHHSAMHU Cepils IeH
mKapchKHil 3aci6 He BuBYaBcA. Y MauieHTiB 3 (AKTOpaMH pPH3HKY 3aXBOPIOBaHb cepus I
3aXBOPIOBAHHAMH, SKi MOXyTh mopyuryBarid ®BJIILL, mepen npu3HadYeHHAM Mpenapaty i MiA 4ac
niKyBaHHA peKoMmeHayeThes ouidioBatd @OBJIIL YV pasi po3BATKy IiA Yac JIKyBaHHS
03HAK/CHMIITOMIB YPaXXEHHs CEpIls CIIil MPOBOJMTH MOHITOPHHI CTaHy CEpLs, BKIIOYA09H OLIHKY
OBJIIIL

SIKIo 3Ha4YeHHs (PpaKilii BUKMIY JIBOrO MUIYHOYKA OIMYCKAIOTHCS HMXKYE HHXKHBOI MEXI HOPMH,
BCTAHOBJICHOI B LIl MEIWYHIHl YCTaHOBi, PEKOMEHYEThCS KOHCYIBTAIlisl Kapiosora i pO3rJsii
IIMTAHHA PO NIepepuBaHHs a00 MPHIHHEHH JTIKYBaHHs IIPEIApaToOM.

B3aemoii 3 P-riikonporeinom (P-gp)
OnHOuYacHe JIKYBAaHHS CHIBHHMH IHIYKTOpamu P-gp MOKe 3HH3MTH KOHIEHTpaniro adariHiby
(muB. po3zin «BzaeMois 3 iHIIMMH JIKapCHKUMH 3aC00aMH Ta iHIII BUIX B3aEMOJIA»).

JlakTo3a

Lle#t nikapchkmii 3aci6 Micturh nakto3y. IlamieHTam 3 pIAKICHUMH CHAJKOBHMH CTaHaMH
HEMePEHOCHMOCTI TaNaKTO3H, JIAKTA3HOI HEAOCTATHOCTI ab0 IMIIOK030-TalakTo3Hoi Manbabcopouii
He CJIi/I IpUAMATH 1IeH JTIKapchKUH 3acio.

3acmocyeanna y nepioo eazimuocmi abo 200y8anHa 2pyooio.

XiHKHM penpoAyKTUBHOIO BiKY

JKiHKaM pempoayKTHBHOrO BiKy mix dac JikyBaHHs mpenapatom [TOTPU® cnin BxuBarH
3aMo6KHUX 3aXOMiB U YHHKHEHHS BariTHoCTI. [1ix yac Tepamii Ta HPOTAroM NpHHaiMHI 1 MicAls
MicJIst PHHOMY OCTaHHBOT JI03H CJIiJl BAKOPHCTOBYBATH aIeKBATHI 3aCO0M KOHTpAIEMILi.

BaritHicT

3 ornALy Ha MexaHi3M Jii, yci jJikapebki 3acobw, mo rummBaiote Ha EGFR, norenuiiino MOXyTh
IIPU3BOIMTH 10 BUHUKHEHHSI BaJl PO3BHTKY ILJIO/A.

Yac, HeoOXimHuil I8 IMOBHOrO BHBeleHHS adatiniby, HeBimommuil. IcHye oOMexeHa KilbKiCTh
JIaHMX TIPO 3aCTOCYBAHHS LBOTO JIIKAPCHKOro 3ac00y BariTHUM JKIHKaM. TakvuM YHHOM, PH3HK JUIS
JFOIMHA HEBifoMHMi. SIKIO mpemapar 3acTOCOBYETHCS IiJ Yac BariTHOCTI abo AKINO MAli€HTKa
BariTHie miJ 4Yac abo micis jikysauus mnpenapatom [TOTPU®, ii cnig noindopMyBaTH Ipo
MOTEHIIAHY Hebe3neKy JUIs II0/a.

[onyBanHs rpyUiro
HasiBHi naHi npo (apMaKkOKIHETHKY Y TBapHH MOKa3ald eKcKpeliro adariniby B rpyaHe MOJOKO
(muB. po3ain «®apMaKosIOriuHi BIaCTHBOCTI»). BHXOMsM49H 3 1BOTO, IiJKOM IMOBIpHO, MO adaTiHib
eKCKPETYETBCS B IPYIHE MOJIOKO JIFOAMHH. PH3MK [UIA IPYJHOr0 BHIOJOBYBaHHS [IHTHHH HE MOXE
6yTu BuKIIOYeHHi. JKiHKaM CIIil peKOMEHIyBaTH HE rOJyBaTH IPYUIIO I YaC MPUHOMY LBOrO
JKapChKOro 3aco0y.

