COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 24.03.2023 N2 568;
(NOCNEOOBATENEHOCTE 0007)

OBLIASA XAPAKTEPUCTHKA JI
V  JlaHHBIH JIGKapCTBEHHBIM Iperapar IMOMJICKUT JIOTIOJHUTEIBHOMY MOHHUTOPHHTY.
DT0 MO3BOJUT OBICTPO BBISIBUTH HOBYIO HMH(poOpManuio mo Oe3omacHocTd. Mbl oOpariaemcs K
pabOTHUKAM CHCTEMBI 3JIPABOOXPAHEHUS C MPOChOOH coO0OIMATh O JIFOOBIX MOI03PEBACMBIX
HEXXEeJIaTeNbHBIX peakiusx. [lopsmgok cooOmeHust 0 HeXenaTeIbHbIX PeaKIUsaX MpPEACTaBICH B

pazzaene 4.8.

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O IIPEITAPATA

Tabpexkra, 150 mr, TabMeTKH, TOKPHITHIE TUIEHOYHOH 000JI0YKOM

Tabpexkra, 200 Mr, TabIETKH, TOKPHITHIC TUICHOYHON 000JIOUKOMH

2. KAUECTBEHHBIA U KOJIMMECTBEHHBINA COCTAB

JleiicTByIOIIEE BEIIECTBO — KAIIMATUHUO.

Tabpexra, 150 Mr, Ta0JIEeTKH, HOKPHITHIE [JIEHOYHONW 000JI0UYKOM

Kaxnas Tabnerka, MOKphITas TIIEHOYHOH 000104KOH, copepkut 150 mr kanmaTuauOa (B BUAC
JUTUIPOXJIOPUIAa MOHOTHUPATA).

Tabpekra, 200 Mr, TaOJIETKH, HOKPHITHIE [IJIEHOYHONW 000JI0UYKOM

Kaxxnas tabnerka, mokpeiTas MIeHOYHOU 00o0soukoit, conepxkut 200 mr kanmatuHuOa (B BUAE

JUTUIPOXJIOPUIAa MOHOTHUPATA).

ITonHbIit NEpCHUCHL BCIIOMOTAaTCIIbHBIX BCHICCTB IIPUBCACH B pa3/1CJIC 6.1.

3. JEKAPCTBEHHAS ®OPMA

TaGnerku, MOKPHITHIE MIICHOYHON 000JIOUKOIA.

Tadpekra, 150 Mr, TaOJIETKH, MOKPBITHIE INIEHOYHON 000JI0YKON

OBasbHBIE JBOSIKOBBITYKJIbIE TaOJIETKHM CO CKOUIEHHBIMU KpasiMu, MOKPBIThIE MJIEHOYHOU
000JI0YKOIi, KOPUYHEBATO-PO30BOTO IIBETa, O€3 PUCKHU, ¢ TpaBUpoBKOi «DU» Ha onHOI cTopoHe

u «NVR» Ha npyroii.

Tabpekra, 200 Mr, TaOJIETKH, MOKPHITHIE INIEHOYHON 000JIOYKOU

OBanbHBIC JABOSKOBBIITYKJIBIC TaOJETKH CO CKOIICHHBIMH KpassMH, TOKPBITHIC IUICHOYHOM
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0007109KOH, KOPUIHEBATO-)KETOTO IBETA, O€3 P

«NVR»y» Ha npyroii.

4. KIMHUYECKUE JAHHBIE

4.1. ITokazaHusl K IPUMEHEHHIO
[Ipenapar TaOpekra mokazaH B KaueCTBE MOHOTEpAIHMM IJIsl JICYEHHUS B3POCIBIX MALUEHTOB C
MECTHOPACIPOCTPAHEHHBIM HJIM METACTaTUYECKHMM HEMENKOKIETOYHbIM pPaKOM JIETKOro C

«mpomyckom» 14 sk30Ha B rene MET.

4.2. Pesxum 103MpOBaHus U cNIOCO0 MPUMEHEHUs!

Jlns Tepanuu npenaparom TaOpekTa NalMeHToB cielyeT 0TOMpaTh Ha OCHOBAaHUM HAJIMYUS B UX
OIyX0JIEBOW TKaHU WK oOpa3uax miazMel MET-anomanuu B BUie MyTallu ¢ MporyckoMm 14-ro
9K30HA, YTO JTOJHKHO OBITH MOATBEPKICHO BATHIMPOBAHHBIM METOIOM aHanu3a. Eciu myTamms B
rene MET, npuBoasmas k nponycky 14 sx30Ha, He oOHapykeHa B 00pa3Iax Iia3Mbl, CIeIyeT

IPOBEPUTD OITYXOJICBYIO TKAHb (CCJII/I 9TO BOSMO)KHO).

PexxuM no3upoBaHus

Pexomennyemas no3a npenapara TaOpekra coctaBisier 400 Mr BHYTph 2 pa3a B CYyTKU BHE
3aBUCHUMOCTH OT IIpUE€Ma IUIIIH.

[Ipenapar cieayeT NpoJoKaTh MPUMEHATh, OCHOBBIBAsICh HA MHANBUYaIbHOM 6€30MacHOCTH U
IIEPEHOCUMOCTH, U JI0 TEX MOP, 0K NAllMEHT NOJYYaeT OT JICUEHHS] KIIMHUYECKYIO MOJIb3Y.
IIponyck 0o3vi

B cnydae npomycka 10361 ipenapara TaGpekTa Wiy pBOThI, BOSHUKIIIEH I1OCIIE pUeMa Ipernapara,
MAIMEHT HE JOJDKEH KOMIIEHCHPOBATh 3Ty 03y, a CIEAYIOLIYI0 A03y Ipernapara HNpUHATH B

3aIlJTaHUPOBAHHOC IJI1 3TOTO BPEMA.

Koppexims no3sl

PexomeHayeMblii  adrOpUTM  YMEHBIICHHMS J103bl JUId  KYINUPOBaHMS  HEXelaTeJIbHBIX
nexapcTBeHHbIX peakuuii (HJIP) Ha ocHOBe MHIMBUAYabHONW 0€30MACHOCTH U MEPEHOCUMOCTH

MpHUBe/eH B Tabmuie 1.
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YpoBeHb /10361 Jl03a u cxeMa MpUMEHEHHUs Yucy10 ¥ 103UPOBKA TA0JIETOK
Havansnas no3a 400 mr 2 pa3a B CyTKH JBe Tabnerku 200 mr / 2 paza B
CYTKH
ITepBoe ymenbiienne | 300 mr 2 paza B CyTKH JlBe Tabmetku 150 mr/ 2 paza B
JI03bI CYTKHU
Bropoe ymenbmenue | 200 mr 2 pasza B CyTKu Onna Tabmerka 200 mr/ 2 pasa B
JI03BI CYTKH

[TarmenTam, He cTOCOOHBIM TIEpeHOCHUTH 03y 200 Mr BHYTpB 2 pa3a B CYTKH, npenapar TadpekTa

CJICAYCT OKOHYAaTCIbHO OTMCHUTD.

PekoMenpanuu mo Koppekuuu 103bl mpernapara TaOpekta B cinydae Bo3HUKHOBeHus: HJIP

MIPUBE/ICHBI B Ta0IHIIC 2.

Tadauua 2 Koppexkuusi 10361 npenapara Ta0pekta sl KyNHPOBAHHUS HeXKeJATeIbHBIX
JIEKAPCTBEHHBIX peaKkuui

HexenatenbHasi TekapcTBeHHast
peaxkuusi

CTeneHb TsKeCTH

Koppexkuust 10361

WuTepcrunmaibHoe 3a001eBaHne
nerkux (U3JT) / nHeBMOHHT

JIro6o0ii cremneny,
HMECTCS CBS3b C
Tepanuen

OxoHYaTeIbHO OTMEHUTH
npenapat TaGpekTa.

N30nmpoBaHHOE MOBBILLICHUE
aktuBHOCTH AJIT u (mm) ACT
OTHOCHTEIIFHO UCXOIHOTO YPOBHS,
0€3 0/IHOBPEMEHHOT'O MOBBILIECHHUS
ypoBHs o011ero OuinnpyouHa

Crenens 3 (ot > 5,0 1o
<20,0xBI'H)

BpemeHHO OTMEHUTH
npemnapaT TaGpekTa 10 Tex
Top, MOKa CTETEHb
TIOBBILIEHUS AKTUBHOCTH
AJIT/ACT He BOCCTaHOBHUTCS
JI0 UICXOZHOTO YPOBHSI.

Ecnu BoccTanoBneHue 10
HCXOJHOTO YPOBHS
IIPOUCXOIUT B TEUEHUE 7
JTHEH, BO3OOHOBUTH MIPUEM
npemnapara TabpekTa B TOH
K€ J103€; B IPOTUBHOM
cllydae BO30OHOBUTH IPUEM
npemnapara TabpekTa B
YMEHBIIIEHHOM J103€, KaK
yka3zaHo B Tabnure 1.

Creneunn 4
(> 20,0xBT'H)

OxoH4YaTeIbHO OTMEHUTH
npemnapar Tabpekra.

TloBreitenue aktusHoctd AJIT
u (umu) ACT ogHOBpEMEHHO ¢
MMOBBIIIIEHUEM OOIIETO

Ecnu y nanmenTa
akTuBHOCTH AJIT
u (umm) ACT

OKoOHYATEIbHO OTMEHUTE
npenapat TaOpekra.
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HexenatenbHas JeKapcTBeHHAs
peakuus

CTeneHb THKECTH

Koppexunsi 103b1

OmnMpyOnHa, B OTCYTCTBUE
XO0JIECTa3a MM FeMOJTH3a

ITOBBIIIACTCS JI0

> 3xBI'H u nipu 3TOM
o0t OnnupyonH
ITOBBIIIACTCS 10

> 2XBI'H, To, xakoi
ObI HU ObLIIa CTEIICHD
HapyIICHHUS Ha
HCXOJIHOM YpOBHE

W305mpoBaHHOE MOBBIIICHHE
obmiero OunnpyonHa
OTHOCHUTEIILHO UCXOJIHOTO YPOBHS,
0€3 0JJHOBPEMEHHOTO ITOBBIIIICHUS
aktuBHOCTH AJIT u () ACT

Crenens 2 (ot > 1,5 o
< 3,0xBT'H)

BpemeHHO OTMEHUTH
npemapat TaGpekTa 10 Tex
op, MOKa CTENEHb
MOBBIIICHUS OMIMPYOHNHA HE
BOCCTaHOBHUTCS JIO UCXOHOTO
YPOBHSI.

Ecnu BoccTanoBIiieHHE 10
HCXO/HOTO YPOBHS
IIPOUCXOJUT B TEUCHHE 7
JTHEH, BO30OHOBUTH NTPHEM
npemnapara TabpekTa B TOH
e J103€; B IPOTUBHOM
clly4ae BO30OHOBUTbH IPUEM
npemnapara TabpekTa B
YMEHBLIEHHOM J103€, KaK
yka3zaHo B Tabnuue 1.

Crenens 3 (ot > 3,0 1o
< 10,0xBI'H)

BpemeHnHO 0TMEHUTD
npenapat TaOpekTa 10 Tex
0P, TIOKa CTENEHb
MOBBILLIEHUS OUIMpyOrHA HE
BOCCTaHOBUTCS J10 UCXOJHOTO
YpPOBHSI.

Ecnu BoccTanoBneHue 10
HCXOJHOTO YPOBHS
MIPOUCXOJUT B TEUECHHE 7
TTHEH, BO3OOHOBUTH IIPUEM
npenapara TaOpekra B
YMEHBIIIEHHOU J103€, KaK
yKazaHo B Tabmure 1; B
MIPOTUBHOM CITy4yae
OKOHYATEJIbHO OTMEHHUTH
npemnapaT TaGpekTa.

Crerness 4
(> 10,0xBT'H)

OKoHYATEIbHO OTMEHUTE
npenapat TaOpekra.

Jpyrue HeOmaronpusiTHbIE

Crernens 2

OcraButh 103y 6€3

[ AKCHEFTHOMY QTHETY
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HexenareabHasi JIEKApCTBCHHAasA

CTeneHb THKECTH Koppexunsi 103b1
peakums
HOGO‘-IHBIC peaKI_[I/II/I N3MCHCHUS. B OTCYTCTBI/IG
MePEHOCUMOCTH,

paccMOTpeTh BOIPOC O
BPEMEHHON OTMEHE
npemnapara TabpekTa 10 Tex
op, ToKa He MPOU30HAET
BOCCTAaHOBJICHUS 10
HCXOJHOTO YPOBHS, 3aTEM
BO300HOBHTH IIPUEM
npenapata Tabpekra B
YMEHBILIEHHOM 103€, KaK
yKa3aHo B Ta0nuiie 1.

Crenens 3 BpemeHHO OTMEHUTH
npenapat TaOpekrta 10 Tex
op, TOKa He MPOU30HIET
BOCCTAHOBJIEHMSI J10
HCXOJHOTO YPOBHS, 3aTEM
BO300HOBUTH IIPUEM
npenapata TabpekTa B
YMEHBLIEHHOM J103€, KaK
yKa3aHo B Ta0nuiie 1.

Crenenn 4 OKOHYATEIbHO OTMEHUTE
npenapat Tabpekra.

Coxpamenus: AJIT — anmanmnamunotpancgepasza; ACT — acnapraramunorpancgepasa; M3JI —
WHTEPCTHUITHAIbHOE 3a00sieBanue Jerkux; BI'H — BepXHss rpaHuiia HOPMBL.

Crenenp Tspkectn no kputepusm CTCAE pexn. 4.03 (CTCAE — OOmue TepMHHOJIOTHYECKHE
KPUTEPHH /71 OLIEHKU HEXeaTeIbHbIX SIBICHUMN).

HcxonHblii ypOBEHBb — YPOBEHD HA HAYAJIO TEPAIUU.

Oco0bIe TP VI ITAIMEHTOB

HauueHmbl noJHCUNI0c0 so3pacma

VY manueHToB B BO3pacTe 65 JeT WM cTapliie KOppeKTUPOBaTh J03Y Ipemnapara He Tpelyercs
(cm. pazmen 5.2).

Iayuenmoi ¢ HapyweHuem yHKYuU nouex

VY manueHToB ¢ TSHKENBIMH HApYHICHUSIMH (QYHKIIUU MOYEK CIeAyeT COOI0IaTh OCTOPOKHOCTD,
TaK Kak npenapat TabpekTa y MalMeHTOB dTOW KaTerOpuu HEe U3ydaiu. Y MalMeHTOB C JIETKUMU
U yMEpEHHbIMH HapyUICHUSIMH (QYHKIHH T0YEeK KOPPEKTUPOBaTh J03y He Tpedyercs

(cm. pazmen 5.2).
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Tayuenmoi ¢ Hapywenuem QyHKyuu neveHu
Y MmanueHTOB C JIETKUMH, YMEPEHHBIMH WM TSOKEIBIMH HApPYHNICHUSAMH (YHKIUU TICUYCHH
KOPPEKTHPOBATh 103y HE Tpedyercs (cM. pasaen 5.2).

CTHU
bezonacHoCTh M 3 PeKTHBHOCTH TpenapaTa TadpekTa y MaueHToB B Bo3pacte muaame 18 jer

HC YCTaHOBJICHBI. HaHHHe OTCYTCTBYIOT.

Cnoco0 mpuMeHeHus

[Ipenapat TaOpekTa ciieqyer NpUHUMATh BHYTPb 2 pa3a B CYTKM BHE 3aBHCHMOCTH OT IpHeMa
nuiy. TalneTku cleqyeT TJIOTaTh IENUKOM (Mepel MporjaTbiBaHUEM TaONeTKU HEeNb3s

pasjiaMbIBaThb, Pa3XCBbIBATh UJIU I/I3MGJII)‘-IaTI)).

4.3. [IpoTuBONOKA3AHUSA
['unep4yyBCTBUTENHHOCT, K KalMaTHHUOY WM K JIOOOMY U3 BCHOMOTaTelIbHBIX BEIIECTB,

[IEPEYUCIICHHBIX B pa3zene 6.1.

4.4. OcoOble yKa3aHUs U MePbI NPEI0CTOPOKHOCTH NP MPUMEHEHUH

UnTtepcruimansHoe 3a0oneBanue erkux (M3J1) / mnHeBMOHUT

Y manueHToB, MOJy4aBHmIMX TpenapaT TaOpekra, otmeuanuch ciaydan M3JI / mHeBMOHKTA
(HEKOTOpBIE C JIeTaTBbHBIM UCXOA0M) (cM. pazaen 4.8). Y mo0oro nanueHTa, y KOTOpOro BIIEpBbIE
BO3HHMKIM WM YCYT'yOWJIMCh JIETOYHBIE CHMIITOMBI, yKaspiBatorue Ha WM3JI/ mHeBMOHHT
(HampuMmep, OABIIIKA, Kallelb, JUXOpaKa), cleAyeT He3aMeUIMTEIbHO OMPENeIUTh MPUUHHY
TaKAX CHMIITOMOB. Y TamWeHToB ¢ momo3penneM Ha M3JI/ mHeBMOHHMT  cieayeT
HE3aMeJIUTENbHO TPUOCTAHOBUTH TEPAIUI0 IpernaparoM TabpekTa U OKOHYATEIHbHO OTMEHHTH
mpemapaTr, e€cid He OyIyT YCTaHOBIEHBI MApyrue TMPUYUHBI, KOTOpbIE MOTJH BBI3BATh
N3JI / nueBMoHUT (cM. pa3maen 4.2).

