COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 16.12.2024 N2 27784

MUHUCTEPCTBO 3JIPABOOXPAHEHUSI POCCUVICKOU OEIEPALTUM oo

NHCTPYKIMA
[10 MEJUITMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITPETIAPATA

TAGUHIAP®

Kancyinsl, 50 mr, 75 Mr

I'nmaxco Bamnxom C.A., Ucnianus

000 kHonap’mc dapmachroTHKAN MoHBIODEKTYPHHI»

OG6IEeCTBO ¢ OrpaHUYEHHOH OTBETCTBEHHOCTBIO «CKOIMMHCKWI
@APMAI.IEBTI/ILIECKI/II‘/'I 3ABO/I» (OO0 « CKOIIMH®APM»)

Uzmenenne Ne 11

,IIaTa BHECCHHA U3MCHCHHA «

» 20 1.

Crapas pepakuus

Hosas pepaxuust

DOAPMAKOJIOTMYECKHE CBOMCTBA
DapmMakoouHaMuKa

Mexanusm oeiicmeua

Monomepanua

Jabpadenu® sBISETCS MOIIHBIM CENEKTHBHAIM
KoukypupytomuMm ¢ AT® wunruburopom RAF-
kuna3; 3HayeHmst  ICso I8 u30(EepPMEHTOB
BRAFV6%E BRAFV60K y BRAFYSYD cocramstor
1,84 umonb

0,65 uMOIbB, 0,5 uMoNB )

COOTBETCTBEHHO. OHKOreHHEIE BapHalyy
aMHHOKMCIIOTHL B mojioxxeHnu BanuHa 600 (V600)
BRAF BegyT k KOHCTUTYTHBHOM aKTHBalMM Iy TS
RAS/RAF/MEK/ERK u

ONMYXONEBHIX KkieTok. Myrtauuu reHa BRAF

CTUMYJIIAIUH  pOCTa

BBIIBJIAIOTCA IIpx CHCI.II/I(i)I/I‘IeCKHX
HOB006pa30BaHI/I$IX, BKIIIO4Yass MCJIaHOMY (OKOJIO

50% cnyuaeB) U HEMENIKOKJIETOYHBIN paK JIETKUX

DAPMAKOJIOT'MYECKHUE CBOMCTBA
DapmMaKkoOUHAMUKA

Mexanuszm Oeiicmeusn

Monomepanus

Jabpadenn® SBIAETCS MOIIHBIM CENEKTHBHEIM
KoHKypupyroumMm ¢ AT® wparuburopom RAF-
ICso modepmMeHTOB
BRAFY6E BRAFV60K i BRAF V69D ¢ocrapnsior

KHHa3; 3HA4YCHHA A

0,65 HMOIIB, 0,5 amons u 1,84 umoiB

COOTBETCTBEHHO. OHKOTeHHEIE BapHaIyn
aMHHOKHMCJIOTHI B IOJIoXkeHuH BaiHa 600 (V600)
BRAF BeayT x KOHCTUTYTUBHOM aKTHBaLMH ITyTs
RAS/RAF/MEK/ERK u

ONYXOJNEBHX KIeTOK. MyTtamuun rena BRAF

CTUMYJSIMH ~ pOCTa

BBISIBIISIOTCSA hins crerpuyecKux
HOBOOOPa3OBaHMAK, BKIOYAs MeTaHOMy (OKOJIO

50% ciyuaeB) ¥ HEMENKOKIJIETOYHBIN paK JIETKUX




COOTBETCTEYET 2KCNEPTHOMY OTUETY
Vs T
¥770

oT 16.12.2024 Nz 27784
(Bxopawmia M3 N=4304583

Crapas pegakuus

Hogas pepaxuns

(1-3%).

HauGonee pacnpocTpaHEHHBIE MyTallud TI€Ha,
V600E, a Taroxke V600K, coctasmsror 95% oT Bcex
MyTauuii resa BRAF y nanueHTos ¢ pasnuyHbEIMA
B

apyrue
MyTanuy, Takue kak V600D, V600G u V600R.