DepTUnBHICTh
JlocnipkeHHs GEePTHILHOCTI 3a y4acTO JIFOIMHH Y pasi 3acTocyBaHHs adari



BHUCOKHMX [103aX. ToMy HeGakaHHH BIUIMB IIbOTO JIIKApChKOTO 3aco0y Ha (epTHIIBHICTH JIOAHHA HE
MOXe OyTH BUK/IFOUYEHHUH.

30amuicme eniusamu Ha WEUOKICMb PeaKyii npu KepysanHi agmompancnopmom abo inuumu
MexaHizMamu.

ITOTPU® mac He3HAYHHH BIUIMB HA 3JaTHICTh KEpyBaTH TPAHCIOPTHHM 3acoboM abo IHINMMH
mexanismami. [lig 4ac JIiKyBaHHS JesKi NAUI€HTH MOBLIOMJISUTH NpO MOOiYHI peakiii 3 OOKy
OpraHiB 30py, TaKi K KOH IOHKTHBIT, CyXiCTh 04Yeif, keparuT (auB. po3ain «[lobiuni peakuii»), ski
MOXXYTh HEraTHBHO BIUIHBATH HAa 3JATHICTH MNAIi€HTa KepyBaTH TPAHCIIOPTHHM 3ac000M abo
IHIIMMH MEXaHI3MaMH.

Chocib 3acmocysannua ma 003u.
Jlikyanust npenapatom I'IOTPHU® cnig po3moYHHATH Ta IPOBOJMTH IiJl HAMTISAIOM JIKapsi, KA
Mae JIOCBiJI JIIKYBAaHHS OHKOJIOTTYHUX 3aXBOPIOBAHb.

Ilepen mouarkom ikyBauus mpenapatom ['IOTPH® Mae GyTu BCTaHOBIEHWH CTaTyC MyTamil
EGFR (muB. po3aii «OcoOJIHBOCTI 3aCTOCYBaHHSA).

o34
PexoMeHI0BaHa /103a Ipenapary cTaHoBuTh 40 MI OIMH pa3 Ha 100y.

Lleit JikapchKuit 3aci6 MPUAMAIOTH OKpeMO Bijl DKi. DKy He CIIiJl BXHBAaTH MPOTATOM IpHHAHMHI 3
FOAMH 0 i NpUHAWMHI | TOAMHM Ticias MOPHHOMY IBOrO JiKApChKoOro 3aco0y (AMB. PO3ALIH
«B3aeMo/is 3 IHIIMMM JHKapChKMMH 3aco0aMM Ta iHIOI BHIM B3aeMOfii», «PapMakonoriusi
BJIACTHBOCTI»).

JlikyBansst npenapatom I'IOTPU® ciin mpooBKyBaTH JIO MPOrpecyBaHHs 3aXBODIOBaHHS abo
PO3BHMTKY HENEPEHOCHMOCTI Mpenapary namieHToM (QuB. Tadi. 1).

1liosuwenns 0o3u

V pasi nepenocumocri npenapary I'TOTPH® B mouarkosii 103i 40 Mr/n00y BOPOJOBXK HEPLIOTO
uukty Jikysasast (21 nens npu HJIPJI 3 mo3uTHBHAM pe3ynbTaToM TecTy Ha Myrauii EGFR Ta 28
AHIB mpu miockokmituHOMy HJIPJI), ToOGTO y pasi BiIICYTHOCTi jiapei, WIKIPHOTO BHCHILY,
cToMaTHTy i iHmHKX HebaxkaHHX sBHI (CTymiHb TsDKKOCTI >1 3a knacubikaniero CTCAE (€muni
TEPMiHOJIOrTYHI KpuTepil moOiYHMX peakiliii)), BUKIMKaHUX IpelaparoM, 03y mpenapary MOoHa
36impumTH 10 50 Mr/mo6y. Jlosy He ciij 30UTHIOIYBaTH THM MAIli€HTaM, SKHM paHille 103y
3MEHINyBaId. MakcHMalbHa 1032 IpenapaTy cTaHoBHTh 50 Mr Ha 100y.