I'enaToTOKCUYHOCTD

VY nanueHToB, noiay4yaBiux npemnapaTr TaOpekTa, OTMeUaluCh CIy4Yau MOBBIIICHUS aKTUBHOCTHU
amMuHOTpaHcdepas (cM. pazzaen 4.8). JlaboparopHble moka3aTean GYHKIUHU IeUeHH (B TOM YUCIIe
aktuBHOCTH AJIT m ACT u ypoBeHb oOuiero OunupyOMHa) cieayeT ONpeaessaTh 0 Hauaia

TCpalnu, KaXXJbIC 2 HCICIIN B IICPBBIC 3 Mecida1a Tepalurm, a 3aTeM 1 pas3 B MECHII 110 KIIMHUYCCKUM



COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 24.03.2023 N2 568;
(NOCNEOOBATENEHOCTE 0007)

HOKaSaHHHM; y HauHeHTOB’ y KOTOpBIX BBIHBHe U TIVDDIIOVIIYIV ANNITYIDIIIVUVIYT Aiviriinnyw 1t]u11\1\$\/tluJ
WM yPOBHSI OMITMPYOHHA, 3TH [TOKA3aTeN M ClIeyeT ONPEeaeIsITh Jalle. B 3aBUCMOCTH OT CTETIeHU
TSHKECTH HEXKENATENbHOM JIEKAPCTBEHHOM pEaKUWH, CIEAYET BPEMEHHO OTMEHMUTh Mpemnapar

TaOpekTa, yMEHBIIUTD €r0 A03Y JINOO0 OKOHYATEIbHO OTMEHUTH €ro (cM. pa3zaen 4.2).

I'nnep4yBCTBUTEIBHOCTD

B xone kimunnueckoro uccinenosanust GEOMETRY mono-1 y manneHToB, mojydyaBIIux rnpemnapar
TabpekTa, He OBUIO 3apETUCTPUPOBAHO CITyUaEB BRIPAXKCHHOM THIIEPYYBCTBUTEIHHOCTH. B mpyrux
KJIIMHUYECKUX HMCCIEIOBAHUAX Y MAallMEHTOB, MOMy4YaBIIMX mpenapar TaOpekTa, cooOIasoch o
CIIy4asiX BBIPKEHHOM TUIEPUyBCTBUTENBHOCTH (cM. pasnen 4.8). KnuHuueckue CHMIITOMBI
BKJTFOYAJIM MTUPEKCHIO, 03HOO, 3Y/1, ChITlb, CHUKEHUE apTEPUATBLHOTO JIaBJICHUS, TOIIIHOTY U PBOTY.
B 3aBucuMMOCTH OT CTENEHW TSKECTH HEXKEIATeIbHON JIEKAPCTBEHHOM pEaKlIUH CIEIyeT

BPEMEHHO MTPUOCTAHOBUTH MIPUEM HIITU TIOJTHOCTHIO MIPEKPATUTh MIpHeM MpenapaTta TabpekTa.

IloBbIIIICHNE AKTHUBHOCTHU d)eDMeHTOB HOL[)I(GHVI[O‘IHOﬁ KECIC3bI

VY nanueHToB, MoayJaBIKuX npenapar TabpekTa, Hab0JaI0Ch TIOBHINICHNE YPOBHEH aMHIIa3bl U
numnasel (cM. paszen 4.8). YV maiueHToB ClieayeT MPOBOAUTh MOHUTOPHHT MOBBIIMICHHS YPOBHS
JIAIIa3bl 1 aMUJIA3bl IIEPE] HAYAJIOM JICYEHHUS], a 3aTEM Ha PETYJISIPHON OCHOBE.

B 3aBHCHMMOCTH OT TSKECTH HEXKENATENbHBIX PEAKIUHI CIEAYET BPEMEHHO MPUOCTAHOBUTD TPUEM,

CHU3UTH JI03Y WK TIOJIHOCTHIO MPEKPATUTh MpueM mpemnapara Tadbpekra (cM. paszaen 4.2).

OMOproderanpbHas TOKCUYHOCTh

CornacHo pe3yibTaTaM HCCIEIOBAaHUI Ha >KMBOTHBIX W MCXOJ W3 MEXaHU3Ma JIEeHCTBUS
npenapata TaOpekTa, JaHHBIA MpenapaT B ClIydae €ro NPUMEHEHHs y OEpeMEHHBIX >KEHIIUH
MOJKET OKa3bIBaTh BpEAHOE BO3jAeHCTBHE Ha IuioA. [lepopanbHoe BBeAeHHME KanmMaTHHUOA
OepeMeHHBIM KpbICaM M KpPOJIMKaM B TEPHOJ OpPraHOTEHE3a BBI3BIBAIO AMOpHO(ETATBHYIO
TOKCUYHOCTh W OKa3blBAIO TEPAaTOr€HHOE JAelcTBHE. bepeMeHHBIX KEHIIWH W JKEHIIUH C
COXPAHEHHBIM PENPOAYKTUBHBIM MOTEHIMAJIOM CJIEIyeT MPEeayNnpexaaTh O BO3MOKHOM PHUCKE
JUIs TUTOJIa B clydae MpUMEHeHMs mpemnapara Tabpekra Bo BpeMsi O€peMEHHOCTH MU B Ciydae
HacTymuieHus: OepeMeHHOCTH Ha ¢oHe Tepanuu mpenaparoM TalOpekta. JKeHIIMHBI C

COXPAHCHHBIM PECIIPOAYKTUBHBIM IMMOTCHIHUAJIIOM, BEAYIIHEC ITOJIOBYIO JKU3Hb, JOJDKHBI IPUMCHATH
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3¢ (deKTUBHBIE METO/Ibl KOHTPALIETIIUU KaK BO Bpewmsi~Pepaiiri-Rpernapatom—Tadperra-rai—+-B

TEUYECHHUE MO KpailHel Mepe 7 JHEW MOCie ero MoCJIeIHEro MpuMeHeHus. My>KUMHBI, MTOJOBbIE
MapTHEPIIH KOTOPBIX SIBISIOTCS OCpeMEHHBIMH, JTHOO Yy HUX HMEeTCs IOJ03pEHUE Ha
O0epeMEHHOCTh WJIM BO3MOXKHO HACTYIUICHHE OEpEeMEHHOCTH, JOJDKHBI — HCIOJIb30BATh
Mpe3epBaTUBbI KaK BO BpeMs Tepanuu npenaparom TaOpekTa, Tak U B TeUEHHUE MO KpaiiHel Mepe

7 IHEl 1oce ero mocjaeaHero npuMeHeHus (cM. paszaen 4.6).

Puck d)OTOCGHCI/IGI/IHI/I?)aHI/II/I

[lo maHHBIM HCClieIOBaHWI Ha >XKMBOTHBIX, MPU NpPUMEHEHUHU mpenapara TaOpekta umeercs
MOTEHIIUAJIbHBIA PUCK BO3HMKHOBEHMsI peakuuid QoroceHcuOmnmmzanuu (cM. paszen 5.3).
B uccnenoBannn GEOMETRY mono-1 mamueHTaM BO BpeMs Tepanuu mpemapatoM TaOpekTa
OBUIO PEKOMEHJOBAaHO COOJIOJaTh MeEphl NPEAOCTOPOKHOCTH W M30eratb BO3IEHCTBHA
yIAbTPa(pHUOIETOBOIO CBETa, B YaCTHOCTHU MOJIb30BATHCS COJHIIC3AIIUTHBIMH CPEJICTBAMHU HIIU
3aIUTHON ofexa0i (cM. pazgen 5.1). IlamueHToB crnenyeT mpeaynpexaaTe 0 HEOOXOIUMOCTH
OTPaHWYUBATH BpeMs MPEOBIBAHUS B 30HE MPSIMOTO YIbTPa(UOIIETOBOTO U3IYUCHHS BO BpeMs

Tepanuu npenapatom Tabpekra.

ConmeprxaHie HATPUS

DTOT JEeKapCTBEHHBIM mpenapar coAepX UT MeHee | MMmonb (23 Mr) HaTtpusi Ha TaOJETKY,

MOKPBITYIO IJIEHOYHOM 000JI0YKOM, TO €CTh MPAKTUUECKU HE COJAEPIKUT HATPUSI.

4.5. B3ammopeiicTBHe ¢ JAPYIMMH JICKAPCTBEHHBIMH IIpenaparaMM M JApyrue BHABI
B3aMMO/AEeHCTBUA

Bausaue APYIuX JECKAPCTBCHHBIX CPEACTB HA mIperiapat Ta6D€KTa

Cunvnvie uneubumopwi uzogpepmernmos CYP3A

Y 310poBBIX J0OpPOBOJBLEB, OAHOKPATHO NPUHUMABIIMX KanMmMatuHUO B 1o03e 200 mMr
OJTHOBPEMEHHO C CUJIbHBIM HHTrHOUTOpoM u3odpepmentoB CYP3A wunHTpakoHazonom (B 103e
200 mr 1 pa3 B cytku B Teuenue 10 mmeit), AUCint kannmMaTiHNOa ObUTa Ha 42% BEIIIE, YEM Y
JT0OPOBOJIBIIEB, IPUHUMABIINX TOJIBKO KanMaTHHUO; U 3TOM Cmax KalMaTUHHOA HE MEHSUIACh.
[Ipumenenue npenapara TaOpekTa OZHOBPEMEHHO C CHJIBHBIM HHTHOUTOPOM M30()epMEHTOB

CYP3A MoxeT yBelIW4YMBaTh YacCTOTYy M TSXKECTh HEXKEJIaTeNIbHBIX JIEKAPCTBEHHBIX pPEaKIIUi,
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BBI3BIBAEMBIX mperapatoM TaOpekra. [larfrenrs—RemeHb—HpHeTatbHo——eAe AN 38
HEeKeNlaTeJIbHBIMU JIEKAPCTBEHHBIMU peakIusIMU Ha (oHEe mpuMeHeHus npenapara Tabpekrta
OJTHOBPEMEHHO C CUJIbHBIMH HHruOuTOopamu n3opepmentoB CYP3A, BKIIOUas KIApUTPOMUIIMH,
WHIMHABUP, HWTPAKOHA30JI, KETOKOHA30JI, JIONMMWHABUP/PUTOHABUP, Hea30/10H, HeIPUHABUD,
M103aKOHA30JI, PUTOHABUP, CAKBUHABHP, TEJIAIPEBUP, TEIUTPOMHULIMH, BEpariaMil U BOPUKOHA30I

HO HC OIrpaHN4MBasiCh TOJIBKO UMH.

Cunvnvie undoykmopul uzogpepmenmos CYP3A

Y 3710poBBIX JOOPOBOJIBIEB, OJAHOKPATHO NPUHUMABIIMX KanMatuHuO B go3e 400 mr
OJTHOBPEMEHHO C CUJIbHBIM UHAYKTOpOM u3ohepmenToB CYP3A pudamnummaom (B goze 600 mr
1 pa3 B cytku B Teuenue 9 nueit), AUCins kannmaTuHuOa Obu1a HA 67% HUKE, a Cmax Ha 56% HUKeE,
9eM Y JIOOpOBOJIBIEB, NPUHUMABIINX TOJBKO KalMaTHHUO. YMEHbBIICHUE SKCIIO3HIMH
KanMaTUHUOA MOXET MPUBOAMTHL K CHIDKEHHUIO IMPOTHUBOOIYXOJIEBOW AKTUBHOCTH Mpernapara
Tabpekra. Cnenyer uzberaTb IpUMEHEHHUs MpernapaTa TaOpekTa OJHOBPEMEHHO C CHUIbHBIMU
uaaykropamu uszopepmentoB CYP3A, Bkmouas kapOamaszenuH, (penobapOurtan, (GeHUTOWH,
pudadbyrun, pudamnunuH u 3Bepoboil mpoxsipsiBicHHbd (Hypericum perforatum), HO He
OTPaHUYUBAsACh TONbKO uUMH. CleayeT paccMOTpPEThb BOIPOC O MPUMEHEHUU JPYIHX
JIEKapCTBEHHBIX MpEmapaToB, y KOTOPBIX crnocoOHocTh K uHAYKIMU CYP3A otcyTcTByeT wiu

MHUHHUMAJIbHA.

Ymepennvie unoyxmopul uzogpepmenmos CYP3A

Pe3ynbTarhl (hapMaKOKMHETHUECKOTo MOJIenupoBaHus Ha ocHoBe ¢uzuoinoruu (PBPK) rosopsrt o
TOM, YTO B cllydyae NpUMEHeHHs] KanmaTuHHOa B o3¢ 400 Mr OJIHOBPEMEHHO C YMEpPEHHBIM
unaykropom uzodpepmentoB CYP3A sdasupensom (B moze 600 mr/cyt B Teuenue 20 mHEil)
AUC, 12n kantmaTtuHNOa ObL1a 661 HA 44% HIKE, @ Cmax B CTAIIMOHAPHOM COCTOSIHUU Ha 34% HIIKeE,
yeM B cily4Yae NPUMEHEHHUsS KanMaTWHUOa B OTIENbHOCTH. YMEHbIIEHHE HKCIO3UIUH
KallMaTHHA0A MOXKET TPUBOJIUTH K CHUKCHUIO MPOTHBOOITYXOJICBOW aKTUBHOCTH IIperapara
Tabpekta. B cnyuae mnpumeHenus mpemnapara TaOpekTa OJHOBPEMEHHO C YMEpPEHHBIMHU

uHaykTopamu uzopepmentoB CYP3A crienyet co0ar0aaTh OCTOPOKHOCTb.



COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 24.03.2023 N2 568;
(NOCNEOOBATENEHOCTE 0007)

LL

IIpenapamul, nogvluiarowue UHMpazacmpanohblit-pH
PactBopumocTs kanmatuHmuba 3aBucUT OT pH, M, MO TaHHBIM KCCienoBaHus IN Vitro, mo mepe
yBesnueHus: pH OH cTaHOBUTCS IUI0XO PAaCTBOPUMBIM. JIekapCTBEHHBIE ITpenapaThl, CHIXKAIOINE
UHTparacTpainbHbli pH  (Hampumep, HMHTHOUTOPHI TMPOTOHHOW  MOMIBI,  OJIOKATOPHI
Ha-rucTaMuHOBBIX pPELENTOPOB, AHTALMJHBIE CPEACTBA), MOTYT BIMATH Ha PAaCTBOPHUMOCTb
KallMaTMHUOAa ¥ yYMEHBIIATh €ro OMOJOCTYINHOCTb. Y 30pOBBIX JOOPOBOJBIEB, OJHOKPATHO
MPUHUMABIINX KanMaTHHUO B 03¢ 600 MI OTHOBPEMEHHO ¢ MHTMOMTOPOM MPOTOHHOW MOMITBI
pabemnpazosniom (B mo3e 20 mr 1 pa3 B cyrku B Teuenue 4 gaei), AUCinf kannmatuHnOa Oblia Ha
25% nmxe, a Cmax Ha 38% HuUXKe, 4eM y 100pOBOJIbLIEB, MPUHUMABIINX TOJIBKO KanMmaTtuHub. B
cllyyae NMpUMEHEeHus npenapara TaOpekra 0JJHOBPEMEHHO ¢ MHTMOUTOpaMH MPOTOHHOM MOMIIBI
CIIEYeT COOII0IaTh OCTOPOKHOCTh. B KauecTBe ambTepHATUBBI MOKHO PUHUMATH O10KaTop He-
THCTAaMHHOBBIX PELENITOPOB WM aHTanugHoe cpeactso. [Ipenapar TabpekTa cieayer mpuHUMATh
1o KpaiiHeil Mepe 3a 3 yaca 10 wiIn yepe3 6 4acoB mnocie npruema 010katopoB Ha-ructaMMHOBBIX
peuentopos. IIpenapar TaGpekra cienyer NpuHUMATh IO KpaiiHel Mepe 3a 2 yaca J10 MJIU uepes

2 yaca 1ocIie IpruemMa aHTaIUIHBIX CPEJICTB.