37J0KaYeCTBEHHBIMHI HOB006paSOBaHPIHMI/I.

peAKHX ciydasx oOHapyXUBAKOTCS
B 6GHOXMMMYECKMX HCIBITAHMAX [JabpadeHnd
taxke HHruoupyer uzodpepmentsl CRAF 1 BRAF
«mnukoro» tuna co 3HadeHmeM ICso 5,0 HMone u
Habpadennd

MHHOUpYeT POCT JIMHHM KJIETOK MENaHOMBI H

3,2 HMOJIb COOTBETCTBEHHO.

HEMEJIKOKIETOYHOr0 paka JIErKOro, HECYIUX
mytaito reHa BRAF V600, in vitro u B
KCEHOTPAHCIIIAHTATAX MOJENEH MeNaHoMbl in
vivo.

Myrtaiuu rena BRAF nabmopnarores B 2% ciydaes
HEMEJIKOKJIETOYHOTO paka JIerKoro, U Hauboiee
YacTO BCTPEYAIOTCS MU  aJeHOKapLHUHOMAX.
Myramus BRAF V600E cocraiser mpuMepHO
TIOJIOBUHY BCEX MyTalMii [AaHHOTO TIeHa IIpU
HEMEJIKOKJIETOUYHOM paKe JIErKoro, KpoMe KOTOPOH
BCTpeyaroTcsi Takke Jpyrue Mytauuun BRAF
V600, V600K,

NPUBOIMT K KOHCTUTYTHBHOM akTHBauuu BRAF u

HanpuMmep, KOTOpast  TaKKe
ABIISIETCS YyBCTBUTENBHOMU K nHrnOuTopaMm BRAF.
Kombunayua ¢ mpamemunubom

ABNAETCS

TpaMCTI/IHPI6 BBICOKOCCJICKTHBHEIM

00paTHMBIM  aJNIOCTEPHYECKUM  HHTHOHTOPOM
aKTUBAllUM MHTOreH-aKTHBHPYeMBIX KHHa3 1
(MEK1) u 2 (MEK2),

BHeKIeTOUHEM curHanoM. benxu MEK sBnsroTes

peryIupyeMbix

(1-3%).

Haubonee pacnpocTpaHeHHbIE MyTalUM TIe€Ha,
V600E, a taroxe V600K, coctraBisror 95% oT Beex
MyTanuit rena BRAF y nanuenToB ¢ pa3nMyHeEIMU
B

3JIOKa4YCCTBCHHEIMHA HOBOOGpaBOBaHI/IHMI/I.

pemKHMX ciydasx OOHapyXHBAalOTCi  Jpyrue
MyTauuu, takue kak V600D, V600G u V600R.

B OuoxuMuyeckux ucnblTaHWAX Habpadenud
takxe uHruoupyet nzopepmenTs CRAF 1 BRAF
«mauxoro» Tuna co 3HauenueM ICso 5,0 HMONE U
Habpadenud

MHIUOMPYeT POCT JIMHMM KJIETOK MENaHOMBI H

3,2 HMOJIb . COOTBETCTBEHHO.

HEMEJKOKJIETOYHOTO paka JIeTKOro, HecyluX
myramto rena BRAF V600, in vitro u B
KCEHOTPAHCIUIaHTaTaX MoJellell MEIaHOMEl in
Vivo.