Kopexyisi 003u npu nobiynux peakyisx

CumrTomMaTHuHi MoGiYHI peakiii (Hampukian TsDkka/OGesrmepepBHa Aiapes abo mobidmi peakuii 3
GOKy WIKipH) MOXHA YCIIIIHO CTPHMYBATH LUIAXOM NEPEPBH B JIIKyBaHHI Ta 3MEHLICHHS JO3H
npenapary abo NMpUNHMHEHHSM JTiKyBauHs npernapatoM ['TOTPU®, sk Bkasado y Tabmami 1 (auB.
posaim «OcobauBocTi 3acTocyBaHHs», «[106i4HI peakii»).

Tabnuns 1: Kopekuis 1034 npu moO1YHAX peakiisax

HebaxaHe siBHINE BIANOBIAHO 10 PexomMenaauii moa0 103yBaHHSA
knacudikauii CTCAE?
1 91 2 CTYTiHb TAXKKOCTI TlepepBa He noTpiOHa °

2 cTymiHb TSOKKOCTI (TpuBani “ a6o | Ilepepsa mo
HerepeHoCHMI peakilii) abo >3 3HHXKEHHS CTYNEHs




[ CTYIIHb TSDKKOCTI l TsDKKOCTI 10 0/ 1° |

* KpuTtepii OLIHKA CTYNEHs TSXKKOCTI HAROUTBII YacTuX nobignux ABuil HallioHaTbHOrO IHCTUTYTY NOCTIIKEHHS PaKy.

by pasi amiapei Cjii HEraHO 3aCTOCOBYBATH MPOTHAIApeHHi JiKapchbki 3aco0M (HampukIaa jAonepamia) i MPOJOBXKYBATH 10
MPUIMHEHHSA Jiapel.

©>.48 roauH miapei 1a/abo > 7 [HIB BUCHNAHHS.

¢ ko namient He nepeHocuTh 103y 20 Mr/noby, ciil po3risiHYTH IIMTAHHA IPO [OBHE IPHUIIMHEHHS JIKyBaHHs MpPENapaTroM
I'MOTPUD.

SIKIIO y mari€HTa po3BHUBAIOTHCS TOCTPI 200 MOCHIIIOIOTHCS XPOHIUHI PeCipaTOpHi CUMIITOMH, CJIiJ
B3ATH [0 YBard MOJMUIMBICTb PO3BHTKY iHTEPCTHIIQIbHOro 3axpoproBaHHs JiereHiB (I3JI). Sxuo
HasBHicTs [3J1 migrBepmkyeTbest, JikyBanHs mnpemapatom [TOTPU® cnig BiaMiHuTH 1 3a
HEOOXITHOCTI PO3MOYATH BiAMOBIAHE JTiKYBaHHS (IUB. po3au1 «Oco6IMBOCTI 3aCTOCYBAHHS ).

IIponywena ooza

Slkio mpormyineHa Jo03a, il CJIii MPUAHSATH B TOH XK€ JeHb, K TUIbKH Malli€HT 3rajgac npo ne. OxHak,
AKIIO HACTYMHY 103y HEOOXiAHO MPHWHATH B HACTYNHI 8 roJMH, MPONMYyIIEHY [03y NMpHHMATH He
CIILJI.

IIputiom in2ibimopis P-2nikonpomeiny (P-gp) .

SIkimo mamieHTy HeoOXiAHO 3acTocoByBaTH iHriGiTopu P-gp, npemapatu ciix npuiiMata y
BCTAHOBJICHIH 4YeproBocTi, ToOTO 103y iHribitopy P-gp ciin npuiimatu 4yepe3 HaWOUIbLIMH
MOXUTHBHM iHTepBan Bix mnpuitomy npenapary ['TOTPHU®, tobto mepeBaxno 6 romusH (mpu
no3yBanHi P-gp 2 pasu Ha 100y) abo 12 roxun (mpu no3ysanHl P-gp 1 pa3 Ha 10o0y) Bia npuiiomy
npenapary ['TOTPU® (quB. po3ain «B3aemosis 3 1HIIMMH JIIKAPCHKHMHU 3aco0aMy Ta iHIII BHH
B3AEMOIII»).

layienmu 3 HUPKOB0IO HEBOCMAMHICMIO

Besneka, ¢apmakokiHeTHKka Ta e(QEKTHBHICTh I[Or0 JIKAapCBKOro 3aco0y Yy CHeliaJbHOMY
JOCIDKCHHI 3a YYacTIO MAIi€HTiB 3 HHPKOBOK HEIOCTATHICTIO He BHBYaIHCh. Kopekilis
[I0YATKOBOI JIO3H HE MOTpiOHA [UIs MAIi€HTIB 3 JIETKOIO ab0 MOMIPHOIO HUPKOBOIO HEJIOCTATHICTIO.
JlikyBaHHS XBOPHX 3 TSDKKOIO HHPKOBOIO HENOCTaTHICTIO (KIipeHC KpeaTwHiHy <30 MIJI/XB) He
pekoMeH0BaHe (IUB. po3ai «PapMaKoJIOTridHi BIaCTHBOCTIM).