Bausuue npenapara Ta6peKTa Ha ApYTHUEC JCKAPCTBCHHLIC MIPCIIapaThl

Cyocmpamur uzogpepmenmog CYP

VY OHKOJIOTMYECKHX NaIMeHTOB, NMPUHUMABIINX KopeuH (MapKepHbI cyOcTpaT m3odepmeHTa
CYP1A2) onnoBpeMenHo ¢ katMmaTUHUOOM (400 Mr 2 pa3a B CyTKH B TEUEHUE HECKOJIBKUX JHEH),
AUCint kopenna 6b11a Ha 134% BblllIe, YeM y MALMEHTOB, IPUHUMABIINX KOPEUH B OTJEIBbHOCTH;
npu 3ToM 3HaueHue Cmax KoernHa HUKak He MeHsuiock. [IpuMenenue npenapata TaOpekra
oJIHOBpeMeHHO ¢ cybctpatamu uzopepmenta CYP1A2 moxeT yBenuunuBaTh 4aCTOTY U TAKECTh
He)KeJlaTeJIbHBIX JIEKApCTBEHHBIX PeaKIuii, BEI3bIBAEMbIX 3TUMHU cyOcTpaTamu. Eciin HEBO3MOXKHO
n30exxaTh NMPUMEHEHUs mnpernapara TaOpekTa OJHOBpPEMEHHO C cyOcTparamu H30(hepMeHTa
CYP1A2, MuHMManbHOE M3MEHEHHME KOHLEHTPALMHM KOTOPBIX MOXKET MPHUBECTH K CEPHE3HBIM
HEXKeJIaTeJIbHBIM PEAKIHAM (B YaCTHOCTU, TEOPMIIIMHOM U TU3aHUIMHOM, HO HE OTPaHUYUBAsICh
TOJIBKO UMH), 103y cyocTtpata uzodpepmenta CYPIA2 crnenyer yMeHbIINTh, Kak yKa3aHO B
YTBEPKACHHON MHCTPYKIUH 10 €70 IPUMEHEHUIO.

VY OHKOJIOTHYECKHMX MalMeHTOB, MPUHUMABIIUX MuAazonaM (cyocrpar nzopepmeHtoB CYP3A)

OJTHOBpeMeHHO ¢ kanMmatuHuOoMm (400 mMr 2 pa3a B CyTKM B TE€UEHUE HECKOJIbKUX IHEM),
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KIIMHAYECKH 3HAYMMOTO YBEIWUYEHUS OKCIO3UNHH—NMIAasofamMa—Ho—epaBHeHiHo—e—HpHeMOM
MHJ1a30j1aMa B oTaeabHOCTH He Ha0moanoch (AUCin yBenrmunBanach Ha 9%, a Cmax - Ha 22%).
BoO3HHKHOBEHME  KJIMHHWYECKM  3HAYMMBIX  JICKAPDCTBEHHBIX  B3aUMOJCHCTBUUA  MEXIY
KanMaTuHUOOM U cyOctparamu n3odpepmenToB CYP3A mpencraBiseTcs MaloBEpPOSITHBIM, TaK
KaK MpUEM KanmMaTHHUOA B KauyeCTBE COINMYTCTBYIOIIETO Ipenapara He OKa3bIBajdl KIMHUYECKU

3HAYMMOTO BJIMSIHHUS Ha DKCITO3UIIMIO MUAa30mama (cyocrpara uzodpepmentoB CYP3A).

Cyocmpamuvl  P-enuxonpomeuna (P-Qp) u Oenxa pesucmenmHocmu paxa MOJOYHOU dicee3vl
(BCRP)

Y OHKOJOTMYECKHUX MalMeHTOB, MPUHHUMABIIUX AUTOKCUH (cyOcTpar P-gp) omHOBpeMEHHO ¢
karmMaTHHIOOM (400 Mr 2 pa3a B CyTKH B TeueHHE HeCKOIBbKUX JTHEH ), AUCinf IUTOKCHHA OblIa Ha
47% Boiie, a Cmax Ha 74% BbIIIE, YEM y MAIMEHTOB, IPUHUMABIIUX JUTOKCUH B OTJEIHHOCTH.
VY OHKOJIOTMYECKUX MAIlMeHTOB, MPUHUMAaBIIUX po3yBacTaTuH (cyoctpat BCRP) ogHOBpemeHHO
¢ kanmatuauOom (400 Mmr 2 pa3a B cyTku B TeueHHe Heckonbkux anei), AUCinf po3yBacTaTHHA
obuta Ha 108% BhIme, a Cmax Ha 204% BBIIIE, YeM Y NAIIMEHTOB, IPUHUMABIINX PO3yBACTATHH B
otaensHOCTH. [IpuMenenne npenapara Tabpekra ogHOBpeMeHHO ¢ cyoctpatamu P-gp mim BCRP
MOJKET YBEJIMYMUBATh YaCTOTY U TSHKECTh HEXKENAaTeIbHBIX JICKAPCTBEHHBIX PEaKIIUiA, BBI3bIBAEMBIX
TUMHU cyOcTpatamu. B ciydae npumenenus npenapara TaOpekTa OAHOBPEMEHHO ¢ cyOcTpaTamMu
P-gp unu BCRP cnenyer cobmonate 0ocTOPOKHOCTh. Eciin HEBO3MOXKHO M30€KaTh MPUMEHEHUS
npenapara TaOpekra ogqHoBpeMeHHO ¢ cyocTtpaTtamu P-gp min BCRP, MunnMansHOoe M3BMEHEHNE
KOHIIGHTPALMU KOTOPBIX MOJKET MPHUBECTH K CEPbE3HBIM HEXKEIAaTeNIbHbIM PEAKLUsAM, 103y
cyoctpara P-gp unu BCRP cienyer yMeHbIINTE, KaK YKa3aHO B YTBEPKACHHOM MHCTPYKIMH 110

€ro NpUMCHCHHIO.

B3aumozaelicTtBue ¢ numien

[IpemapaTt TaGpekTa MOXKHO TPUMEHSATH BHE 3aBUCUMOCTH OT MpUeMa MHIIH (CM. pa3aen 5.2).

4.6. PepTHIBHOCTD, 0€PEMEHHOCTb U JIAKTALUS

JKEHIMHEI ¢ JETOPOAHBIM HOTSHIINAIOM (KOHTD&HCHHI/I}I Y MYXYHUH U )KCHHJI/IH)

>KCHH_II/IHBI C COXPAaHCHHBIM PCIIPOAYKTUBHLIM MTOTCHIHWAJIOM, BEAYITHEC MMOJIOBYIO ) XU3Hb, JOJI?KHBI

NpUMEHITh 3(G(EKTUBHBIE METOJAbl KOHTpaleNnuuu (METoAbl, O00eclneyrBaroIfe YacToTy
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HaCTyIUIeHUs] 6epeMeHHOCTH MeHee 1%) Kak BO bpemsi-repamt-Hpenaparov—tadperra-Fai-t-B

TEUYECHHUE MO KpailHel Mepe 7 JHEW MOCie ero MoCJIeIHEro MpuMeHeHus. My>KUMHBI, MTOJOBbIE
MapTHEPIIH KOTOPBIX SBISIOTCS OCpeMEHHBIMH, JTHOO y HUX HMEETCs IMOJ03pEHUE Ha
O0epeMEHHOCTh WJIM BO3MOXKHO HACTYIUICHHE OEpEeMEHHOCTH, JOJDKHBI — HCIOJIb30BATh
Mpe3epBaTUBbI KaK BO BpeMs Tepanuu npenaparom TaOpekTa, Tak U B TeUEHHUE MO KpaiiHel Mepe

7 nHE# mocIe ero MocaeHero NPUMEHECHUS.

bepemeHHOCTD

CornacHo pe3yibTaTaM HCCIIEIOBaHUI Ha J>KMBOTHBIX W HCXOJ W3 MEXaHU3Ma JIeHCTBUS
npernapata TaOpekTa, JaHHBINA MpemapaT B ciy4yae €ro MpUMEHEHHUS y OEpeMEHHBIX XEHIIUH
MOXET OKa3bIBaTh BPEIHOE BO3JACHCTBHE Ha 1UIoA. HamexHBIX M XOpOIIO KOHTPOIHPYEMBIX
HCCTIEOBAaHUN y OEpEeMEHHBIX, KOTOphIE€ OBl IO3BOJISIIM CHAENaTh BBIBOJ O CBSI3AHHOM C
mpernapaToM pHUCKe, He mpoBoauioch. [lepopanbHoe BBeleHHE KanmMaTHHHOA OepeMeHHBIM
KpbICaM M KpOJIMKaM B TMEPHOJI OPraHOTE€HE3a BBI3BIBAJIO AMOPHOQETANBEHYI0 TOKCUYHOCTh U
OKa3bIBAJIO TepaToreHHoe aeicTBue (cM. pazaen 5.3). bepeMeHHBIX KEHIIMH W JKEHIIUH C
COXPaHEHHBIM PENPOAYKTUBHBIM MOTEHIIMATIOM CJIEAYET MPEeaylpexIaTb O BO3MOXKHOM PHCKE
JUIA TJI0Jia B cllydae IpUMEHEeHUs mpenapaTta TaOpekTa Bo BpeMsi OEpeMEHHOCTH WU B Cllydae
HACTYIUJICHHs] OepeMEeHHOCTH Ha (hoHE Tepamnuu npenapatom Tabpekra.

Jlo Hawama Tepanuu mpernapaToM TaOpekTa y KEHIIMH C COXPAaHEHHBIM PENpOTyKTHBHBIM

MOTEHIIMAJIOM CJIEIYEeT ONPEECINUTh CTaTyC OEpEMEHHOCTH.

JlakTanus

HeusBecTHo, MpoHUKAeT M KanMaTMHUO B IpyAHOE MOJIOKO IOCJIE€ NPUMEHEHHUs Mpernapara
Tabpekra y uenoBeka. /laHHbIE TIO BIUSHUIO KaliMaTWUHHOA Ha peOeHKa, HAXOMASAIIETOCs Ha
IPYyJHOM BCKapMJIMBaHUM, WJIM Ha BbIpAaOOTKY MOJIOKa OTCYTCTBYIOT. Ilockonbky y nerei,
HaXOJAIIMXCS Ha IPYAHOM BCKapMIIMBAHWH, MOTYT BO3HUKATh HEXKEJIATEIIBHBIE JIEKAPCTBECHHBIE
peaxiuu, Bo BpeMs Tepanuu npernapatoM TabpekTa U B TeUEHHE 110 KpaifHel Mepe 7 AHEe mociie

€ro MOCJICTHEr0 MPUMEHEHUS HE PEKOMEHTYETCS KOPMUTH TPYJIbIO.

DepTHabHOCTD

JlaHHBIE IO BIMSIHUIO KalIMaTHHIOA Ha GEPTHIIBHOCTD YeJI0OBEKa OTCYTCTBYIOT. MccnenoBanus o
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M3YYCHHUIO BIUSHUA KallMaTUHNOA Ha (QEePTHIIbHOCTE-y=/KrHBOPHEI-He-HPOBOAHIH:

4.7. Bausinue HA CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeACTBAMH H padoTarh ¢
MeXaHM3MaMH
[Ipemapatr TaOpekTa He OKa3bIBaeT CYIIECTBEHHOTO BJIMSHHUS Ha CIIOCOOHOCTH YIPABIATH

TPAHCIIOPTHBIMHU CPEACTBAMHU U pa6OTaTB C ME€XaHu3MaMu.

4.8. HexenaTeJbHbIC peaKnMu

Pesrome nmpoduist 0e3onacHOCTH

bezonacHocTs npenapata TaOpekTa oLleHMBAIN y MAUEHTOB ¢ MECTHOPACIIPOCTPAHEHHBIM WU
Meracratnyeckum  HMPJI B pamkax KIHOYEBOIO MYJIBTHKOTOPTHOIO  ITPOCIIEKTUBHOIO
HEpaHJAOMHU3UPOBAaHHOTO OTKphIToro mccnenoBanus Il ¢assr (GEOMETRY mono-1) Bo Bcex
koropTax (N=373), BHE 3aBHCHUMOCTH OT HpeaulecTByiouieil tepanuu wiu cratryca MET-
aHOMaJIMU (MyTalMU W/WIU aMIupuKkanuu). Meauana AITUTEIbHOCTH IPUMEHEHHs! Ipenapara
TabpekTa 1o Bcex koroprax cocraBmwia 17,9 nenens (nuamnaszon: ot 0,4 mo 281,0 nenmens). U3
MAIMEeHTOB, TOMy4YaBIKX npemnapar Tadbpekra, 36,7% moiaydaiu npermapaTr He MeHee 6 MeCsIIEeB, a
21,7% — ue meHee 1 roxa.

Cepbe3nble HexenarenbHble sBieHus (HS) BHe 3aBuCMMOCTH OT CBSI3W ¢ Tepamueidl ObuiH
orMeuensl y 198 manuentos (53,1%), nonyvasmux npenapar Tadbpekra. K uncny cepbesnbpix HA
(BHE 3aBHCHMOCTH OT CBSI3U C TE€panuein), OTMEYEHHBIX y >2% MalMeHTOB, OTHOCHIINCH OJBIIIKA
(6,7%), nueBmonus (5,9%), nneBpanbHbiii BHIOT (4,3%), yxyamieHue oOmiero (Gpu3ndeckoro
cocrosiHuA (2,9%) u pBoTa (2,4%).

YerbipHaauats nanueHToB (3,8%) ymepnun Ha (oHe mpuMeHeHus mnpenapara TabOpekrta 1o
MpUYMHAM, OTJIMYHBIM OT OCHOBHOI'O 3JI0Kaue€CTBEHHOTO0 HOBOOOpazoBaHus. B onHOM n3 3THX
ciyyaeB ObliIa MOATBEPKICHA CBSI3b CMEPTH € Tepanuen (CMepTh HACTyNUia OT THEBMOHUTA).
Ilo nmpuunne HS (BHe 3aBHMCHMOCTH OT €ro cBsi3M c Tepamueil) npemnapaT TaOpekrta Obul
OKOHYATeJIbHO OTMeHeH 65 mammentam (17,4%). K guciy mambonee dacteix HS (>0,5%),
TpeOOBaBLINX OKOHUYATEJILHOM OTMEHBI npenapara TadpekTa, OTHOCHINCH Ieprudeprudeckuii oTex
(2,1%), maeBmonuUT (1,6%), moBbitieHHast yromisieMocTs (1,3%), moBsitieHHast akTuBHOCTH AJIT
(0,8%), noseimennast aktuBHOCTh ACT (0,8%), MOBBILIEHHBIM YpPOBEHb KpEaTMHHHA B KPOBU

(0,8%), TomrroTa (0,8%), maeBmonus (0,8%), peota (0,8%), TOBBIIEHHBIN YPOBEHb OMITHPYOHHA
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(0. .50/

B KpoBH (0,5%), pak MmonouHoii xxene3bl (0,5%), copaesrantenoerarottoets(0:5 %o yryrmtete
obmiero ¢usuueckoro cocrosiHus (0,5%), uHTepcTHIManbHOEe 3aboneBanue jerkux (0,5%),
MOBBILIEHHAs! akTUBHOCTH Junasbl (0,5%), opranusyromasics naeBMoHus (0,5%) 1 miaeBpaabHbIi
BoITIOT (0,5%).

Bpemennas orMeHa npemnapaTa Mo NpUYUHE HEXeJIaTeIbHOTO ABJIEHUS (BHE 3aBUCHMOCTH OT €0
CBsI3U ¢ Tepanuei) notpedoBanack 211 mauuentam (56,6%), monyyaBmux npenapar TaOpekra.
K uucny HexenaTenbHBIX SIBIIGHUM (BHE 3aBUCHMOCTH OT CBSI3M C Tepamnueil), KOTOpbIe
noTpeOoBalI BpDEMEHHOM OTMEHBI Teparnuu y >2% MalnueHToB, MoJy4yaBIux npenapat TabpekTa,
OTHOCHITUCH nepudepudeckuii otek (11,0%), MOBBIIICHHBIH YPOBEHD KpeaTHHHHA B KpoBH (8,3%),
tomHoTa (6,2%), TOBBIIEHHAass aKTUBHOCTH Jsmnasbl (5,6%), pBora (5,6%), MOBBIICHHAS
aktuBHOCTh AJIT (4,8%), onpimika (4,6%), nmHeBMOHUs (4,3%), TOBBIINICHHAS AKTHBHOCTH
ammiasel (3,8%), moeeiieHHas aktuBHOCTh ACT (3,2%), actenus (2,4%) M TOBBIIICHHBIN
ypoBeHb Ounupyouna B kposu (2,1%).

YMeHbIIeHHE J03bI M0 MPUYMHE HEXKENATEIbHOrO SIBICHUS (BHE 3aBUCHUMOCTH OT €Tr0 CBS3U C
Tepanueii) morpedoBaiock 98 maruentam (26,3%), moydaBmux mnpenapar Tadpekra. K umcmy
HE)KEJIAaTeNbHBIX SBICHUH (BHE 3aBHCHMOCTH OT CBSI3U C Tepammeil), KOTOpble MOTpedoBan
yYMEHbILIEHUSI J03bl y >2% mMalnueHToB, MONyYaBIIUX THpenapar TaOpekTa, OTHOCHIHCH
nepudeprueckuii orek (9,1%), mosbimennas aktuBHOCTs AJIT (3,2%) ¥ MOBBIIIEHHBIH YPOBEHb
KpeaTHHHUHA B KpoBH (2,1%).