Myrtamuu rena BRAF Habmonarorcs B 2% ciiyyaes
HEMEJKOKJIETOYHOTO paka JIerkoro, U Haubolee
YacTO BCTPEYAIOTCS IIpH aﬂeHOKai)HHHOMaX.
Mytauus BRAF V600E cocTaBnser mpumepHO
MOJIOBMHY BCEX MYTalldii JaHHOTO TIeHa IIpH
HEMEJIKOKJIETOYHOM paKe JIErkoro, KpoMe KOTOpoi
BCTpEYalOTCs Taloke Apyrue Myrtauun BRAF
V600, V600K,

TIPHUBOJAUT K KOHCTUTYTHBHON akTuBauuu BRAF u

HarpuMmep, KOTOpasi TakKe
SIBJIIETCS Yy BCTBUTENBHOM K mHruburopam BRAF.
Kombunayua c mpamemunubom

SIBISETCS

Tpame'mHHG BBICOKOCCJICKTUBHEIM

OOpaTHMBIM ~ alIIOCTEPUYECKUM  MHTHOUTOPOM
aKTHBallU MWTOTEH-aKTHBHPYEMBIX KuHa3 |
(MEK1) wu .2 (MEK2),

BHeKIETOUHEIM curanoM. benxu MEK saBisroTcs

PperyIupyeMbIx




COOTBETCTBY

T 3KCNEPTHOMY OTYETY
oT 16.12.2024 N= 27784

(Bxoaswmi M3 N24304533

Crapas pegakuus

Hogas pepaxkuns

KoMroHeHTamu curHansHoro mytd ERK (xuHazsl,
perynupyeMoii BHEKJIETOYHBIM CUTHAIOM).

Ilpn KOMOUHHUPOBaHHOM NpAMEHECHUHU
nabpadenud u TpameTHHUO HHTUOUPYIOT HBE
KHHa3bl B JaHHOM curHaneHoM Iytd, BRAF n
9THUX

MEK. Ilpumenenue IpenapaToB B

KOMOMHAIMM  IO3BOJSIET JOCTHYh  JBOHHOIO
HHIUOUPOBAaHHS INIPOBEECHHs NPOIH(pePaTUBHOIO
CUrHana.

KomOunuposanHoe NpUMEHEHHE

nabpadennba u  TpameTHHHOA  OKAa3BIBAET
CHHEPrHYecKOe AEHCTBHE B KJICTOYHBIX JIMHHAX
MENaHOMEI M HEMENKOKIIETOYHOr0 pakKa JIEFKHUX ¢
myTauueit BRAF in vitro u 3anep>xuBaet pa3BuTHe
PE3UCTEHTHOCTH in Vivo B KCEHOTpaHCIUIAHTaTaX

MeJlaHOMEI, Hecyuux Mytauuro BRAF V600.

Habpadennd HOZABIISAET HIDKeIeXKaIui
¢apmaxoguHaMUUECKUit MapKep
(bochopmmupoBannyro ERK) B xuerkax

MeJlaHOMBI, Hecynux mytanuio BRAF V600, kak
in vitro, TaK M y >KHBOTHBIX. Y NALUEHTOB C

MenaHoMoit ¢ mytanueit BRAF V600 nabpadenut

HOJAaBIIET aKTHBHOCTH  (octhopunupoBaHHOM
ERK-KkvHa3Bl 1O OTHOINEHMIO K HCXOOHOMY
YPOBHIO.

Yonunenue unmepeana QT

[ToTeHnuanrHOe  BIIMSIHUE

QT

CIeUaJIM3HPOBAaHHOM

Ha YAJIUHCHUE

HHTEpBaJia OLCHUBAIH B
HUCCIICJOBaHHHU (v
MHOrOKpPaTHBIM

pHEMOM nabpadenuda.

[Iperbimaromas TEPANeBTUYECKY IO no3a
nabpapennda 300 Mr HazHavamack IBaXIBl B

CYTKM 32 mauueHTaMm ¢ OIyXOJSIMH C MyTaluei

KoMIoHeHTamH curHainsHoro Iytd ERK (xuHassl,
peryIupyeMoil BHEKJIETOYHBIM CUTHAJIOM).