Ilayienmu 3 ne4inko8010 HEOOCMamHicmio

Konunenrpauis adariniOy icTOTHO He pi3HWJIAcs y Mali€HTIB 3 jerkoro (kiac A 3a Yainnom-I1'10)
a6o nomipuow (kmac B 3a UYaiingom-IT’r0) mnewinkoBo HenocTaTHICTIO (IUB. O3
«®apMakoIorivHi BIACTHBOCTI»). Kopekilisi mo9aTkoBoi 103H HE NOTpiOHA /7S MAIli€HTIB 3 JIETKOIO
abo TOMIpPHOIO MEeYiHKOBOI HemocTaTHicTIO. llel mikapcbkumid 3aci0 He BHMBYABCS 3a YYacTHO
mamieHTiB 3 Tsokkoro (kiac C 3a YaitngoM-I1'10) Me4iHKOBOK HEAOCTATHICTIO, JIIKYBaHHS TaKHX
HAIlEHTIB HE peKoMeH 1oBaHe (IuB. po3aul «OcoOIHBOCTI 3aCTOCYBAHHSA ).

Himu

['NOTPU® He 3acTOCOBYIOTH Y NeAlaTpUYHIN MpakTHLl 3a nokazanasM HJIPJL.

Crocib 3acTocyBaHHS
lle#t nmikapchkuil 3acid NMpU3HAYEHHH JUIA NMEPOPAILHOrO 3aCTOCYBaHHS. TaOJieTKH CIiji KOBTaTH
HUIMMH, 3allHBAlOYH BOJOK0. SIKIMO mpuitoM HuUmMX TableToK mpenapaTy HEMOMUIMBHH, iX MOXHA
qucnepryBatd npubimsHo B 100 My Hera3oBaHOi MUTHOI BOAM. IHIN pIgWHHM JUIS LBOTO HE
BUKOPDHCTOBYIOTbCS. TabOneTky ciii NOMICTHTH Yy BOXY, HE pO3JaMylouyd, 1 MEepioAHYHO
PO3MINIYBAaTH CYCIEH31I0 BIOPOAOBX |5 XBHIHH NOTH, JOKH TablieTka He PO31Jg4

Api6Hi wacTku. OTpHMaHy CyCNEH3i0 NOTPIOHO BHNHTH HeraiiHo. CIITHEEX
npubmu3ao 100 M1 BoaM, Ky TakoX HOTPiOHO BHIHTH. JlHcnepciio Tako#
ILTYHKOBH# 30H]I. ’




Himu.

[Ipenapart He 3aCTOCOBYIOTH y NeliaTPHYHINA TPAKTHUIII.

Ilepedosysanna.

Cumnmomu

HaiiBuia no3a adariuiby, ska qocIipKyBaiacs 3a y4acTio 0OMeXeHOl KiIIbKOCTI Malli€HTIB M 4ac
KIiHIYHEX gociimkens ®asu [, cranoBuna 160 Mr oguH pa3 Ha 100y npotsroM 3 aHiB ta 100 Mr
OJIMH pa3 Ha A00y mpoTsarom 2 TikHIB. HalyacTimmMu moOIYHHMH peakIlisiMH, K1 CIIOCTepIraHcs
OpH TakMX [03aX, OyJHM JepMaToioriudi (BHCHI/BYTPOBHH BHMCHII) Ta [UTYHKOBO-KHIIKOBI
(3nebinpImoro niapes). Hepen03yBaHHﬂ y 2 310pOBUX MIJUTITKIB, sIK€ MOJATANI0 Y npOKOBTyBaHHi o
360 Mr adariniby (pa3oM 3 IHIIMMH JIIKapCHKHMHU 3aco0aMu), CIIPUYHHMIIO Pi3HI MOOIYHI peakii,
Taki sK HyJOTa, OJIIOBaHHs, AacTEHis, 3allaMOPOYEHHs, TOJIOBHHH Oure, OOl B JKHBOTI Ta
migBuIeHHs piBHs aminasu (y < 1,5 pasza sume BMH). B o6ox Bunankax nebaxani siBuIma Oymu
YCHIIIHO YCYHEHI.