Haub6onee wacteimu HJIP, koTopbie oTMeuanuchk ¢ yactotoit >20% (Bce cTeneHn) y NalueHToB,
nojyyaBIIMX mpenapar TaOpekTa, ObuM mnepudepruecKkuil OTEeK, TOIIHOTA, MOBBIIIEHHAS
yTOMJISIEMOCTh, PBOTA, TMOBBIIICHHBIN YPOBEHb KpeaTHUHWHA B KPOBH, OJBIINIKA U TMOHMKEHHBIH
annerut. Haubonee yacteimu HJIP crenenu 3 unum 4, KoTOpbhle OTMEUAINUCH € 4acTOTON >5% y
MAIMEeHTOB, TOJYYaBIIUX npenapat TaOpekra, ObuM TepupepUUYecKHii OTEK, TMOBBIIICHHAS

YTOMJIACMOCTD, OJBIIIKA, ITOBBIICHHAA dKTUBHOCTD AJIT 1 moBsIIICHHAS aKTUBHOCTh JIUIIA3HL.

Pesrome B hopme TaOIHUIIBI HEKENAaTENbHBIX DEAKIIAT

HexenatenbHple peakiuyd, OTMEUaBIIMECS B KIMHHYECKUX HCCIeAOBaHUAIX (Tabimuima 3),
MIPEICTABIICHBI TI0 CUCTEMHO-OPTaHHBIM KJIaccaM B COOTBETCTBUU ¢ Kiaccudukaiueit MedDRA.
BHyTpr KaXa0ro CUCTEMHO-OPraHHOIO KJacca HEXENaTeIbHbIE JIEKAPCTBEHHBIE pPEaKIUU

MIPUBEJICHBI B MOPSAKE YMEHBUIEHUS WX 4acTOThl. Kpome Toro, i KaxJoW HEXKeIaTelIbHOU
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J'IeKapCTBeHHOI\/'I pC€akuuu NpuBCACHA COOTBCTCTBYOHTE

CO CIEAYIOUMMH 0003HaueHUSIMH: OodeHb 4dacTo (> 1/10); gwacro (>1/100, < 1/10); Hewacto

(>1/1000, < 1/100); peaxo (> 1/10 000, < 1/1000); ouens pexaxo (< 1/10 000).

Taoauua 3. HexenarejlbHble JeKapcTBeHHble peakuuu y mnamumentoB (N=373),
nojayyaBmux npenapat Tadpekra B ucciaenopannu GEOMETRY mono-1
He:xkenarenbHas jgekapcrBeHHasi | Bee crenenu | Kateropusi | Crenens 3/4 | KaTteropust
peaxkuus n (%) YacTOThI n (%) YacToOThI
Nudpexnun u uHBa3NMu
diermona ‘ 11 (2,9) ‘ Yacto ‘ 4 (1,1)* ‘ Yacto
Hapymenust MeTa00/im3Ma U MATAHUS
[ToHMKCHHBIH aNMEeTUT 80 (21,4) Ouenb 4(1,1)* Yacto
9acTo
HapyuieHusi co CTOPOHBI AbIXaTeJIbHON CHCTEMbI, OPraHOB IPY/AHON KJIETKH U CPeI0CTEeHHsI
Opplika 93 (24,9) Ouenb 25 (7,0) Yacto
4acTo
Karenn 62 (16,6) OueHb 2 (0,5)* Heuacto
9acTo
N3J1 / mHeBMOHUT 17 (4,6) Yacto 7(1,9* Yacto
KenynouHo-KHIIeYHbIE HAPYLIEHUS
TomHOTA 170 (45,6) Ouenb 9(2,4)* Yacto
9acTo
PBora 106 (28,4) OdeHb 9(2,4)* Yacro
9acTo
3arop 70 (18,8) Ouenb 3(0,8)* Heuacto
4acTo
Huapest 69 (18,5) OueHb 2 (0,5)* Heuacto
9acTo
OcTpblif MaHKpEaTuT 1(0,3) Heuacro 1(0,3)* Heuacro
HapyuieHust co CTOPOHBI KOKH H MOAKOKHBIX TKaHei
KoxHsprit 3yt 36 (9,7) Yacrto 1(0,3)* Heuacto
Chimp? 32 (8,6) Yacrto 2 (0,5)* Heuacto
KpanuBuuiia 5(1,3) Yacro 2 (0,5)* Heuwacro
HapyuieHusi co CTOPOHBI MOYeK M MOYEBBIBOASIIIUX ITyTeil
OcTpoe mopakeHue IoueK’ ‘ 5(1,3) ’ Yacro ‘ 1(0,3)* ’ Heuwacro
OOmue HapyuleHHMsl U peaKLMU B MeCTe BBeeHUsI
[epudepuyeckuit orex? 212 (56,8) Ouenpb 39 (10,5)* Ouenpb
9acTo 4acTo
TTOBBIIIEHHAS YTOMIIIEMOCTh® 127 (34,0) Ouenn 30 (8,0)* Yacro
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peaxkuus n (%) YacToOThI n (%) YacToOThI
4acTo
Boib B crinne 63 (16,9) Ouenn 3(0,8)* Heuacto
4acTo
Hexkapauorennas 601b B rpyau’ 53 (14,2) OdeHb 7(1,9* Yacro
4acTo
Mupexcus’ 53 (14,2) Ouenb 3(0,8)* Heuacto
4acTo
CHIKEHHE MacChl TejIa 41 (11,0) OueHnp 2 (0,5* Heuacro
4acTo

JlabopaTopHble M HHCTPYMeEHTAJIbHbIE JaHHbIE |

[ToHMXEeHHBII yPOBEHB ATLOYMUHA 262 (72,0) Ouenn 7(1,9)* Yacro
4acTo

[ToBbIIICHHBIN YPOBEHb KpEaTHHUHA 237 (65,1) Ouenb 2 (0,5)* Heuacto
Y4acTo

[ToBbIIeHHAst aKTUBHOCTH 142 (39,1) Ouenn 34 (9,4) Yacro

allaHUHaMHUHOTpaHCchepasbl 4acTo

[ToBbIIIEHHAst aKTUBHOCTh aMHJIA3bI 121 (33,6) Ouenb 17 (4,7) Yacto
94acTo

[NoBbIlIEHHAST AKTUBHOCTB JIMTIA3bI 103 (28,7) OueHb 33(9,2) Yacto
4acTo

[ToBbIlIEHHAsI aKTUBHOCTH 100 (27,5) Ouenb 21 (5,8) Yacto

acrapTaTaMHHOTpaHCc(epassl 4acTo

[MoHmkeHHBIH ypoBeHDb (ocdaTa 94 (25,9) OueHb 16 (4,4) Yacto
Y4acTo

[ToHVKEHHBIH YPOBCHD HATPHS 86 (23,6) OueHb 22 (6,0) Yacto
4acTo

[ToBbIIEHHBIN OMITUPYOHH 29 (8,0) Yacto 4 (1,1)* Yacto

! Tepmun «3yn» BKiIIOYaeT B ce0s 3y M alIEPIUYECKHI 31

2 TepMI/IH «CBIIbY» BKIIOYAET B CeOs CblIlb, MAKYJIAPHYIO CbIllb, MAKYJIOIAITYJIC3HYIO ChIIlb, 5 PUTCMATO3HYIO
CBIIIb U BE3UKYJISIPHYIO ChIIIb.

3 TepMI/IH «OCTPOC TOPAKCHUC IIOYCK» BKIHOYACT B ceObs OCTPOC MNOPAKCHUC TIOYCK U IMOYUCYHYIO
HEOOCTATOYHOCTbD.

* Tepmun «1epuepUIECKUii OTEK» BKIIHOYAET B ce0s mepudepruecKuii OTEK, OTEYHOCT MEPH(PEPUIECKUX
TKaHEH U Neperpy3Ky KUAKOCTHIO.

5 TepMI/IH «MOBBIIICHHAA YTOMJIAEMOCTD) BKIIFOUACT B cebs MOBBIICHHYIO YTOMIIAEMOCTb U ACTCHUIO.

® TepMuH «HeKapaUOTEHHAs 6OJIb B IPYIM» BKIKOYAET B ce0s TUCKOM(OPT B 001ACTH TPY/IH, CKEJIETHO-
MBILIEYHYIO 00Jb B IPyIH, HEKapAHOTeHHYIO O0Jb B TPy U O0JIb B IPyAU.

" TepMMH «IIMpEKCHUs» BKIIIOYAET B ce0s IIMPEKCUIO M HOBBILICHHYIO TEMIIEPATYpy Tela.
* HJIP crenenu 4 B uccienosannd GEOMETRY mono-1 orMeueHo He ObLIO.

1 Crenenp BelpaxkeHHOCTH cornacHo Kpurepusiv CTCAE Bepcuu 4.03. YacToTy onieHHBaNIM Ha OCHOBaHUHU

16



COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 24.03.2023 N2 568;
(NOCNEOOBATENEHOCTE 0007

He:xkenarenbHas jJekapcrBeHHass | Bee crenemmTKareropmrCremens 374~ Kareropms
peaknus n (%) YacTOThI n (%) YacTOThI

JMAHHBIX TI0 YXYJIICHUIO J1a00paTOPHBIX IMOKa3aTeleld OTHOCHUTENBHO HCXOJHOTO YPOBHS. 3HAMEHATelb,
WCIIOJIb30BAaHHBIN JJIs1 pacyeTa 4acTOThl, BapbUpoBai oT 359 10 364 B 3aBUCUMOCTHU OT YUCJIa MAIUEHTOB,
JUISL KOTOPBIX UMENIOCh UCXOTHOE 3HAYCHUE MTOKA3aTeNsl U M0 KpaliHel Mepe OJHO 3HAYCHHE T0CIIe Havyaa
Teparmum.

HexenarenbHbIe JICKAPCTBCHHBIC PCAKIINH, BBISIBJICHHBIC B X04¢€ KIIMHUYCCKHX )48

OOCTMApKCTHHTOBBIX I/ICCJICZ[OBaHI/II\/JI

FI/IHep‘IYBCTBI/ITeHBHOCTB oTMEHalaCb B JPYIrUX KIHMHHUYCCKHUX HCCICAOBAHUAX (KaTeFOpI/IH
YaCTOTHBI: HeqaCTO), IMOCTPETUCTPATNOHHOM OIIBITC IMPUMCHCHHU U IIporpaMmmax paCliupE€HHOI'O

nocTyna Juist npernapara TaOpekra.

OnuncaHue OTACIBHBIX HEKEIATEABHBIX PeAKIIUMN

H3Jl/nuesmonum

N3JI/maeBMOHUT TI000OH cTernenu Obul otMeueH y 17 u3 373 mamuentoB (4,6%), momydyaBImx
npemapat Tabpekra B uccnenoBannn GEOMETRY mono-1. U3JI/mHeBMOHAT cTeieHn 3 ObLT
oTMeueH y 7 manuueHToB (1,9%), a THEBMOHHUT C JIeTaIbHBIM UCXO0JI0M ObLT OTMEUeH y | manuenTta
(0,3%). U3Jl/nueBmMoHuT Bo3HUK y 9 u3 173 manuentoB (5,2%), paHee MoOTy4aBIIUX JTY4EBYIO
tepanuio, 1 y 8 u3 200 maruenToB (4,0%), KOTOpble HE TOMydYaH Jy4eBYIO Tepanuio. Bocbmu
nanueHTam (2,1%) npenapar Tabpekra Obul oTmMeHeH 1o mnpuuuHe W3JI/mHeBMOHMTA.
B GonbmmmacTBe cinyyaeB V3JI/mHEBMOHUT BO3ZHHMKAJI B TEUEHUE NMEPBBIX 3 MECSIEB TEparUH.
Menunana BpeMeHu A0 Hadaia M3JI/mHeBMOHMTA cTeneHM 3 WM BhILIE cocTaBuia 7,9 Henenb

(muamazon: ot 0,7 mo 88,4 Henenn).

I'enamomoxkcuunocmo

[ToBeimennas aktuBHOCTh AJIT/ACT nro6oit crenenu Obiia oTMedeHa y 55 u3 373 manueHToB
(14,7%), mony4aBimx npenapar Tadpekra B uccienoBannn GEOMETRY mono-1. [ToBbiieHHast
aktuBHOCTH AJIT/ACT crenenn 3 win 4 Obiia ormedena y 26 u3 373 manuentoB (7,0%),
nony4aBmux npenapat Tabpekra. Tpem nanuenrtam (0,8%) npenapat TabpekTa 6511 OTMEHEH MO
npuurHe nosbimeHHoi akTuBHOCTH AJIT/ACT. B 6onpummacTBe ciy4yaeB akTuBHOCTE AJIT/ACT
MOBBIIIAJIACH B TEUEHUE MEPBBIX 3 MecsleB Tepanuu. MennaHa BpeMEHH /0 TOBBIIIEHUS

aktuBHOCTH AJIT/ACT crenenu 3 wim Bbimie coctaBuia 7,6 Heaenb (amamazon: 2,1 go 201,6
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HEJIENb ).

Togvluenue akmusHocmu pepmeHmos noOHCeryO0YHOU JHcee3vl

[ToBbIllIcHNE aKTUBHOCTU aMMJIA3bI/JIUIA3bl JIFOOOW CTENEHW OBLIO 3apETHCTPUPOBAHO y 52 u3
373 nanuentos (13,9%), nonyuasmux npenapat Tabpekta B uccnegoanuu GEOMETRY mono-
1. TloBhlllIeHHAss aKTUBHOCTHb aMIJIa3bl/JIMMa3bl cTenieHd 3 wiu 4 Obuta oTMeueHa y 32 u3
373 nanuentoB (8,6%), monydaBmux npemnapar Tabpekra. Tpem mammentam (0,8%) mpemapat
TabpekTa ObUT OTMEHEH IO MPHUYMHE IMOBBIIMICHHOW AaKTUBHOCTH aMWJIa3bl/IuNa3bl. MennaHa
BPEMEHH JI0 TOBBIIICHUS] AKTUBHOCTH aMUJIa3bl/IUNa3bl CTENEHW 3 WM BBIIIE COCTAaBHJIA

8,5 nenenp (quanazon: ot 0,1 mo 135,0 Henenn).

Coo011eHune 0 Moa03pEBAEMBIX HEXKEIATEIbHBIX PEAKIINIX

BaxHo coo0mare 0 M0A03pEBaEMBbIX HEXENATEeJIbHBIX PEAKUMAX I0CIEe PEerucTpaluu
JICKapCTBEHHOT'O Ipernapara ¢ Lelbl0 00ecleyeHNs HEeNPepbIBHOIO MOHUTOPUHIA COOTHOILICHUS
«I0JIb3a — PHUCK» JIEKAPCTBEHHOTO TMperapara. MenuIuHCKIM pa0OTHHKAM PEKOMEHIyeTCs
coo0maTh O JIOOBIX MOJO3PEBAEMBIX HEXKENATEIbHBIX PEAKIMSIX JEKAPCTBEHHOTO IIperapara
yepe3 HallMOHAJIbHBIE CUCTEMbI COOOIEHUS! O HEKENaTeNIbHBIX PEeaKLUsAX IOCyJapCTB — YWICHOB
EBpasuiickoro 5KOHOMUYECKOTO COHO3a.

Poccuiickas @enepanusa

Anpec: 109074, MockBa, CnaBsHCKas TJI01a6, 1. 4, cTp. 1

denepanpHas ciyx0a Mo Haa30py B cdepe 3npaBooxpanenus: Poccuiickoit denepanmu
Tenedon: + 7 (495) 698-45-38, +7 (499) 578-02-30

dakc: + 7 (495) 698-15-73

DnektponHas moura: pharm@roszdravnadzor.gov.ru

Caiit; www.roszdravnadzor.gov.ru

Pecnybonuka Kazaxcran

Anpec: 010000, r. Hyp-Cynran, yn. Mmanosa, 13, BL] «Hypcayner»
PI'TI na IIXB «Hamumonaneusiii LleHTp 3KCnepTU3Bl JIEKAPCTBEHHBIX CPEACTB U MEIMIIMHCKUX
m3nenuiny Komutera MeIUIIMHCKOTO U (hapMaleBTHUECKOTO KOHTpossi MMHHCTEpCTBa

3npaBooxpanenus Pecnyonuku Kazaxcran
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Tenedon: +7 (7172) 78 98 28

Dnexrponnas moura: farm@dari.kz, pdlc@dari.kz

Caiit: www.ndda.kz, vigilance.ndda.kz

PecnyOivka ApMeHus

Anpec: 0051, EpeBan, np. Komuraca 49/5

«HAYYHBINA EHTP SKCITEPTU3bI JIEKAPCTB M MEJIMIIMHCKUX TEXHOJIOI' WA
M. AKAJJEMUKA 5. TABPUEJISAHA»

Tenedon: (+374 60) 83-00-73, (+374 10) 23-08-96, (+374 10) 23-16-82

T'opstuast muamst: (+374 10) 20-05-05, (+374 96) 22-05-05

OnektponHas mouta: Naira@pharm.am; vigilance@pharm.am

Caiit: www.pharm.am

4.9. Ilepeno3upoBka

B rximmHnueckux HUCCIICAOBAHUAX 6I)IJII/I MMOJIy4CHBI JIMIOb OI'PAHUYCHHBIC HOAHHBIC 110
nepeAo3upoBKe mpernapata TaOpekra. 3a manueHTaMU CIENYeT MPUCTAIbHO HAOMIOAaTh Ha
MpeIMeT MPU3HAKOB HIIM CHUMIITOMOB HE)XENaTeNIbHBIX JIEKAPCTBEHHBIX PEakIuii, a B cllydae
MOMO3PEHHST Ha TMEPEelO3UPOBKY CIIEyeT HayuHATh MOAJEPKUBAIOIINE MEPONPUATUS U

CUMIITOMAaTHYCCKOC JICUCHUC.