Ilpu KOMOWHMPOBAaHHOM [NPUMEHEHUU
nabpadeHnd u TpaMeTHHHO WHTrHOUPYIOT HBE
KHHa3bl B JaHHOM cUrHaipHOM IyTH, BRAF u
MEK. Ilpumenenue

STHX TMpenapaTtoB B

KOMOMHAMK IO3BOJSIET JOCTHYh JBOHHOIO
HHTHOMPOBAaHMS INPOBEJCHHS NPOIUGEpaTHBHOIO
CHUTHana.

KoMbunupoBaHHOE  IpUMEHEHHE

nabpajennba w  TpameruHMOa  OKa3BIBAaET
CHHEPrayeckoe JEeHCTBHE B KJIETOYHBIX JIMHMAX
MEIaHOMBI ¥ HEMEJIKOKIETOYHOrO paKa JIETKHX C
mytauueit BRAF in vitro u 3agepxuBaer pazBuTue
PE3UCTEHTHOCTH in Vivo B KCEHOTPaHCIUIAHTAaTax

MenaHOMEI, Hecylux MyTtanuio BRAF V600.

Habpadenud IOJABIIIET HIDKENEeXaIUi
(bapMaKkoAMHAMMYECKUMN Mapkep
(docdhopumuposannyro ERK) B xierkax

MenaHoMEl, Hecymux myTtanuo BRAF V600, kax
in vitro, Tak M y JXUBOTHBIX. Y HALIUEHTOB C
MenaHomoii ¢ mytanueit BRAF V600 na6padenutd
MOAABJISET

aKTHBHOCTH  (pochoprIHpOBaHHOM

ERK-kMHa35l [0 OTHOIIEHHIO K HCXOIHOMY
YPOBHIO.

Yonunenue unmepeana QT

HOTCHI.lIrIaIIBHOC BJINSIHUC

QT

CrieuaIn3upoBaHHOM

Ha YAJTAHCHUC

HHTCpBAJIa OLICHUBAJIX B
HCCICAOBAHHUH C
MHOTI'OKpaTHBIM

NPUEMOM nabpadeHuda.

IIpesrimaromas TePaIeBTHIECKYIO n03a
nabpadenuba 300 Mr HasHayamachk JBaXABI B

CYTKHA 32 NnangueHTaM ¢ OITYXOJEKIMU € MyTalIPIeﬁ




COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 16.12.2024 N2 27784

|Bxopawmi M3 N=4

Crapas pepaxkuus

Hopasi pepaxnus

reia BRAF V600. Knuauyecku 3HaYUMOro
BiusAHus Aabpadenuba wmm ero MeTaboIHTOB Ha
yanuHeHue untepsaia QTc ne HabmronaNoCh.

Haubonbwmee ypnmunenue unrepraia QTc, Gomee
60 wmc, y 3%

noxydapmux fabpadenud (Birodas OquH ciydait

Ha6monanocr, IMaITUECHTOB,

¢ ysenuueHueM >500 mc B obmeit nonynaunu). B
111 MEK115306 vy

IIOJTy4YaBIHUX

MCCIIeIOBaHUHU dazsr

[ALUEHTOB, TpaMeTHHUO B
KoMOuHaImH ¢ fabpadeHnOoM, He OBLIO BEIBIEHO
HM OJHOrO ciyd4as yanuHeHus uHTepBana QT,
dopmyie
(QTcB) >500 mc; ynnmunenue QTcB Gosee yem Ha

CKOPPEKTHPOBAHHOTO IO bazerra
60 MC OT MCXOZHOrO YpOBHS OTMedanoch y 1%
(3/209) manwentos. B mccnemosanuu III daswr
MEK116513 y 4 nanuentor (1%), mosy4yaBuimx
TpaMeTHHHO B KoMOuHanum ¢ nabpadeHnGoM,
Habmopmanock ymaHenne QTcB 3 crenenu (>500
MC), ¥ 2 u3 HuX oTMedeHO yinuHenne QTcB 3
creneHn (>500 Mc), YTO TakkKe SBIIOCH
yIUTHHEHUeM Ha >60 MC OT HCXOIHOTO 3HAYEHNS.
DapmakoKunemuxa