Jlikysanus

Crenu¢idHoro aHTUAOTY IIPH MepeI03yBaHH1 IbOro JIiKapchKOro 3aco0y He icHye. [Ipu mizo3pi Ha
nepenosysanns npuiioM npenapary [TOTPU® cnix npunuHuTH 1 MOYaTH DiATPUMYIOUY TEpariio.
Sxmo mnoka3aHo, BHBEIeHHS HeabcopOoBaHOro adariHIOy MOXKIMBE NIUIIXOM BHKJIHKAaHHA
6moBaHHs a0 MPOMHBaHHS LUTYHKA.

Ilobiuni peakuii.

Kopotkwii onuc npodumno 6e3nexn

[To6iuni peaxuii (ITP) Ha mikapcekuii 3aci® OyiM, sIK NMpaBHJIO, MOB’A3aHi 3 1HTIOYIOUOIO Ji€r0
adariniby na EGFR. Y tabmuui 2 HaBeneHO y3aranbHeHi mani mpo Bei IIP. Haifwactimumu IIP
Oy miapes Ta HeDaxaHi sBUIA 3 OOKY mKIpU (auB. po3ail «OcobIMBOCTI 3aCTOCYBaHHAY), a
TAKOX CTOMATHUT 1 MapoHiXis (JuB. TakoX Tabyumi 3 Ta 4). 3arajyioM, 3HIXKEHHS H03H (IAHB. PO3/ILI
«Cnocib 3acTocyBaHHS Ta 03H») MPU3BOJWIO 10 CKOPOYEHHS YacTOTH 3arajbHHX HEOaKaHHX
SIBHTII.

V pasi 3acrocyBanns npenapaty [IOTPU® y no3i 40 mr y 38’s3ky i3 [1IP mo3y samxysamm 57%
naiienTiB B pamkax gociipkerHs LUX-Lung 3 i 25% namienTtiB B pamkax gociimkenHs LUX-
Lung 8. BigcoTok mami€eHTiB, SKi NPUITAHIIA IPHHOM JIIKapChKOro 3acoly y 3B’s3Ky 3 TakuMHu 1P,
K Jiapes Ta BHcHI/akHe, ckiaB 1,3% 1 0% B pamkax gociimkeras LUX-Lung 3 Ta 3,8% 1 2,0% B
pamkax pocnimkenas LUX-Lung 8 BiamoBiaHO.

[3]I-monibui Hebaxani sBuma crocrepiramucs y 0,7% mnamienTiB, mo mpuiiMany adariHib.
Hagxomwim mnoBioMieHHs Mpo Oynbo3HI BHCHIIK, IMyXHpI Ta eKC(OIIaTHBHI 3MIHH IIKIpH,
BKJIIOYAIOYH IIOOJMHOKI BMIIA[KH, IO BKadyBasd Ha cuHapoM CriBeHca-/[KoHCOHa, Xoda Wi
HeDaXkaHi SBHINA MOTJIH MATH 1HIIY €TioNOrio (AuB. po3aul «OcoOIHMBOCTI 3aCTOCYBAHHSY).

[lepenik MOGIYHUX peakIiii
VY tabnumi 2 HamaHi moOiYHI peakiiii 3a YaCTOTOX BUHMKHEHHS BIAMOBIIHO JO pe3yNbTaTiB yCiX
nociipkens HJIPJI i3 3actocyBanusam npenapary [TOTPU® y nobosux nozax 40 mr abo 50 Mr sx
MOHOTepalii.

Knacudikaniss 9acTOTH BHHUKHEHHs MOOIYHHX peakiii: myxe dacto (>1/10); gacro (>1/100 nmo
<1/10); megacrto (>1/1 000 o <1/100); piako (> 1/10 000 zo < 1/1 000); xyxe piako (< 1/10 000).
Y Mexax KOXHOI IpyNmd 4YacTOTH HeOakaHl peakiuii NpeACTaBICHO B MOPSAKY 3MEHINEHHS iX
CEpHO3HOCTI.