5. PAPMAKOJIOTHYECKHUE CBOHUCTBA
5.1. ®apmakoauHamMu4ecKkHne CBOCTBA
dapmakoTepaneBTHUYECKas TPyIa: TPOTUBOOMYXOJIEBBIE CPEICTBA; MHTMOUTOPHI TPOTEUHKUHA3;

Apyrue UHrUOUTOPHI MPOTEMHKUHA3.

Kox ATX: LO1EX17

MexaHusM aeicTBus

KanmaTuHuO — BBICOKOM30MpATENbHBIA M MOIIHBIA WHIUOUTOP PELENTOPHON THUPO3MHKHUHAZKI
MET. Bpeicokas wu30upaTenbHOCTh KanmMmatuHuOa 1o oTHomeHuto K MET  Obuia
MIPOJIEMOHCTPUPOBAHA C HUCIIOIB30BAHUEM JIBYX PA3JIMYHBIX CKPUHHMHIOBBIX IMAHEJNEH; IIPU 3TOM

Kod(ppurmeHT n30MpaTeNbHOCTH TIpH cpaBHeHHH ¢ Oosnee yem 400 apyruMu KWHA3aMU WA
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1000

MYTaHTHBIMH BapuUaHTaMH KHWHA3 COCTAaBUJI MpHUMepHe—+000-pas—irii—bbie—B—rHeperHoervibht
J03aX KanMaTMHUO BBI3BIBAJ PETPECCHUI0 OIYXOJell B MOJENAX C KCEHOTpaHCIJIaHTaTaMu
OIlyXOJIEH, MPOUCXOAAIINX U3 paka Jierkoro ¢ myrauued MET c mponyckom 14-ro sk30Ha, ¢
ammmuukammen MET  wmm  ngpyrumun  MET-anomanmusmu.  Kanmatuau® — mopasisier
dbochopmwmpoBanne MET (kak ayrodochopwimpoBanue, Tak u (pochopunrpoBanue,
3amyckaemoe nurangom MET, dakropom pocta remarorutoB [HGF]), onocpenoBannoe MET
¢dochopunrpoBanne HUCXOIAIIMX CUTHAIBHBIX OenkOB W BbDKMBaHME MET-3aBuCHMBIX

OITYXOJICBBIX KJICTOK.

dapmarkonmnHaamudeckue 3O EKTHI

Kanmatuanu0 BeI3BIBaII PErpeCCU0 ONyXOJU B HCCKOJBKHUX MOACIIAX C KCCHOTpPAHCIUIAHTaTaMKU
OITyXOJICH, B TOM YHCIIE B MOJAEIH C KCEHOTPAHCIJIAHTATOM pPaKa JIETKOTO, KIETKH KOTOPOTO
sKcnpeccupoBaiy MyTanTHbI BapuaHT MET ¢ mponyckom 14-ro 3x30Ha. B3aumMocBsizb MexIy
bapmakoMHAMUKOHN U 3P (HEKTUBHOCTHIO U3YYalld B MOJIENIN OITyXOJIU U3 MBIIIMHBIX KIeTOK S114,
B KOTOpPOM TIIyOOKasi perpeccusi CONpOBOXJanach MojaBieHueM Oosee uyeM Ha 90%

dochopunupoBanuss MET B GombInieii yacTu nepro/ia MpUMEHEHUS Iperapara.

Dnexmpoguzuonozus cepoya

B cnyuae npumenenus npenapata TaGpekTa B peKOMEHI0BaHHOH /103€ KIMHUYECKH 3HAUUMOTO
ymHeHus uaTepBaia QT, BEI3BaHHOTO KaliMaTUHHOOM, HE HAOJII01aIOCh.

B knmHn4eckux uccienoBaHusX, B KOTOPBIX NpenapaT npuMeHsiin B 1o3e 400 mr 2 pasa B CyTKH,
ymHeHus: uatepBana QTcF no > 500 Mc HUM y 0JJHOrO MalKeHTa BBIABIECHO HE ObUIO. AHAIU3
3aBUCUMOCTH JUIMHBI HHTEpBaia QT OT KOHLIEHTpalMK IOKa3aJl, 4To IIPU CPEJHEM CTALlMOHAPHOM
3HaueHUH Cmax, 1OCTUTAEMOM Ha (poHEe ImpruMeHeHus mpemnapara B go3e 400 mr 2 pa3a B CyTKH,
pacuetHoe cpenHee ymanuHenne uHTepBania QTCF cocraBmino 1,33 Mc ¢ BepxHed TpaHHIlei

90%-noro noseputenbHoro uHTepnana (AMN) 2,58 mc.

Knuanueckas 3¢ dheKTHBHOCTS M 0€30I1aCHOCTD

DddexTuBHOCTh Npenapara TabpekTa AJis IedeHHs MAUEHTOB C MECTHOPACTIPOCTPAHEHHBIM HITU
metactatnueckuM HMPJI ¢ myranmeit MET ¢ npomyckom 14-ro sk30Ha Oblla MOKa3aHa B
KJIIIOYEBOM  IIPOCHEKTMBHOM  MYJBTUKOIOPTHOM  HEPAHAOMU3UPOBAHHOM  OTKPBITOM

uccnenoBanus 11 pazsr GEOMETRY mono-1. ITanuenTtoB (N=373) BiItoyain B McCIeIyeMble
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NALT

KOTOPTBl HMCXON M3 TepamnuH, KOTOPYIO OHU HefFydaii—paHeer—r—etaryea—viET-atomaitit
(mytanuu u/unu ammmdukanun). [larmentos ¢ myramusmu MET (N=160) BkiIro4any B KOTOPTHI
naruenToB ¢ myrtanueid MET BHe 3aBucumoctH ot cratyca ammuidpukanun MET. [TanuenTtos 6e3
mytaimii MET Bxmouann B koroptel MET-amminudukanuu B 3aBUCUMOCTH OT YpPOBHSA
amrtuukarua MET.

B koroprax mammenToB ¢ wmyrammedn MET y mnoaxonmsmux MamMeHTOB JOJDKEH ObLT
MIPUCYTCTBOBATH perenTop 3nuaepmansHoro ¢pakropa pocta (EGFR) nukoro tuna (B oTHOIIEHUH
neneuuii 19-ro sk3oHa U Myrauui no tumy 3ameHsl LS8R B 21-M 5K30HE) U OTCYTCTBOBATH
KHHa3a aHarutactuaeckon iuMmdomsl (ALK); kpome Toro, y Hux moipkeH Obut umetbess HMPJI ¢
mytanueid MET ¢ Hanuymem mo kpaifHel Mepe OJHOTO M3MEpsieMOro odara MOpa)keHus, Kak
onpezaeneHo B Kpurtepusx ouieHku oTBeTa Ha JiedeHue connaubix onyxoinei (RECIST) pen. 1.1, a
nokazatenb obmero cocrosHusa (IIOC) mo mkane MHOTOIEHTPOBOM OHKOJIOTHYECKOM

uccrnenosarensckoit rpynmnoit Bocroka CILIA (ECOG) nomxken 6bu1 coctanath 0 unu 1.

[TanmeHTh! C KIMHUYECKH BBIPAKEHHBIMU METAacTa3aMu B LIeHTpalibHOM HepBHOU cucteMe (LIHC),
KOTOpBIE OBUTH HEBPOJIOTUYECKH HECTAOMITBHBIMH MITH KOTOPBIM TPEOOBATUCH TOBBIIICHHBIE T03bI
KOPTHKOCTEPOUIOB B IIEPBbIE 2 HEJIENH I KOPPEKIUU cCUMIITOMOB co cTopoHs! [IHC, nannenTsl
C KJIIMHUYECKU 3HAYUMBIM HEKOHTPOJIUPYEMbIM 3a00JI€BaHUEM CEP/ILIA, a TAKXKE MALMEHTHI, paHee

nostydasinue 000t uaruourop MET unu HGF, He nonxoaunu uist yuacTusi B UCCIIEJOBaHUH.

[TamueHTsl TpoOJOIKANM MOJy4aTh TEPANMIO JIO0 BO3HUKHOBEHHUS JOKYMEHTUPOBAHHOIO
MporpeccupoBaHus 3a00JIeBaHUs, HENEPEHOCHMOCTH Tepalud WIM J0 TeX TOop, IOoKa
HCCTIeI0BATelb HE MPUIIEN K BEIBOAY, YTO MAIMEHT 00Jiee He MOoydaeT KIMHUYECKOU MOIb3bI OT
Tepanuu.

[TepBU4HOI KOHEUHOH TOYKOW B 9TOM HMCCIEIOBaHUU sBIsUIachk obOmias yactota otBeta (OUO),
ompeseNieHHas «3acielIeHHbIM» He3aBUCHUMBbIM HabmogatensHbiM komuteToM (3HHK) mo
kputrepussm RECIST 1.1. KnroueBoil BTOPMYHOM KOHEYHOM TOYKOW CIy’KHJIA JUIMTEIBHOCTH
orBeta (/[10), ompenenennas 3HHK. JlomomHUTENTsHBIMU BTOPUYHBIMH KOHEYHBIMH TOYKAMU
SBIISTUCH BpeMsi 10 HacTtyruieHus otBera (BHS), BbpkmBaemocTh 0e€3 mporpeccHpoBaHUS
3aboneBanus (BBII), obmast BepkuBaemocTh (OB) m uwactora koHTpons 3aboneBanus (UK3).

HaHHI)Ie Io Sq)(i)eKTI/IBHOCTI/I AJIg MAMUEHTOB, paHEC HE IMOJIYYaBIINX JICUHCHUA, U IJId MMAllUCHTOB,
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PpaHEC MOJTydYaBIINX JICYCHUEC, aHAJIU3UPOBAJIN HCSaBHCHNO:

Ananus agpgpexmusnocmu (0ama omceuenust Oannwix 15 anpens 2019)

B xoropry mnamuentoB ¢ myrtauueii MET Obumn BrimroueHsl 97 B3pOCHBIX IAlMEHTOB C
MEeCTHOpacnpocTpaHeHHbIM uin Metactatudyeckum HMPJI ¢ myranueit MET ¢ npomyckom 14-ro
9K30Ha, Kak moka3an aHanu3 PHK, mpoBeneHHbIN B LEHTpaabHON Ja0OpaTOpUM B paMKax
MCCIIIOBAHMSI; BCE 9TH NMAIIMEHTHI MoTydanu npenapat Tadpekra. B koropty 5b ObUiH BKIIOUEHBI
28 manMeHToB, paHee HE MOJyYaBIIUX JieueHHs. B koropty 4 Obutn BKIIOYEHBI 69 MaIMEeHTOB,
paHee mosiydaBmMe 1 WM 2 JUMHUM CUCTEMHOM TepaluM IO HOBOAY pPacHpOCTPAaHEHHOTO
3a00NeBaHusl.

Jemorpaduyeckre mokasarenu ueciaeayemMoin nomyisaun ¢ myranueid MET Obutn clieqyromumu:
60% >xeHIMH, MeauaHa Bo3pacta — 71 rox (auanazon: ot 49 no 90 ner), 82% mnauueHTOB B
Bo3pacte 65 nmeT wnu crapie, 75% Oenbix, 24% a3zuaroB, 0% Herpos, 60% HuKOrna paHee He
Kypuiy, y 80% nmenach ageHokapuuHoma, y 24% I1OC no mxkane ECOG cocrasmsin 0, y 75%
ITOC o mkxane ECOG cocrasmsin 1, y 12% umenuces meracrassl B [IHC. B koroprte manueHTos,
panee yxe noxydaBmux JiedeHue (N=69), 94% nanueHToB nojydaad Xxumuorepanuto, 88% —
XUMHUOTEPANHIO HA OCHOBE IIPENapaToB IUIATUHBI, 28% — UMMyHOTepanuto, a 23% — 2 1uHuu
CUCTEMHOH TEpaINH.

Pesynbratel ouenku 3¢dextuBHoctr B uccnenoanui GEOMETRY mono-1 ans nanueHToB ¢
HMPIJI, y xotopeix umenace myranuss MET, npencrasiens! B Tabnuue 4 (kak AJis MalUEHTOB,
paHee He MOJy4aBIIUX JICYEHUS, TaK U JJIs NAllMEeHTOB, YK€ MoJy4yaBIuux JedeHue). [lepsuunas
koHeuHas Touka (OYO), onpenenennas 3HHK, ynoBnerBopsiiack BHE 3aBUCUMOCTU OT JIMHUM
Tepanuu; TeM caMbIM ObUIO MOATBEPKIAEHO, 4TO npenapar TaOpekTa 3pekTUBEH A JIeUeHUs
nanueHtoB ¢ HMPJI ¢ myranmeir MET, kak He mony4yaBIIMX JIEUEHHsI PaHee, TaK U yxkKe
IIOJIy4aBIINX €TO.

B o6eunx koroprax mamueHtoB ¢ myrauued MET otBer (nmo omenke 3HHK) y GonpmmncTBa
nanueHToB (y 68,4% manuenToB, paHee He TMOJIyJaBIINX JieueHus, U 'y 82,1% marueHToB, paHee
YK€ TOJIy4yaBIIMX €ro) BO3HHMKAJI B TeUeHHE 7 Helenb Ioclie Hadaia Tepanuu. Pe3ynbTarbl
aHaJIM3a OTBETOB, OCHOBaHHBIX Ha oneHke 3HHK, cymiecTBeHHO HE OTIMYAINCh OT pe3ysIbTaToOB

aHajin3a OTBCTOB, OCHOBAHHLBIX Ha OIICHKC UCCIICA0BATCIIA.
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COOQTBETCTBYET QKCIMNEFTHOMY QTHETY
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(NOCNEOOBATENBHOCTE 0007)
Taoiuna 4 PaHee HeJleYeHHBId M paHee JieeHHbBHI—MeCTHOPACHPOCTPAHCHHBHI—HT
Meracratudeckuit HMPJI ¢ myrauueis MET: nanubie no 3pQeKTUBHOCTH 1JIs1
NMalnMueHToB, nojay4yasmmx npenapar Taopekra B uccienoanun GEOMETRY
mMono-1 (maTa orceuenus 1aHHbIX 15 anpens 2019)

IMoka3zarenu 3(ppeKTUBHOCTH IHauneHThl, paHee He IMaumnenTol, panee
noJiy4yaBilue JeYyeHus | MoJyYuBIIHeE JJedeHHe
Koropra Sb Koropra 4
N=28 N=69
O6mas yactora orBera? (95% JIN)° 67,9% (47,6, 84,1) 40,6% (28,9, 53,1)
[Momusrit otBet (I10), n (%) 1(3,6) 0(0,0)
Yactuunsiii otBeT (HO), n (%) 18 (64,3) 28 (40,6)
JlmuTeabHOCTH OTBETa?
Yucao manueHToB, OTBETUBIINX Ha 19 28
Tepanuio (n)
Menuana, mecsiubl (95% JIN)° 11,14 (5,55, HITIO) 9,72 (5,55, 12,98)
[Tanuentrl ¢ 1O > 6 MecsieB 68,4% 64,3%
ITanmenTsl ¢ JJO > 12 MecsieB 36,8% 21,4%
Yacrora KOHTPOJIsA 3200/ 1€BaHUA? 96,4% (81,7, 99,9) 78,3% (66,7, 87,3)
(95% JIN)°
BorxkuBaeMocTh 0e3 nporpeccupoBaHus®
Yucio coobrtrii, n (%) 17 (60,7) 55 (79,7)
[Tporpeccuposanue 3aboneBanus (I13), 14 (50,0) 49 (71,0)
n (%)
CwmepTs, n (%) 3(10,7) 6 (8,7)
Menuana, mecsisi (95% JIN)° 9,69 (5,52, 13,86) 5,42 (4,17, 6,97)
O01mas BLLKHBaeMOCTh
Yucio coobrTrii, n (%) 13 (46,4) 44 (63,8)
Menuana, mecsisi (95% JIN)° 15,24 (12,22, HITO) 13,57 (8,61, 21,19)
Coxkpamenust: 11 — nosepurensHbiin naTepBai, HI1O — HE TOANIEXKHUT OIEHKE.
YOO: TTI0+40.