Bcacwieanue

MaxkciManbsHas KOHIEHTpauys nabpadenuta B
mnasMe KpoBH (Cmax) IOCTE MpHEMA BHYTpS
AOCTHTaeTcst B cpefiHeM 4depes 2 vaca. Cpenmss
abcomoTHast GHoIOCTYNHOCTE AabpadeHuba npu
IpreMe BHYTPb COCTaBIseT 95%. DKcrosuius
(Crmax
(hapMaKOKUHETHYECKOH KPHUBOI «KOHIIEHTpAaLys-

Bpems»» (AUC))

nabpaderuda 12 QD1 ) (01 15:3: 0SS 1 (o)

YBCIIUYHUBACTCA

IIPOMOPIIMOHAJIBHO A03€ IIOCNE€ OJXHOKpPATHOTO

rena BRAF V600. Knunuyecku 3Ha4uMoro
BIUsAHMA Aabpadennda wy ero MeTaboIUTOB Ha
yauuHenue untepsana QTc He Habmomanock.

Haubonemee ypmunenne unrepsana QTc, Gonee
60 wMc, Habmopamock y 3% NalUUEHTOB,
HoJyyaBmUX Aabpadenud (BKIrovas OuH Citydai
¢ yeenuuenueM >500 mc B obmieit nomysanun). B
111 MEK115306 vy

NONyYaBIIMX  TpaMeTHHUO B

HCCIIeIOBAaHUHN ¢azml
HalUEHTOB,
koMb6uHauuu ¢ fabpadeHnooM, He GbUIO BEISIBICHO
HM OJHOrO ciy4as yaiauHeHus unrtepsana QT,
dbopmyne
(QTcB) >500 mc; ymmmnenne QTcB Gonee ueM Ha

CKOPPEKTHPOBaHHOTO IO bazerra
60 MC OT MCXOIHOrO YpOBHSA OTMedasoch y 1%
(3/209) naumentoB. B mccnenopaHuu I ¢assr
MEK116513 y 4 nauuentoB (1%), momy4asmux
TpaMeTHHHO B KOoMOHMHanuu ¢ JgabpadeHunCoM,
Habmoaanock ymmnerne QTcB 3 crenenn (>500
MC), ¥ 2 U3 HMX oTMedeHo ymmuHeHue QTcB 3.
creneHd (>500 mMc), YTO TaKXKe SBIAIOCH
yIUIHHEHHEM Ha >60 MC OT UCXOJHOTO 3HAYEHMS.
DapmaxkoKuHemuxka

Bcacvisanue

MaxkcumaneHas KoHUeHTpauus nabpadennba B
ia3me ‘kpom (Cmax) mocie mnpueMa BHYTPH
IOCTHraeTcs B cpeflHeM depe3 2 daca. Cpeassas
abcomoTHas 6uomocTynHOCTE AabpadeHnba npu
IIpUEME BHYTpPh- COCTaBIseT 95%. Ixcrnosuuus
(Crnax
bapMaKOKMHETHYECKOM KPHUBOH «KOHIEHTPALVS-

BpeMs» (AUC))

nabpadenuda U IUIOWaAb  IOA

YBEJIIMYHBACTCS

HPOIIOPIMOHANIBHO J03€ II0CI€ OJHOKPATHOIO




COOTBETCTBYET KCNEPTHOMY OTYETY
bl 37704

oT 16.12.2024 N= 27784
[Bxogawmi M3 N24304583

Crapas pegakuns

Hopas pepaxuus

IpUeMa BHYTpb B AManasoHe A03 OT 12 Mr mo
300 Mr, ogHaKO TpU MOBTOPHOM IpHeMe 2 pasa B
CYTKM  YBEIMYEHHE  OKCIIO3UIMU  MEHee
IPONOPUHOHANBHOrO Jo3e. IIpu MHOroxpaTHoM
IpUMEHEHHH