Tabymuus 2: Pesrome I1P 3a xkaTeropisMu 4acToTH




Kuaac cucrem opranis Hdyxe gacro Yacro Heuacro
(>1/10) (=1/100 - <1/10) (>1/1000 - < 1/100)
Indexuii Ta iHBasii [apomixis' IucTut
Mertaboniyni nopymeHHs | 3HHXEHHS 3HEBOAHEHHS
i IOpYUICHHS XapdyBaHHs| aleTUTy ['inokamiemis

3 60Ky HEpPBOBO1 CUCTEMH

[TopymeHHs cMakoBoOi

CyxicTh HIKipH

Iy TJIHBOCTI
3 60Ky opraHiB 30py KoH 1OHKTHBIT Keparut
CyxicTh o4eit
3 60Ky IMXalTbHOI Kpogsoreua 3 Punopes [HTepcTHIIIATbHE
CHUCTEMH, OpPraHiB HOCa 3aXBOPIOBAHHS
TPYAHOI KJIITHHHU Ta JIeTeH1B
CepeIOCTIHHSA
3 6oky TpaBHoi cuctemMu | [liapes Hucnerncis [Tankpeatut
CroMmarut’ Xenmir
Hynora
bmoBanHs
3 60Ky renatoOuTiapHOL [TinBuIIeHHS p1BHS
CHCTEMH anaHiHaMiHOTpaHcdepasu
[ligBuIIeHHS PiBHS
acrmapratamiHoTpaHcdepasu
3 60Ky IIKIpH Ta Bucumu J10710HHO-TT110IOBHUH
MiAMKIPHOT KTITKOBHHA | AKHeOPMHHH | CHHIPOM (EPUTPOAH3ECTE3is)
JepMaTUT
Mpyput’

3 OOKy CKeJeTHO-
M’S30BOI CHCTEMH 1
CIOJIy9HO1 TKAaHUHHU

Crazmu M’43iB

3 60Ky HUPOK 1 [MTopytenHs QyHKIIT
CCYOBHMBIIHUX LUIIXiB HHUPOK/HHPKOBa

HEJIOCTaTHICTh
3aranpHi po3nagu [Tipekcis

[TopymeHHs, BUsSBIIEH]
MIPH AOCITIKEHHIX

3HUKEHHS MaCcH TiIa

T

Brnouae napoHixito, iHpexuito HirTie, iHPEKLil0 HIFTEOBOIO JIOXKeE
2

BrJ1i04a€ CTOMATUT, a) TO3HAH CTOMATHT, 3allaICHHS CTH30BHX 000IOHOK, YTBOPEHHS BHPA30K Y POTOBIH NMOPOXHHHI, €pO3ii0

CIM30BUX 000JIOHOK POTOBOT OPOXHHHH, €PO3ik0 CIH30BHX 0GOJIOHOK, BUPA3Ky CIM30BHX 060JIOHOK
3

BxJioyae rpyny TEpMiHiB IEPEBAKHOTO BXHTKY, IKHMH M03HA4al0THCA BUCHITH
4

Bxuroyae akHe, MycTyJbO3HI BYrpi, akHeOpMHHUH 1epMaTHT
S

i Bxmo4ae npypur, reHepanizoBaHHiH IPypUT

Bxuro4ae CyxicTs LIKipH, yTBOPEHHS TPIllMH Ha IIKipi

Onuc oKkpeMHuX No0IYHUX peakIlii

Hyxe dacti IIP y mnamieHTiB, saxi jikyBanucs mnpemnapatoM ['TOTHH®
moHaimMenme 10% nanienTis B qocnimkerdi LUX-Lung 3, y3aranbHOg




THKKOCTI BLAMOBIAHO 10 €IMHHX TepMiHONOriYHMX KpHTepiiB mobiyHMX peakuii HamionaisHOro
incTuTyTy paky (National Cancer Institute-Common Toxicity Criteria, NCI-CTC).