UK3: II0O+4YO+C3 +He-110/He 113.

& Onpeneneno no kpurepusim RECIST pen. 1.1.

b Tounprii GuHOMUANBHBIA 95% JIU Knonnepa — Iupcona.
¢ OcHoBano Ha ouenke Karnana-Meiiepa

Hcxoowt, coobuwaemvle nayuenmamu (Oama omceyenust oannwvix 06 sneaps 2020)

[Tanents! ¢ mytanueit MET u3 koropTsl 4 u KOropTsl 5b 3amoyHsIM ONPOCHUKH 10 UCXO0/1aM,
coobmraembiM manmeHTamu (MCO) (EORTC-QLQ-C30 [C30], EORTC QLQ-LC13 [LC13] u EQ-
5D-5L).
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(NOCNEOOBATENEHOCTE 0007)
110

B unenom, u3MeHeHus B OalIbHBIX OlleHKaX =HEO—oFHOCHPAEHO—HOXOAHOPO—yPOBHA—B
OOJIBIIMHCTBE CIIy4aeB COXPAHSUIUCh C TEYEHHEM BPEMEHHM KaK Yy IallUeHTOB, paHee He
MOJTYYaBIIUX JIeYCHHsI (KoropTa Sb), Tak ¥ y MalMeHTOB, YK€ IMOTYYaBIIUX JCUCHUE B MIPOLILIOM
(xoropta 4), u3 dero cineayer, uro y naureHtoB ¢ HMPJI ¢ myranueit MET Hu cumnTomsl, HU
KauecTBO KU3HU He yxynmanuck. Ha ¢poHe nmpumeHeHust kanMaTuHUO0A OTMEYaIOCh KIIMHUYECKH
3HAYUMOE YJIYUIICHHE KAllUIsl U YBEIMYUBAIOCH BPEMS A0 YXYIUICHHUS CUMITOMOB CO CTOPOHBI
JIerKuX; mpu 3ToM KauecTBo xu3nu (KK) He yxyamanocs.

VYnyumenue (ocimalieHre) Kamuisi OTMEYaJoch BCKOpE TIOCTE Hadaia Tepamnuu; Mph ITOM
3HAYUMOE YIIydllleHHe HaOloaioch BO BCeX LUKIAX Tepanuu (cpeiHee HW3MEHEHUE
OTHOCHTEJIbHO MCXOHOTO YPOBHS Ha Hepese 7: koropra 5b: -13,0 [39,9], koropra 4: -8,2 [28,4];
Ha Hepene 25: koropta 5b -15,6 [33,0], koropra 4: -6,0 [31,5]; Ha Henene 43: koropra Sb: -28,2
[26,7], koropta 4: -10,5 [27,3]). YUacToTa oTcyTcTBUS Kanuis yepe3 6 mecsieB cocraBuia 83,1%
(95% AU: 67,2, 91,8) nnis maiueHToB, paHee yKe MojyuaBlux jedeHnue (koropra 4), u 95,2%
(95% AU: 70,7, 99,3) miis naumeHToB, paHee He oay4yaBIInX jJeueHus (koropra 5b) [LC13].
Menuana BpeMEeHH 70 OKOHYATEIBbHOTO YXy/IeHus (coriiacHo meronoiorun Kamiana-Meiiepa)
MoKasareJs Mo mkaje oomero coctossaus 310poBbst / KK cocrasmia 12,39 mecsies (95% AU:
4,21, 19,35) nns mauuMeHTOB, paHee y)Ke MOoJydyaBlINX JiedyeHue (koropra 4), u 16,62 Mecsies
(95% OU: 9,66, HIIO) ansg mamnueHToB, paHee He Moiy4yaBIIHX JiedeHus (koropta Sb) [C30].
Mennana BpeMEHH JO OKOHYATEIBHOTO YXY/IICHHS Kamuisi U O0JIM B TPYyAH HE MOIexKala
olleHKe. MeuaHa BpeMEHHM /10 OKOHUYATEJIbHOTO YXYALIEHHS OJIbIIIKH cocTaBuia 22,11 mecsien

(95% JAU: 9.89, NE) B xoropte 4 u 19,35 mecsues (95% [U: 12.42, NE) B koropte 5b [LC13].

Ananus a¢pgpexmusnocmu (0ama omceuenus oannvix 30 aseycma 2021)

AHanmu3  5(¢peKTUBHOCTM  OCHOBAaH Ha  JaHHBIX 60  B3pOCHBIX  MAIMEHTOB  C
MecTHopacnpocTpaHeHHbIM min MertactatnueckuM HMPJI ¢ myranmeir MET ¢ nponyckom 14-ro
9K30Ha, paHee He NOJIYYaBIINX JEUEHHS U BKIIOUEHHBIX B KOTOpTY 5b (28 manueHToB) U KOropTy
7 (32 nauuenra).

Taxke ananu3 sddextuBHOCTH BKItouaeT maHHbie 100 mammentoB (koropra 4 m 6), paHee
MOJTyYaBIIMX CUCTEMHYIO TEpaIrio Mo MOBOJY pacHpocTpaHeHHOro 3abosieBaHus. B xoropry 4
ObUIM BKJIIOYEHBI MAIlMEHTHI, paHee ModydaBlive 2 uiad 3 JauHuM Tepanuu (69 mauueHTos). B

KOropTy 6 OBUIM BKJIIOYEHBI IMALMEHTHI, paHee MOJy4yaBlIHe 2 JIMHUU CUCTEMHOW Tepamnuu
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at 24.03.2023 N2 568:;
(NOCNEOOBATENBEHOCTE Q007
(31 mamment). Bce manmeHTH UMENU TOATBEP

9K30HA U MOJIyYalld Teparuio mpemnapatoMm Tadpekra.

Hemorpaduueckue mokazaTenu wuccieayemoi mnomymsimuu ¢ myramuein MET, Brmrouas
JOTIOJTHUTEIBHBIE KOTOPTHI 6 1 7, ObUIM ciieayronumu: 61% >KeHIIMH, MeauaHa BO3pacTa —
71 ron (nuanazon: ot 48 1o 90 ner), 85% nanueHToB B Bo3pacte 65 yeT unu crapiue, 77% OenbIx,
19% a3uaros, 1,3% nerpos, 61% Hukoraa panee He KypuiH, y 83% umenach aiecHOKaplIMHOMA, y
25% I1OC no mkane ECOG cocrasisin 0, y 74% I[1OC no mkane ECOG cocrasusin 1, y 16%
nmenuchk metactasbl B [JHC. B xoropre manueHToB, panee yxxe noiydaBmux jeuenue (N=100),
91% nanueHTOB MOJy4yaaud XUMHUOTEpanuio, 86% — XUMHUOTEpANUI HA OCHOBE IPENapaTroB
IaTuHbl, 32% — UMMyHOTepanuio, a 16% — 2 IMHUM CUCTEMHOM TepaIuu.
Hannblie o 3G pexTuBHOCTH, oy4deHHbIe B nccinenoBanud GEOMETRY mono-1 ais nmanueHToB
¢ HMPJI ¢ myrauueit MET, panee He monyyaBLIMX JICUEHUS U YK€ IOJY4YaBIIUX JICUEHUE B
MIPOLIIOM, MPEACTaBIEHBI B TAOIUIAX 5 U 6 COOTBETCTBEHHO.
Bo Bcex koroprax namnuentoB ¢ myrauued MET otser (o ouenke 3HHK) y GonbmmncrBa
nanueHToB (y 65,9% nanuenToB, paHee He MOJIyYaBIINX JieueHus, Uy 75,0% naiueHToB, paHee
y)K€ TMOJIy4aBIIMX €r0) BO3HHKAN B TEUEHUE 2 MECALIEB IMOCJIEe Hayana Tepamuu. Pe3ynbraTsl
aHaJM3a OTBETOB, OCHOBaHHBIX Ha oneHke 3HHK, cymiecTBeHHO HEe OTIMYaiuch OT pe3yJbTaToB
aHaJIM3a OTBETOB, OCHOBAHHBIX Ha OLIEHKE UCCIIEI0BATES.
Tabanua S Panee HesleueHHBI MecTHOpacnpocTpaHeHHbIH Win Meracrtarnyecknii HMPJI
¢ myrauued MET: nannbie mo 3(p(peKTHBHOCTH /Il NAUMEHTOB, MOJYy4YaBIINX

npenapat Taopekra B ucciaenoBanuu GEOMETRY mono-1 (1ata orceuenusi
aannbix: 30 aBrycra 2021 r.)

Moka3zarenu 3(ppeKTUBHOCTH IMauunenTol, panee He | [laumeHTHI, paHee He
NnoJiyyaBiiue JiedeHus | MoJyyaBiime jJedeHust
Koropra 5b Koropra 7
N=28 N=32
O6mas yactora orBera? (95% JIN)° 67,9% (47,6, 84,1) 68,8% (50,0, 83,9)
[Monneriit otet (I10), n (%) 2(7,1) 1(31)
Yactuunsiii otBet (HO), n (%) 17 (60,7) 21 (65,6)
JduureJbHOCTH OTBETa
Yucao manueHToB, OTBETUBIIINX Ha 19 22
Tepanuio (n)
Menuana, mecsiubl (95% JIN)° 12,58 (5,55, HITO) 16,59 (8,34, HITO)
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COOTEBETCTBYET DKCIMNEFTHOMY QTYETY
ot 24.03.2023 N2 568;
(NOCNENOBATENEHOCTE Q007)

e Yo W 70 W4

ITarmenTrl ¢ 1O > 6 MecsieB

- 684%
Y70

125170

ITanmenTtsl ¢ O > 12 MecsueB

47,4%

50,0%

Yacrora KOHTpO.Is 3200 1eBannsa® (95%

AN)°

96,4% (81,7, 99,9)

100% (89,1, 100,0)

BbrxuBaeMocTh 0e3 nmporpeccipoBaHus?®

Yucno coobrthid, n (%) 18 (64,3) 19 (59,4)
ITporpeccupoBanue 3abonesanus (I13), 15 (53,6) 15 (46,9)
n (%)

CwmepTs, n (%) 3(10,7) 4 (12,5)

Menuana, mecsiisi (95% JN)°

12,42 (8,21, 23,39)

12,45 (6,87, 20,5)

O01as BLIKHBAEMOCTE

Yucno cobpiTuid, n (%)

17 (60,7)

13 (40,6)

Menuana, mecsiubl (95% JIN)°

20,76 (12,42, HIIO)

HIIO (12,85, HIIO)

UK3: IIO+4O+C3 +He-110/He I13.

¢ OcHoBaHo Ha orieHke Kamnana-Meiiepa

& Onpeneneno o kpurepusim RECIST pen. 1.1.

Coxkpamenust: 11 — nosepurensHbiii uaTepBan; HIIO — ne noanexur ouenke. HOO: [TIO+YO.

b Tounprii GuHOMMANBHBIH 95% JIU Knonnepa — Iupcona.

Taoauma 6 PaHee JiedyeHblil MeCTHOpPACNPOCTPaHeHHbIH MM Metactatudeckuii HMPJI ¢
mytanueii MET: nannbie no 3¢ppexTHBHOCTH 1JIsi MAUMEHTOB, MOJYYaBIIHX
npenapar Ta0pekra B uccaenoannu GEOMETRY mono-1 (nara orceuenust

nannbix: 30 aBrycra 2021 r.)

IHoka3zaTenu 3¢ppexTUBHOCTH

IMauuenTsl, panee
MOJIyYUBIIHE JIeYeHU e

Koropra 4 (2/3-s1 imHus

IMauuenTsl, panee
MOJIyYUBIIME JIeYeHU e

Koropra 6 (2-s1 atunus

Tepanmnu) Tepannu)
N=69 N=31
OO0wmas yacTora orera? (95% JN)° 40,6% (28,9, 53,1) 51,6% (33,1, 69,8)
[Monseriii otet (I10), n (%) 1(1,4) 0 (0,0)
Yactuuneiii orBeT (HO), n (%) 27 (39,1) 16 (51,6)
JIMTeIbHOCTh 0TBETa?
Yucio mauueHToB, OTBETUBIINX Ha 28 16

Tepanuio (n)

Menunana, mecsbl (95% JIN)©
[TartmenTs! ¢ JIO > 6 Mecsen
[TaruenTs! ¢ 1O > 12 mecsieB

9,72 (5,55, 12,98)
64,3%
32,1%

9,05 (4,17, HITO)
62,5%
43,8%

YacToTa KOHTPOJIsI 3a00/1eBaHuA?
(95% JIN)P

78,3% (66,7, 87,3)

90,3% (74,2, 98,0)
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BorrxuBaemocTs 0e3 nmporpeccupoBaHus?®

Yucno coobrthid, n (%) 60 (87,0) 23 (74,2)
[Tporpeccuposanue 3aboaeanus (I13), n 54 (78,3) 21 (67,7)

(%)

CwMmepthb, n (%) 6 (8,7) 2 (6,5)
Memuana, mecsiist (95% JIN)° 5,42 (4,17, 6,97) 6,93 (4,17, 13,34)
O0uasi BBLKHBAE€MOCTh

Yucio cobbituii, n (%) 53 (76,8) 17 (54,8)
Memuana, mecsiist (95% JIN)° 13,57 (8,61, 22,24) 24,28 (13,54, HIT1O)
Cokpamenust: I — nosepurtensubiil untepBai; HI1O — He mOANEKUT OLICHKE.

YOO0: ITO+YO.

YK3: TI0O+4O+C3 +He-I1O/He I13.

& Onpeneneno o kpurepusm RECIST pen. 1.1.

® Tounplii GuHOMHANBHBIH 95% U Knonmepa — Iupcona.

¢ OcHoBaHno Ha oneHke Kamana-Meiiepa

Ycmanoenenue nocmpezucmpayuonnvix mep.

JIaHHBII JIEeKapCTBEHHBIN IIPENapaT 3aperuCTPUPOBAH 110 MPOLEAYPE «YCIOBHOU PETUCTPALIUN» U
I10 9TOMY JIEKAPCTBEHHOMY IIpenapary OKUAAETCs PEACTABICHUE JOIIOIHUTEIbHBIX JAHHbIX.
MunucrepcTBO 31paBooxpaHeHust Poccuiickoit ®Penepanuu OyaeT HPOBOIUTH €KETOIHO
HKCHEPTH3y HOBBIX CBEICHHH O Mpenapate, a JaHHas oOmIas XapaKTePHUCTHKA JIEKAPCTBEHHOTO

npenapara OyeT OOHOBIISATHCS 1O MEPE HEOOXOTUMOCTH.

5.2. ®apmakoOKHHeTHYECKHE CBOIiCTBA

Cucremnas 5kcno3uiius (AUCinf u Cmax) KaiMaTUHUOA YBEIMYUBAJIACH TPOMOPIIMOHATIEHO J103€
B Maria3zone u3ydeHHbix 103 (ot 200 qo 400 Mr 2 paza B cyTkH). OXUIAI0Ch, YTO CTAIMOHAPHOE
COCTOSIHME OyAeT MAOCTUTHYTO T[I0 TMPOIISCTBUU MPHUOTU3UTENBHO 3 JHEW NpUMEHEHUus
kanMatuHuOa B 103e 400 Mr 2 pasza B CyTKH BHYTPbB; IIPH TOM CpPEIHET€OMETPUUECKOE 3HAUCHUE

kod(durmenta kymynsiuu coctaBmwio 1,39 (koaddunment Bapuanuu (KB): 42,9%).

AOcopbrms

VY denoBeka KanmMaTMHUO OBICTPO BCAchIBAaeTCs IOCIE NpUeMa BHYTPb. Y OHKOJOTHYECKUX
MalMeHTOB MaKCUMajbHas KOHIEHTpanus KanMmatuHuOa B 1ia3Me (Cmax) JOCTHUTANACh
npubau3uTenbHo yepe3 1-2 yaca (Tmax) mocie npuema tabnerok kanmaruauOa B go3e 400 mr

BHYTPb. IIo OICHKaM, CTCIICHb BCAaCbIBaAHHA KaHMaTI/IHI/I6a, IMPUHHUMACMOT'0O BHYTPb B BHIC
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TabeTok, cocrasiser 6onee 70%.
Bnusnue nuwu

[Muma He OKa3pIBaeT KIMHUYECKH 3HAUYMMOIO BIMSHHUS HA OHOIOCTYHHOCTh KallMaTHHHOA.
[Ipenapart TabpexkTa MOKHO MPUMEHSTH BHE 3aBUCHMOCTH OT IpUeMa MUIIM (CM. pa3zaen 4.2).