SKCHO3UIMSA nabpadenubda

HECKONIBKO ~ CHIDKAeTCs, BO3MOXHO 32 CYeT
HHAYKIMK cobcTBeHHOro MetabosmsMma. CpenHee
cootHomenne kymymauuu AUC nens 18 / gens 1
cocrasmino 0,73. Ilocne mpuema nabpadenuba B
noze 150mMr 2 paza B

CYTKH  CpefHee

reoMeTpuueckoe Cmax, AUC(0r) U KOHLEHTpanus
nepes npuemom 103k (Cr) coctaBunu 1478 ur/mu,
4341 urxyac/mi 1 26 Hr/MJI COOTBETCTBEHHO.

[Ipn npueme BO BpeMs easl GHOAOCTYIHOCTH
(Cmax - m  AUC

ymensmarores Ha 51% u 31% cooTBeTCTBEHHO),

nabpadennba  cHmKaercs

BCackIBaHuE 3aMEIJIICTCA MO CpPaBHEHHIO C

npueMoM nabpadeHunda B Karcyiax HaTOIIaK.

*nocnemyromuii TeKCT paszenia IpecTaBlIeH Oe3

W3MeHeHui*

npueMa BHYTPh B JHWama3oHe A03 OT 12 Mr jo
300 mr, ofHaKO Npu OBTOPHOM IIpHeMe 2 pasa B
CYTKM  YBEIMYEHHE  OSKCIO3MLIMM  MeHee
IPONOPUMOHANEHOr0 fAo3e. Ilpm MHOroxpaTHOM
NPUMEHEHHU

9KCITO3UIHS nabpagenubda

HECKOJBKO CHIDKAETCs, BO3MOXKHO 3a CYeT
"UHAYKIMHM cobcTBeHHOro Merabonusma. CpeqHee
cootHomeHne Kymynauuu AUC nens 18 / mens 1
-coctaBuio 0,73. Ilocne mpuema mabpadenuda B
aose 150mMr 2 pasa B cyTkH cpeaHee
reoMeTpudeckoe Cmax, AUC(0.1y M KOHLEHTpauus
nepest npuemoM 10351 (Cr) coctaBunu 1478 ur/mu,
4341 Hrxyac/mMi 1 26 HI/MJI COOTBETCTBEHHO.

IIpn

npHeme RaGpadenuda c

BbICOKOKANOPUHHOH mNHIIed ¢ BBICOKHM
COJep’KaHHEM JKHPOB OTMEYAETCS CHHIKEHHe
ouogocTynHOCTH (Cmax 1 AUC ymenbmarorcst
Ha 51% u 31% coOTBETCTBEHHO) U 3aMeAJIeHHe
BCACBIBAEMOCTH M0 CPAaBHEHHI0 C NPUEMOM

Aabdpadennda HaTOIIAK.

*1ocnenyIomuil TeKCT pasfena MpeacTaBieH 0e3

W3MEHEHUT*

CroCOB NIPUMEHEHUS U IO3bI

Jleyuenne mupenapatom Tadumnap®  momken

IIpOBOAUTE Bpad, HMEIOLINM OIIBIT IIPAUMEHCHUA

IIPOTHBOOIIYXOJIEBEIX IIPENapaToB.
IIpenapat npMHUMAIOT BHYTPb.

Ilepen  HagamoM  IpHMEHEHUs  Iperapara

Tadumnap® HE00XO0MMO IIOJTyYHTh

noATBepXAeHue MyTamuud reHa BRAF V600 K

CII0OCOE IPUMEHEHYS M 10361

Jleyenne npenaparom Tadumnap®  momkeH

NPOBOAUTE Bpay, HAMEIOIIHKA OIIBIT HPpAMCHEHHA

IIPOTHBOOITYXOJIEBEIX [IPENaparToB.
IIpenapar NpMHUMAIOT BHYTPb.