Tabmums 3: Jlyxe gacti [P y nocnimpkersi LUX-Lung 3

I'OTPH® IlemeTpexcen/
(40 mr/no0y) Hucniatux
N=229 N=111
Crymins 3a NCI-CTC Bcei 3 4 Bei 3 4
CTyTIeHI CTYTIEHI

Knac cucrem opranis % % % % % %
(tepminu 3a MedDRA)
Ingpexyii ma ineasii

[Mapomixis' [ 576 | 11aJ o] o ol o
Memaboniyni nopyuientsi i NOpYUWeHH Xap4y8aHHs

3HUOKCHHS alleTUTY | 20,5 | 3.1 [ o | 532 [ 2.7 | o
3 60Ky OUXanbHOI CUCmeMU, OP2iHa8 2PYOHOT KLimKu ma cepedoCminus

KpoBoTteya 3 HOCa [ 13,1 | o | o] 09 o9l o0
3 6oxy mpasnoi cucmemu

Jliapes 95.2 14.4 0 153 0 0

Cromarut’ 69,9 83 [ 04| 135 [09]| O

Xeunit 12.2 0 0 0,9 0 0
3 6oky wkipu i NIOWKIPHUX MKAHUH

Bucunu’ 70.3 14 0 6.3 0 0

AxnedopMHUI JepMaTHT 349 2,6 0 0 0 0

CYXICTL wkipu® 29,7 0,4 0 1,8 0 0

prpm 19,2 0,4 0 .9 0 0
Iopywenns, guagneni npu 00CIIOHCEHHAX

3HHKECHHS MacH Tila | 10,5 | o | o | 90 | o | 0

Bkmoyae napoHixito, iHQeKLio HIirTis, iH(eKIlilo HIFTEOBOIO J0Xke
2

BioYae CTOMatHT, adTO3HHHA CTOMATHT, 3allaeHHs CIM30BUX 000JIOHOK, YTBOPEHHS BHPA30kK y POTOBI# MOPOXKHHHI, €PO3iI0
CIM30BHX 0G0JIOHOK POTOBOT MOPOKHUHH, EPO3IE0 CIM30BHX 000JIOHOK, BUPA3Ky CIIM30BHX 000JIOHOK
3

BxJiio4ae rpymy TepMiHiB MIEPEBAXKHOIO BXHTKY, SKUMH MO3HAYAIOTECSA BUCHITH
4

Bk/moyace akHe, IyCTY/IbO3HI BYrpi, akHe)OPMHUHA IEPMATHT
5
i Bxmogae npypuT, reHepannizoBaHUi IPYPHUT

Brmoyae cyXicTb MIKipH, YTBOPEHHS TPIiIMH Ha MIKipi

BigxuieHHs y QYHKIIOHATBHHX Npo0ax NediHKH

Y nauienTis, ski npmiivanu npenapat [TOTPH® B mo3i 40 Mr, cnocTepiraiucs BIIXWICHHA Y
dyHKIiOHaNMEHEX TIpobax nevinku (y Tomy umcni mimsumenns AJIT i ACT). Taki minBHIICHHS Y
GLIBIIOCTI BHNAAKIB OyJM THMYacOBUMH 1 HE NPH3BOMWIH PO INPHIMHEHHS JIKYBaHHS.
Migeumenns AJIT mo crymeHs 2 (mepeBHINeHHs BepxHboi Mexi Hopmu (BMH) Bin 2,5 mo 5,0
pasiB) croctepiranocs y <8% mnauieHTiB, SKi OTPHMYBaTH LeH Jikapchbkuil 3aci0. IliaBuiueHHs 10
crynens 3 (nepesumenas BMH sin 5,00 mo 20,0 pasiB) cnoctepiraiucs y <4% NaLi€HTIB, WO
orpumyBainu [TOTPU®D (xuB. po3ain «OcoOIMBOCTI 3aCTOCYBAHHS»).

[ToBigoMiIeHHS PO MOOIYHI peakilil
[ToBimomieHHs mpo mobidHi peakuii micist peecTpaii jikapcekoro 3acoby € BaxiauBumH. Lle qae
3MOTY MOCTIHHO BECTH Momropm{r CIiBBITHOINCHHS KOpHCTB/pI/BPIK mxapcmcoro 3aco6 ! HpOCHMO

Ha.HlOHaJILHOl CHCTEMH 3BITHOCTI.

Onuc okpeMux N00IYHHUX peakIlii




Hyxe uacti [IP y nanienriB, ski nikyBamucs npemapatom ['TOTPU®, mo cnocrepiramucs y
moHaimenuie 10% nanientiB B pociikenHi LUX-Lung 8, y3aranbHeni y Tabmnuii 4 3a CTylieHEM
TSDKKOCTI  BLATMOBIIHO 0 €OMHUX TEPMIHOJIOTIYHMX KPHTEpiiB s HebaKaHHX SBUIL
Hanionansnoro inctutyty paky (National Cancer Institute-Common Toxicity Criteria, NCI-CTC).