VY 310pOBBIX MCHBITYEMbIX, OJHOKPAaTHO MNPHUHMMABLIMX KanMaTMHUO B npo3e 600 wmr
OJTHOBPEMEHHO C NHILEH ¢ BbICOKUM cofepxanueM xkupa, AUCinf kaniMaTuHNOA yBeIn4MBaIach
Ha 46% 10 CpaBHEHUIO C MPUEMOM KalMaTHHUOA HATOIIAK; MPU 3TOM KaKOTO-THO0 M3MEHCHHUS
Cmax BBISIBJICHO HE ObLTO. [IHIa ¢ HU3KUM COJiepKaHNEM JKUPA KIMHHYECKH 3HAUUMOTO BIMSHUS
Ha SKCIIO3ULMIO KalMaTUHKUOA Y 3710pOBBIX UCIIBITYEMbIX HE OKa3blBaja.

VY OHKOJIOTMYECKHX MaLMEHTOB, MPUHUMABIIMX KanMmaTtuHUO B no3e 400 Mr 2 pas3a B CyTKH,
skcno3unusi (AUCo-12n) B ciydae mpuema KamMaTHHHOA BMECTE C NHINEH W HATOIIaK ObLia
IIPUMEPHO OJUHAKOBOM.

Pacnpenenenue

CremneHb CBSI3pIBaHUSI KanmMaTHHHOA C OelKaMH 4YelIOBEYECKOM IIa3Mbl cocTaBisieT 96% u He
3aBUCUT OT KOHLEeHTpauuu. Kaxymwmiica cpeaHuil o0beM pacnpeneneHuss B CTallMOHAPHOM
cocrosiHuu (Vss/F) y OHKOJOTHYECKUX MAIUEHTOB COCTaBIsieT 164 murpa.

OTHoleHNe «KpOBb/MIIa3Ma» cocTaBisuio 1,5 (B auanazone konueHtpauuii 10-1000 Hr/mn),
OJTHaKO TpH Oojiee BBICOKUX KOHIIEHTPALUSAX OHO CHMXajgock 70 0,9 (mpu KOHIEHTpauuu
10000 Hr/MI1), 9YTO TOBOPUT O HACBIILIEHUH PAaCIPEEIICHUs IIpernapaTa 1o 3pUTPOLUTaM.

VY KppIC KanmMaTUHUO MPOHUKAJ 4Yepe3 remMaTodHIe(anndeckuii 0apbep, MpuyYeM OTHOIICHUE
skcno3unuit (AUCinf) B TOJIOBHOM MO3T€ M KPOBHU COCTABIISIIO OKOJIO 9%.

EI/IOTDaHCd)ODMaI_II/ISI

HccnemoBanust in VItro u in Vivo mokasaiu, 4To KanmMaTHHUO BBIBOJAMUTCS TJIABHBIM 00pa3oM 3a
cuer Merabonu3Mma, omocpenoBaHHoro wuszopepmentamu 3A4 muroxpoma P450 (CYP) u
anpJeruiokcuaa3o. buorpancdopmariis kanMaTuHUOa TPOUCXOAUT TIIAaBHBIM 00pa3oOM 3a CueT
peakiuii Merabonm3ma [ ¢aspl, Bkimtouas C-THAPOKCHIMpPOBaHHE, OOpa3oOBaHUE JaKTama,
N-okucienne, N-meankuaupoBaHue, oOpa3oBaHHe KapOOHOBOW KHUCIOTHI U WX KOMOHWHAITWU.
Peaxmuu 11 ¢a3er BKITIOUAIOT TIIFOKYPOHHPOBAHUE OKHUCIECHHBIX METabO0IUTOB. PamnoakTHBHBIM
KOMITIOHEHTOM, TPHUCYTCTBYIOIIUM B IUIa3Me€ B HauOONbIIed KOHIEHTPALUU, SIBISETCS
KarmMaTUHUO B Heu3MeHeHHOM Buzae (42,9% AUCo-12n Ui paguoakTUBHOCTH). | JaBHBIHA

uupKynupyroumii meradonut, M16 (CMN288), papmakonornuecku HEaKTUBEH, a Ha €ro J0JI0
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npuxogutcs 21,5% ot AUCo-12n U151 paAn0aKTHBHOCFH-B-Fta3ve:

OJIMMUHALNS

OddexTuBHBI  MEepUOJ  TONYBBIBEACHUS  KaMaTUHUOA (pacCUMTaHHBIA HAa  OCHOBE
CPEHETEOMETPUYECKOTO  3HAUCHUs  KOIPPHUIMEHTa KyMYJISIMU)  cocTaBisieT 6,54 4.
CpennereoMeTprueckoe 3HAYCHHME KaXYIIErocs KIUpEeHca Iocje TMpueMa BHYTPh B
crarmoHaproM coctostHuM (CLss/F) cocraBmiio 19,8 /4.

KanmatnHuO BRIBOIUTCS TIIaBHBIM 00pa3oM 3a cYeT MeTaboIM3Ma U TOCIeAYIONICH SKCKPEIHH C
kajgoM. [locime opHokpatHoro mnpuema BHYTph [14C]-xkanmaruuauba 78% OT BBEIACHHOM
PaOaKTUBHON METKU OOHApYKHBAJIOCh B Kaje, a 22% — B Moue. DKCKpelus: KanMaTuHuoa B
HEU3MEHEHHOM BHJI€ C MOYOU MPEHEOPEKUMO Mara.

O1eHKa CNOCOOHOCTH K JIEKAPCTBEHHBIM B3aMMOJAEHCTBUAM IN Vitro

Bszaumooeticmeus mescoy pepmenmamu u npenapamom Tabpexma

HccnenoBanust in Vitro mokasaid, 9TO KalMaTHHHO SIBISCTCA HHIHOUTOPOM H30(EepMEHTOB
CYP2C8, CYP2C9 u CYP2C19. V kanmaTuanOa Takxke Obl1a oOHApYX)eHa ciadas criocoOHOCTh
uaaynupoBats u3opepmeHT CYP2B6 m CYP2C9 B KymbType YelOBEYECKHX T'EHaTOIMTOB.
MMuTalmOHHOE MOJCITUPOBAHUE C HCIOJIb30BaHUEM (DU3HOJIOTUYECKU-OPUEHTUPOBAHHBIX
monened  ¢apmakoknnetuku (PBPK) mo3Bommino mpenckasath, 4TO B Ciiydae Impuema

kanMatuHuOa B go3e 400 Mr 2 pasa B CYTKHM KIMHUYECKM 3HAYMMOE B3aMMOJECIHCTBHE C

nzopepmenramu CYP2B6, CYP2C8, CYP2C9 wm CYP2C19 manoBeposTHO.

Bzaumooeiticmsus mexcoy mpancnopmuvimu 6enkamu u npenapamom Tabpexma

[Mo naHHBIM wWcceoBaHMU IN Vitro, kamMatuHUO OOpaTUMO TOJABISET AKTHBHOCTH
TPAHCIIOPTHBIX OEJIKOB, OMOCPEAYIOLINX 3aXBaT JIEKApPCTBEHHBIX MPENapaToB KJIETKAMU MEYEHU
(OATP1B1, OATPIB3 u OCT1). OnHako ucxo/is U3 KOHIEHTpalii KalmMaTUHNUOA, TOCTUTaeMBbIX
B Cily4yae €ro NPUMEHEHHS B TEpPaNEBTHYECKON J03€, KIMHUYECKH 3HAUYMMOE IIOAaBJICHHE
akTuBHOCTH TpaHCcHOpTHBIX OenkoB OATPIBI1, OATP1B3 u OCT1 ne oxunaercs. KanmatuHuo
HE SIBJISIETCSI HHTUOUTOpOM Oenka monupesucteHTHoctr (MRP2) in vitro.

[To nmaHHBIM uWccnenoBaHWE IN Vitro, kamMaTWHUO HE SBISETCS WHTUOMTOPOM TOYEYHBIX
TpancnopTHeIX OenkoB OATI1 umm OAT3; BMecTe ¢ TeM, U KanMaTUHHO, U €ro OCHOBHOM
MeTtabonur CMN288 aBnstoTcs 00paTUMBIMU UHIHOUTOPAaMU MOYEYHBIX TPAHCIIOPTHBIX OENIKOB

MATE] u MATE2K. Kannmarnaub moxer mogaBisiTe akTuBHOCTh 0enkoB MATE]1 u MATE2K
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IIPU KIMHAYECKH 3HAYMMBbIX KOHIIEHTPALUX.
[To maHHBIM HCcieOBaHUl iN Vitro, kanmatuHUO sBisieTcss cyocTparoM P-gp u He siBisiercs
cyocrparom BCRP wim MRP2. Kanmatunu® Taxke HE SBISETCS CyOCTPaToOM TPAaHCHOPTHBIX
0€JIKOB, YYacCTBYIOUIMX B aKTUBHOM 3aXBaTe JICKAPCTBEHHBIX MpENapaToB NEUEHBIO, KOTOPBIN

OCYLICCTBIIACTCA re€raTouuTaMu.

[TanmeHTHl 0COOBIX KAaTEropuii

Tayuenmul nodxcunozo eospacma

B unccnenoBanun GEOMETRY mono-1 61% wu3 373 manueHnToB ObutH B BO3pacTe 65 neT win
crapuie, a 18% mauueHToB OBUTM B BO3pacTe 75 jerT wiu crapuie. B menom, pasiauuuid,
Kacaromuxcsi 6e3omnacHocTd uiu 3(P(GEKTUBHOCTH TMpernapara, MexaAy ITHMH MalUueHTaMd U

nanmueHTaMu Ooitee MOJIOAO0r'0 BO3pacCTa BbIABJICHO HC ObLIO0.

Brusnue eo3pacma, noaa, pacsvl U Maccvl mena
Ananuz HOHy.]'IHLIPIOHHOﬁ q)apMaKOKI/IHeTI/IKI/I II0Ka3aja, 4YTO KIMHHNYCCKH 3HAYMMOI'O BJIMAHHA Ha

CUCTCMHYIO 5KCITO3UIIHUIO KalMaTHHHOA BO3pacT, I10J1, paca WK MacCa TCIa HC OKa3bIBaIOT.

Iayuenmoi ¢ napyuienuem @ynKyuu nouex

[To manHBIM aHaNHM3a MOMYISIUOHHONW (hapMaKOKMHETUKH, KOTOPBIH BKiItoYan 207 MaueHTokK ¢
HOpMasbHOU (yHKIMeN modek (kiupeHc kpeatmHuHa [CLer] >90 mu/mun), 200 manueHTOK ¢
nerkuMu HapymeHusmMu QyHkuuu nodek (CLer ot 60 nmo 89 min/muH) u 94 manumeHta c
yMepeHHbIMU HapyieHusMu pyHkuuu nouek (CLer ot 30 10 59 mMi/MuH), Ierkue uiu yMepeHHbIe
HapylIeHUs] QYHKIMH MOYEeK KIMHUYECKH 3HAUUMOTO BIMSHUS Ha SKCIO3UIMIO KallMaTUHNOA He
OKa3bIBAIOT. Y TMAalMEHTOB C TsKENbIMU HapyuieHusMu QyHkuuu noudek (CLer ot 15 nmo

29 mn/mMuH) npenapaT TaOpekTa He u3y4anu (cM. paszaen 4.2).

THayuenmui ¢ Hapywenuem yHkyuu nevenu

bbulo mpoBeneHO HccneAOBaHWE Y HEOHKOJOTMYECKMX NAIlMeHTOB C Pa3jM4HON CTENEeHBIo
HapymeHust GyHKIMU NedeHu (cornacHo kiaccupukanun Yaina-I1s10), KoTopele OJHOKPATHO
npuHuManu kKanMatuHuO B J03e 200 mr. CpenHereoMeTpuyeckoe 3HAaYeHHe CUCTEMHOU
skcno3unuu (AUCinf) kanmaTuHHOA y UCHbITYyeMbIX ¢ Jerkumu (N=6) u ymepeHHbIMU (N=8)
HapyleHussMH (YHKIUU NedeHru Obu1o mpumepHo Ha 23% u 9% HuKe, 4eM Y UCIBITYEMBIX C
HopManbHOW (yHKuMeld mneueHn (N=9), B TO BpeMs KaK Yy HCIBITYEMbIX C TSDKEIBIMU

HapymeHussMu GyHKIUU niedeHu (N=6) 31o 3HaueHue Obi1o mpuMepHo Ha 24% Bbime. Cmax ¥
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UCIBITYEMBIX C JIETKUMH U YMEPEHHBIMH HaPYCHHVH- QY HICH e Ye HIFObH -0 00 FBe FOTBOHH®
npubau3uTenbHo Ha 28% u 17% Hike, 4eM y UCTIBITYEMbIX ¢ HOpMaIbHON (YHKIIHEH MeYeHH;
IIPH 3TOM y UCHBITYEMBIX C TSDKEIBIMH HApYIICHUSAMH QYHKIUH medeHU Cmax ObllIa TPHUMEPHO
Takol ke (Ha 2% BBIIIE), YTO U UCTBITYEMbIX C HOPMAIIbHOH QyHKIHEH nieueHu (cM. pasaen 4.2).
Jlerkue, ymepeHHble M TsDKeIble HapylieHHs (YHKIUH TEYeHW HE OKAa3bIBAJU KIMHUYECKH

3HAa4YMUMOI'O BJIMAHHKA HA SKCIIO3UITHIO KaIlMaTHHHOA.

5.3. lanHble JOKJIUHUYECKOH 0€301acHOCTH

TOKCHYHOCTH IIPU MHOI'OKPaTHOM IIPUMCHCHHU U

HccnenoBanust TOKCHYHOCTH TPU MHOTOKPATHOM IIPUMEHEHUH, TPOBEJICHHBIE Y KPBIC U IBAHCKHUX
Makak, BBISIBIJIM CIEAYIOIIME OpPraHbl HIIM CHUCTEMBI, SIBISIOIIMECS MHIIEHBIO JEeWCTBUA
KalMaTUHUOA: TTODKEITYA0YHAs Kelie3a, TOJIOBHOW MOo3r/IieHTpasibHas HepBHas cucreMa (LTHC),
MEYCHb U, BO3MOXKHO, ITOYKH.

B 28-nHeBHOM U 13-HenenbHOM HCCIEIOBAaHUSX Y KPBIC U 00€3bsH HAOIIOAATUCH 0OpaTHUMbIe
W3MEHEHUS B TMOKEIYIOYHOW JKeje3e, B YAaCTHOCTU BaKyoIM3alUs alMHAPHBIX KIETOK
MOKEITYIOYHOM Keye3bl U (WIM) UX amomnTo3 B OTCYTCTBHE BOCIAJICHUS, YTO B PsI/IE CIIy4yacB
COIMPOBOXIAJIOCH TOBBIMNICHUEM AKTHBHOCTH AaMHJIA3bl WIIM JIMMA3Bl. Y KPBIC, MOITYYaBIIAX
npemnapaT B qo3e 60 Mr/kr/cyT wnu Bbimie (camiibl) U B q03€¢ 30 MI/KI/CYT WM BBILIE (CAMKH),
OTMEYallCh 00paTUMbIe U3MEHEHHSI B TIOJIKEITYIOYHOH Kelle3e HU3KOM CTEeTeH! BBHIPaKEHHOCTH
B 28-gHeBHOM U (1in) 13-HenenbHOM UCCIIEJOBAHUSX. Y 00€3bsSH U3MEHEHUS B MOJIKEITYT0UHON
Kelle3e BKITIOYAIA OOpaTUMBIH arlonTo3 allMHAPHBIX KJIETOK HU3KOW CTEIIEHU BBIPAKEHHOCTH BO
BCEX TpyIMax, NpuuyeM B 28-THEBHOM HCCIIEOBAaHUH Y JKUBOTHBIX, MOJYYaBIIUX Tpenapar B
BbICOKOU 03¢ (150 MI/Kr/cyT), 3TM M3MEHEHHUs COMPOBOXAATUCH MOBBIIMIEHHON aKTHUBHOCTHIO
aMuia3bl B CHIBOPOTKE, a B 13-HENEeTbHOM HCCIICIOBAHWU y HEOOJBIIOTO YWCia >KUBOTHBIX,
MOJTyYaBIIUX Tperapar B 103€ 75 MI/Kr/cyT, HaOI0Janach MOBBIICHHAs] aKTUBHOCTh aMHJIAa3bl U
JTUTA3kI.