Ilepen  HayanoM  NpUMEHeHWs  Ipenapara

Taduunap® HEOBXOIIMO TIOJTy YHTh

noAareepxxacHue Mytauuu reHa BRAF V600 ¢




COOTBETCTBYET 3KCMEPTHOMY OTYETY
ot 16.12.2024 Ne 27784

(Bxoamwmi M2 N=4304583

Crapas pegaxkuus

Hogras pepakuns

IIOMOIIBI0 OJJOOPEHHOT0 WM BalUIUPOBAHHOIO
TecTa y Kaxuaoro mauuenta. OQp¢deKTHBHOCT: U
6e30macHOCTh npenapara Ta(bnﬂnap® y HallUEHTOB
C MENaHOMOM MM HEMEJIKOKJIETOYHEIM DPaKoM
nerkoro ¢ resoM BRAF «muxoro» TtHma He
YCTaHOBIIEHA. penapar Ta(bmmap®
NpOTHBOIOKAa3aH [N JIeYeHWs TMaIMeHTOB C
MEJIAHOMOM HMIIM  HEMEJKOKIETOYHBIM PpakoM

serxoro ¢ reHoM BRAF «aukoro» tuma.

Ilpu npumenenun mnpenapara Tapumnap® B

KOMOMHaNMM ¢  TpaMeTHHUOOM, IOCIIEIHUM
CliClyeT MNpUMEHATh B [J03aX, YKa3aHHBIX B

MHCTPYKIMH [0 IIPUMEHEHHIO TpaMeTUHHOA.
Bspocnvie

Pexomenyemas 103a, kak B MOHOTEpAINUH, TaK ¥ B
KOMOHWHAIUH ¢ TpaMeTHHHOOM, coctapysier 150 mr
(2 xamcynel mo 75 Mr) 2 paza B CYTKH, 4TO
COOTBETCTBYET CyMMapHOii CyTo4Hoi 03e 300 mr.
Kancynet  mpemapara  Taduumap®  cnemyer
NpUHAMATh BHYTpPh HE IO3HEe, YyeM 3a 1 yac xo
IpyYeMa MUY WK He paHblle, yeM depe3 2 Jaca
mocne mpueMa muimy, cobuyromas 12-yacopoit
HHTEpBal MEXJy IpHEMOM Kaxaod xo3el. B
Clydae TMIpoNycKa MpHEMa OdYepefHOi O3B
npenapata Tadurmap® mnponymenHyo 03y

IIpUHAMATG HE CJHEAYyeT, CCIM OO0 IIpueMa

cnezly}omef/l JAO3BI OCTA€TCA MCHEEC 6 4acos.

Tepanus npenapaToM HODKHA HPOAOKATHECS JIO

TEX IOp, NMOKa UMEETCs MOJOKUTENBHEIN 3 dexr

HOMOIIBIO OAOOPEHHOrO HIM BaIMAMPOBAHHOTO
TecTa y KaxAoro nanueHta. O¢dekTHBHOCTD U
6esonacHocTh npenapata Tadunnap® y nanueHToB
C MEJIaHOMOH MM HEMENKOKIETOYHBIM paKkoM
nerkoro. ¢ reHoM BRAF «guxoro» Tuma He
yCTaHOBIIEHA. ITpenapar Tadunnap®
IPOTHBONOKA3aH [JIs JIe4eHHUs ITal[ieHTOB ¢
MEJIAHOMOM MIIH  HEMENKOKJIETOYHEIM ~ PaKoM

nerkoro ¢ redoM BRAF «aukoroy» tumna.