Tabmuus 4: J{yxe gacTi [P y gocnimkenni LUX-Lung 8*

I'NOTPUHD EpJioTunio
(40 mr/no0y) N=395
N=392
Crynins 3a NCI-CTC Bei 3 4 |Bci 3 4
CTYIEHI1 CTyIEHI

Knac cucrem opranis % % % % % %
(tepminu 3a MedDRA)
Ingbexyii ma insasii

Iapomixis' | 1m0 | o5 [ o] 51 [o03] 0
Memaboniuni nopywenns i nNOpyuents XapyyeaHHs

SHIOKEHHS allETUTY ! 24.7 l 3,1 J 0 ] 26.1 I 2.0 l 0
3 60Ky WTYHKOB0O-KUUKOB8020 MPAKMY

Iiapes 74.7 9.9 0.8 413 30| 03

CromaTur’ 30,1 4.1 0 10,6 0,5 0

Xe#ait 20,7 3 0 16,2 1,0 0,3
3 60Ky wKipu i RIOWKIDHUX MKAHUH

Bucunu® 60.7 5.4 0 56,7 | 8.1 0

AxHeOPMHHUIL JePMATHT 14,0 1,3 0 18,0 2.5 0

* - . - . . . N
Bka3aHa BiIHOCHA KiJIBKICTh MaiieHTiB 3 [TP 3 Oyab-KMM NPHYMHHO-HACILIKOBHUM 3B’ A3KOM
1
Bximovae napoHuxiio, iHQekio HIirTiB, iHPEKIio HIFTEOBOTO JIOXKE
2

Bxutoyae croMaryt, adTO3HHM CTOMATHT, 3aIaleHHs CIM30BHX 000I0HOK, yTBOPEHHS BUPA30K y POTOBIH MOPOXHHUHI, €po3il0
CTH30BHX 000JIOHOK POTOBOI MOPOXKHHHH, €PO3iI0 CIIM30BHX 000/I0HOK, BHPA3Ky CIIH30BHX 000JOHOK
3

Bxoyae rpyny TepMiHiB MEPEBAXHOTO BKUTKY, AKUMH 103HA4al0ThCS BUCHIIH
4

Briroyae akHe, MyCTy/1b03Hi BYTpi, akHeQOPMHUH J1€PMATHT

BinxuneHHs y G YHKIIIOHAUTBHAX NPo0ax Ne4iHKU

Y nanienTiB, ski npuiivamu npenapatr ['TOTPHU® B no3i 40 mr, cnocrepiraiucs BiIXHJICHHS Y
¢yHKIiOHATBHHEX mpobax nediHku (y ToMy wucmi miaBumerHs AJIT i ACT). Taki nigBHIOEHHS Y
OUTbIIOCTI BHMAAKIB OyJIH THMYAaCOBHMH 1 HE MPU3BOAWIM MO TPHUIHHEHHS JIKYBaHHS.
[MigBumenas AJIT mo ctynens 2 cnocrepiranocs y 1% mamnieHTiB, a NiABHINEHHAS 10 CTYNEHs 3 — y
0,8% nanienTis, mo orpumyBaiu [ TOTPU®D (auB. po3ain «OcoOaHBOCTI 3aCTOCYBaHHSA »).

Tepmin npuoamnocmi. 3 poxu.

YMoBH 30epiraHus.
36epiratu B OpHUTriHAJIBHIM yIakoBIli B HEJOCTYIHOMY JUIS JiTE€H MiCIli MPH TEMIIEPATypl HE BHUILE
2%

Ynakoska.
[To 7 Tabnerok y nepdpopoBaHoMy OicTepi; KOXEH OicTep B JIAMIHOBAHOMY &JIIO
[IaKETOM JIECHKAHTY; MO 4 aJFOMIHIEBI callle y KapTOHHIH KOpoOIi

Kareropia siamycky.
3a penenTom.




Bupoonuk.
bepinrep Iarensxaiim ®apma ['M6X 1 Ko. KI', Himeuunna/
Boehringer Ingelheim Pharma GmbH & Co. KG, Germany.

MicuesHaxomxeHHss BUPOOHHKA Ta ajpeca Micls NPOBA/XKeHHN HOro JiAJIbHOCTI.
binrep tpacce 173, 55216, Iurensxaitm ua Peitni, Himeuauna/

Binger Strasse 173, 55216, Ingelheim am Rhein, Germany.

JlaTta 0CTAaHHBOIrO Hmeperjasay.