Y Kpblc, MOMy4aBIIUX mpenapar B goze 60 mr/kr/cyt (camku) u 120 mr/kr/cyT (camiisl) B
28-THEBHOM WCCIICJIOBAHMA TOKCHUYHOCTH, HAOIOAIMCh TPU3HAKK, yKa3bIBAIOIIME Ha
ToKcHIHOCTh B oTHOIIeHNH [[HC (Takue Kak Tpemop W/WIM KOHBYJIBCHUH) U TUCTOJOTHYCCKHE
W3MEHEHUs B OeloM BellecTBe Taiamyca (Bakyonm3aius) (B J03aX, KOTOpble B MEpecyeTe Ha
AKCIIO3UIIMIO Y YelloBeKa, BhipaxxeHHYI0 B AUC, B >2,2 pa3a npeBbIIIali KIMHUYECKYIO J03y —

400 mr 2 pasa B cyrtku). Dpdexrsr B otHomeHun I[[HC w rHcTONIOTHMYECKHE W3MEHEHUS B
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TOJIOBHOM MO3T€ TOATBEPKIATUCH TAHHBIMU | 3-HefeAbHoro-HeeHe Ao BaH - PORCHIHOOTH-y-RPbIe;
B KOTOPOM Takke Oblia mokazana oopatumocts 3¢ ¢dekroB B orHomenuu [{HC u nusmenenuii B
rojIOBHOM Mo3re. B uccnenoBaHusix y sSIBAHCKMX MaKaK HUKAKUX MPU3HAKOB TOKCUYHOCTH B
orHomeHuu I{HC wnm u3MeHEeHU B TOJIOBHOM MO3I'€ BBISIBJICHO HE OBLIO.

B HeckonpKHX HCCIeI0OBaHUAX Y KPbIC M 00€3bsiH ObLIM OTMEUYEHbl He3HAYUTENIbHbIE U3MEHEHUS
B akTUBHOCTH TTedeHOUHBIX (hepMeHTOB (AJIT, ACT nnu/unu CII') B CBIBOPOTKE. DTH N3MECHEHHS
XapaKTEepPU30BaJIUCh BBHICOKOM BapualeIbHOCTHIO M MHUHUMAJIBHOM WM JIETKOW CTENEeHbIO
BBIPDQXKCHHOCTH; SIBHAsI 3aBUCHMOCTh 3THX HM3MEHEHHMM OT J03bl OTCYTCTBOBaja. YKa3aHHOE
MOBBIIICHNE AKTUBHOCTHU MEYEHOYHBIX ()EPMEHTOB B OOJBIIIMHCTBE CIy4aeB HE COMPOBOXKATIOCH
HUKaKUMH THUCTOJIOTMYECKUMH U3MEHEHHUSIMU B TICUEHH; UCKIIFOUEHHUE COCTaBIIsIO 13-HenenpHoe
HCCIICIOBAHKE y 00€3bsIH, B KOTOPOM y CAMIIOB, ITOJIYYaBIIUX IIperapar B 103¢ 75 MI/KT/cyT, Obu1a
BBISIBJICHA oOOpaTuMasi CyOKarcylsipHas HEUTpoQwibHAs HHPWIGTPANHS MUHUMAIHHOW WIIH
JIETKOM CTENEHU, COMPOBOK/IaBIIAsACSI HEKPO30M OTIEIbHBIX KIIETOK.

B 28-n1HeBHOM unccienoBaHUU y 00€3bsiH y CaMIIOB, MOTYYaBIIUX MpenapaT B 103€ 75 MI/KI/CyT
WM BBINIE, HAOIIOJAINCh THCTOJIOTHYECKE U3MEHEHHS B IMOYKaX B BUJC cIa00 WM YMEPEHHO
BBEIPOKCHHBIX OTJIOKCHHH aM(pUUILHOT0, KPUCTAJUIONOJIOOHOTO MaTepuayia, OKPYKEHHBIX
MHOTOSIICPHBIMA TUTAaHTCKUMH KJIETKaMHU, BHYTPU MOYEYHOTO UHTEPCTULIMA U (UITH) B MIPOCBETE
kaHanbleB. OnHako B 13-HeAeNnbHOM HMCCIENOBAaHUU Y 00€3bSH HU KaKUX-THOO OTJIOKEHHUHl B
MOYKaX, HU TOKCUYECKOTO JACHCTBUS HA TIOYKH HE HAOIIOAAIOCH HU JIJIsl OJTHOM M3 U3YYCHHBIX J103
(mo 75 mr/kr/cyt). JlonoJIHUTENIbHBIE UCCIIEIOBAHMS KPUCTAILUIONOI00HOTO MaTepuasa moKa3aiu,
YTO OH HE COJEPKUT HU KalMaTUHUOA, HU €r0 METa0OJIMTOB, a MPECTABIAET COO0N OTIOKEHUS
¢docara xanpLus.

B 00mmMx TOKCHKOJOTUYECKUX HCCICNOBAHMIX, B KOTOPBIX KPBICHI M OO0E3bSHBI MOJIy4asd
mpenapar B J03axX, MPEBHIABIINX KIMHUYECKY0 103y 400 mr 2 paza B CyTkH, 10 3,6 pas
(B mepecueTe Ha SKCMO3UIINIO Y UenoBeka, BeipakeHHyIo B AUC), Hukakux 3¢ (eKToB Ha MyKCKHUE

HJIN JKCHCKHUEC PCTIPOAYKTUBHBIC OPraHbl BBISIBJICHO HE OBLIIO.

dapmakosiornaeckas 0€30ImacHOCTb

B uccnenoBanusx ¢apmMakosoruueckoil 0e30macHOCTH KarnMaTHHHOA 3HAYUMBIX S(PQPEKTOB
npenapara Ha [[HC unu nokaszarenu GyHKIMU BIXaHUS Y KPBIC BBISIBJICHO HE ObLIO; Y 00€3bsH

TaK)Ke He ObLIO BBIABIIEHO HUKAKHUX 3(DPEeKTOB Ha cepiedHO-cocyaucTyIo pyHkIuio. Kanmatuauo
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MTOAABJISUT KATMEBBIM TOK, onocpenoBanHbiii hER

PUMUIDLT.

Kanneporesnoe u MyrareHHoe JEUCTBUE

HccnenoBanuii KaHIIEPOTEHHOTO ICUCTBUS IS KAIIMAaTUHUOA HE TTPOBOIIIIH.

B ananu3e in vitro Ha oOpaTHBIC MyTalluyu B OaKTepusiX (TecT DiiMca) MyTareHHOTO MOTEHIIHANA Y
KanmMaTUHUOA BBISIBICHO HE ObUIO, a B aHAIM3€ XPOMOCOMHBIX abeppaliuii in VItro B KyabType
TUMQPOIMTOB M3 mepuepruecKkoll KpOBHM 4UeJIOBeKa HE OBUIO OOHApYKEHO HUKAKUX
XPOMOCOMHBIX a0epparlivii, BbI3BaHHBIX IpernaparoM. B MukposiiepHom tecte In VIVO (B KiIeTKax

KOCTHOI'O MO3ra KpBICI)I) KaIIMaTUHHO He OKa3bIBaJI KJIaCTOT€HHOI'O ﬂeﬁCTBHﬂ.

dDoroceHcnOnIn3anus

Pe3ysbraThl Hcciaen0BaHMi POTOCCHCUOMIN3AIMHU, IPOBECHHBIE IN VItro u in Vivo, yka3eiBaiu Ha
TO, YTO KalMaTUHHO MOKET OKa3biBaTh (oToceHCcHOmIM3upyoiee eiicteue. Jlo3a, He
BbI3bIBaloNIasi HaOmomaemMoro HexenarenbHoro d3¢dekra (NOAEL), B wuccnemoBanuu
dorocerncuOmm3anuu in Vivo cocraBuia 30 mr/kr/cyt (Cmax = 14000 Hr/min), uto B pacdyere Ha

Chmax mpuMepHO B 2,9 pa3 npeBblIaeT KIMHUIeCKyo 103y 400 Mr 2 pa3a B CyTKH.

PenpoayKTuBHAs TOKCUYHOCTH

B uccnenoBaHusX paHHEro W TO3JHEr0 AMOpUOreHe3a y KpbhIC U KPOJUKOB OEpEeMEHHBIM
KUBOTHBIM MEPOPaAIbHO BBOAMIIM KallMaTUHUO B MEPUOJI OpraHoreHesa B Jo3ax 10 30 mr/kr/cyt
1 60 MI/KT/CyT COOTBETCTBEHHO.

3nayenus cucteMHoil skcno3unmu (AUC) mnpenapata y OepeMEHHBIX KpbIC (JUIsL J103bI
30 mr/kr/cyT) u kponukoB (60 mr/kr/cyt) mpubmusurensHo B 1,4 1,5 pa3a cOOTBETCTBEHHO
MpEeBBIIAIIA  €r0 O3KCIHO3MIMIO Yy JIIoJed, MOoJdy4yaBIIMX IpernapaT B MaKCHUMaJbHOM
pexomeHnoBaHHOM no03e s uenoseka (MPIH) 400 mr 2 paza B CyTKH.

VY KpbIC TOKCUYHOCTD JJIs1 MATEPUHCKOTO OpraHu3Ma (OHMKEHHBIN PUPOCT BECa U MOHUKEHHOE
notpebiieHne nuIM) Habmonaizach aias 703kl 30 Mr/kr/cytr. D¢dekTbl Ha IUIoA BKIOYAIN
MOHI>KEHHYIO Maccy IJI0/I0B, HEPETYISIPHYIO/HEMOJIHYIO OCCU(UKALINIO U TOBBIIICHHYIO YacTOTY
MasibopManuii mIOA0B  (HampuMep, ATUIWYHOE CTUOAHUE/BHYTPEHHSS  MallbpOTalUs
3aJHUX/NIEPEeAHUX  Jlal,  TOHKHE  KOCTM  NEepeAHUX  KOHEYHOCTEH,  OTCYTCTBHE

cru0aHus/MOHMKEHHOE Cru0aHue B CycTaBaxX O€JIpEHHBIX/JTOKTEBBIX KOCTEH, CY)KEHHBIH WU
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MaJICHbKHUH S3bIK) 471 103 >10 MI/KT/CYT (CHCTCMHAA-9KSHOSHIHA-B-OPFat3Me-MarepH-APH-9ToH
no3e cocrapisuia 0,56 OT 3KCMO3UIMK Yy 4YelloBeKa, noiydaroniero npenapatr 8 MPJIU 400 mr
2 pa3a B CyTKH).

VY KponMKOB HUKAaKUX 3((EKTOB HA MATEPUHCKHUN OpraHu3M B J103ax 10 60 MI/KI/CyT BBISBIECHO
He Obuto. DddekThl Ha IJI0J BKIOYAIM YMEHBIIEHHBIM pa3Mep JOJU JIETKOro IpHU J/103€
>5 mr/kr/cyt (cUCTeMHas JKCIO3MIMS TpU 3ToM nmo3e cocrabisuia 0,016 oT skcno3unuu y
yesoBeka, noyyvatomiero npemnapat B MPIH 400 mr 2 pa3a B CyTKH), a TAaK)Ke MIOHU>KEHHYIO MacCcy
IUTO/IOB, HEPETYJSPHYIO/HEMOIHYI0 OCCH(UKAIMI0 U TOBBIIIEHHYIO YacTOTy Malib(hopMariuii
IUI0JI0B (HAIpUMeEp, aTUMUYHOE CruOaHHe/MalbpoTalus 3aJHUX/TIEPEeIHUX Jal, TOHKHE KOCTU
MepeHNX/3aJHUX KOHEYHOCTEW, OTCYTCTBHE CTrHOaHUs/TIOHMKEHHOE CrubaHue B CycTaBax
OepEeHHBIX/TOKTEBBIX KOCTEH, YMEHBIICHHBIH pa3Mep J0Jei JIeTKOT0, CY>KeHHBIN WIH MaJCeHbKHN
S3BIK) JUISE 0361 60 MI/Kr/CyT (CHCTeMHas SKCIO3WIMS TpU 3TOW a03e B 1,5 mpesblmana

AKCIIO3UIUIO Y YelloBeKa, moyyaromiero npenapat B MP/IH 400 mr 2 pa3a B CyTKH).

6. PAPMAIIEBTUUYECKHUE CBOVCTBA

6.1. [lepeyenb BcnoMorareJibHbIX BellleCTB

Snpo TabieTku

[emrono3a MUKpOKpPUCTATITMYECKAS
MauauTON

KpocnoBumon (tum A)

IToBugon K30

Maruus creapat

KpemHuust nuokcu1 KOJTOUIHbBIN
Hatpus naypuncynsdar

[1neHouyHas 00o104Ka

Tabpexma, 150 m2, mabiemku, NOKpblmble NACHOYHOU 000J10YKOU

I'mnpomennosa

Turana auokcun (E171)
Maxporoa 4000

Tanpk

XKenesa okcun xentsiii (E172)
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Kenesa okcun kpacueiit (E172)
Kenesa okcun uepnsiii (E172)

Tabpexma 200 m2, mabaemku, NOKpbimble NIeHOYHOU 000I0UYKOU

I'mnpomeriosa

Turana guokcun (E171)
Makporoa 4000

Tanpk

XKenesa okcun xentelii (E172)

6.2. HecoBMecTHUMOCTD

He nmpumenumo.

6.3. Cpok rogHocTH (CPOK XpaHeHHs)

3 rona.

6.4. OcoOble MepbI IPEAOCTOPOKHOCTH IPH XPAHEHHUH
XpaHuTth 1pu Temneparype He Boiie 25 °C.

XpaHUTh B OPUTMHAIBHOM yrakoBKe (Oa1cTep) IS 3alUThl OT BJIArHd.

6.5. XapakTep u conep:xkaHue NePBUYHON YIAKOBKHU
ITo 12 Tabnerok B Onuctep u3 [IXTOI/TIBX/antoMuuneBoii ¢obru.
ITo 5 nnu 10 6aucTepoB BMECTE C TUCTKOM-BKJIA/IBIIIEM B KAPTOHHYIO MTAUKY.

JlonmyckaeTcst HaIM4re KOHTPOJISI IEPBUYHOIO BCKPBITUS HA KAPTOHHOM MayKe.

6.6. Oco0ble Mepbl MNPeJIOCTOPOKHOCTH NPH  YHUUYTOKEHHM  HMCHOJb30BAHHOIO
JIEKAPCTBEHHOI0  Mpenapara WJIH OTX0A0B, IOJYYEHHBIX [Ocjde HNPUMEHEeHMs
JIEKAPpCTBEHHOT0 NMpenapara, i Apyrue MAaHUIMYJISIHH C MPenapaToM

Oco0bie TpeOOBaHUS OTCYTCTBYIOT.

JIroboe KOMMYECTBO HEUCIOJIb30BAHHOTO TpenapaTa WM PACXOAHbIE MaTepHUaibl JOJKHBI
YHUYTOXXATbCS B COOTBETCTBHMM C YCTAaHOBJICHHBIMHM HAIlMOHAJIbHBIM 3aKOHOAATEIbCTBOM

TpeOOBaHUSIMU.
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7. AEP/KATEJIb PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Hosaptuc ®apma AI' / Novartis Pharma AG

JIuxTmpacce 35, 4056 basens, [lBetinapus / Lichtstrasse 35, 4056 Basel, Switzerland

7.1. Hpe}ICTaBHTeJ'[L AepiKaTeisl PETUCTPAIUOHHOIO YIOCTOBEPECHUSA

IIperen3zun HOTDC6I/ITCJ’Ief/'I HanpasJIATh 110 aApPECy.

Poccuiickasg @eneparys

00O «HoBaptuc @apmar»

125315 r. Mocksa, Jlenunrpaackuit mpocrekT, a. 70
ten.: +7 495 967 12 70

(dakc: +7 495 967 12 68

a11. touta: drug.safety russia@novartis.com

Pecnv@mxa Kazaxcran

Oununan Komnanun «Hosaptuc @apma CepBucaz Al»
050022 r. Anmartsl, yin. Kypmanrassl, 95

Ten.: +7 727 258-24-47

bakc: +7 727 244-26-51

a11. mouTa: drugsafety.cis@novartis.com

PecnyOnmka ApMeHus

000 «ACTEPUA»

0051 r. Epesan, yn. Haupu 3apsn, 72/3
ten.: +374 11 51-90-70

a11. touta: drugsafety.cis@novartis.com

8. HOMEP PETHCTPALIMOHHOI'O YIOCTOBEPEHUS

JITT-Ne(001080)-(PT-RU)

9. JATA TIEPBUYHOW PETMCTPAIIMM (IMMOATBEPKIEHUSA
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OTEBETCTBYET DKCIHNEFTHOMY QTHETY

ot 24.03.2023 Ne 5682
(NOCNENOBATENBHOCTE 0007)

PETUCTPALUU, HEPEPET UCTPALGFHD

Jara nepsoii peructpauun: 02 aBrycra 2022

10. JATA IEPECMOTPA TEKCTA

OO01mmas xapakTepHuCTHKa JICKApCTBEHHOTO TpemnapaTta Tabpekra mocTynHa Ha HHHOPMAIMOHHOM

noptane EBpazuiickoro 3KOHOMHYECKOTO COI03a B MH()OPMAIIMOHHO-KOMMYHHUKAIIHOHHON CETH

«MuTepuery http://eec.eaeunion.org/
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