Ilpu npumenenun npenapatra Tadumnap® B

KOMOMHAIMM C  TPaMETHHHOOM, . MOCICAHUIA
clieqyeT TpPUMEHATh B [03aX, YyKa3aHHHIX B

MHCTPYKIMH 110 IPUMEHEHHUIO TpaMeTHHHOA.
Bspocnvie

Pexomennyemas 103a, kak B MOHOTEpAIIHH, TaK U B
KOMOUHALMHU C TPaMETHHHOOM, cocTaBiseT 150 mr
.(2 Karncynsl mo 75 mr) 2 paza B CYTKH, 4YTO
COOTBETCTBYET CyMMapHO# cyTouHo# 03¢ 300 Mr.
Kancymst  npemapata  Tadummap®  cnexyer
IPUHUMATD BHYTPh KaM/blil 1€Hb B OHO H TO 3Ke
BpeMs, 0e3 eibl, HE IO3/HEe, yeM 3a | Yac Jo
IpyYeMa MUK WM He paHblle, yeM depe3 2 yaca
Iocjie npueMa NHM, cobmonas 12-yacoBoit
HMHTEpBAI MEXAy [PUEMOM KaXIOi O3BL
Kancyasl ciegyer mporjaTrolBaTh HETHKOM,
3amUBasl CTAKAHOM

B

BOJbI, HE¢ JIoOMad H He

pa3ikeBbIBad. ClIyda€ IIpOIMyCKa TIpueMa

odepenHo  mo3pl  npemapata  Tadumnap®
TNPOITYIIEHHYIO HO3Y IPUHAMATE HE CIIEAYET, ECIH
J0 TpueMa clemyromeil Jo3el ocTaeTcs MeHee 6

qacCoB. lel BOZHHKHOBEHHH PBOTHI II0Cj]Ie




COOTBETCTBYET 3IKCNEPTHOMY OTYETY
oT 16.12.2024 Nz 27784
(BxopgAwmid M3 N243045383
Crapas pegakuns HoBas penaxkuus
WM JI0 MOMEHTa BO3HUKHOBEHMS HEAOIYCTUMOI | mpueMa ouepeTHoi 03Bl npenapara

TOKCHYECKOH PEeaKIIuu.

[lpn mpumeHenwn npenapara Tadumnap® B
KOMOMHALMH C TPaMETHHHOOM OJHOKpATHYIO
CYTOYHYIO 03y TPaMETHHHOA ClielyeT IPUHUMATh
KaXIpl IEHb B OJHO M TO XK€ BpeMs BMECTE C
yIpEeHHEH MIu BeyepHeH Mo030H mpenapara

Tadunnap®.

*nocnenyromuil TEKCT paszena IpeACTaBlieH Oe3

Tadunnap®, ue ciieyer NOBTOPHO NPMHAMATE

A03y, CJIeaYET AOKIATHCH cIeaywmero

3alJIAHHPOBAHHOrO Npuéma.

;

Tepanus npenapatoM AODKHA HPOJOJDKATHCA 10
TEX IIOp, [IOKA UMEETCA IMOJIOKUTEABHBINA dddekT
HJIA 10 MOMEHTa BO3HHKHOBEHMS HEJOITyCTHMOMN

TOKCHYECKOH peaKiuu.

Ilpu npumeHeHun npenapata Tadumiap® B
KOMOMHALMKM € TPaMETHMHMOOM OXHOKpATHYIO
CYTOYHYIO 703y TpaMeTHHUOA CleayeT NPHHIMATD
KaXIBIH JI€Hbp B OZHO M TO X€ BpeMs BMECTE C
YIpEHHEH MM BedyepHeH 1030 IpemapaTta

Tadunnap®.

*Hocemylomumit TEKCT paszena mpecTaBieH Oes

M3MEHEeHNH * .
HU3MEHEHUI*
IIOBOYHOE AEMCTBUE IIOBOYHOE AEIICTBHE
O6veauHeHHBlE JaHHBlE IO Oe3omacHOCTH | OObeOUHEHHBlE  JaHHBIE [0  OE€30IaCHOCTH

MOHOTepanuu npenapatom Tagunnap® nomydens:
B PE3yJbTaTe ILATH KIIMHMYECKHX UCCIICOBAHMM ¢
ydJacTHeM 578 NanMeHToB ¢ Hepe3ekTabenbHON
MM METAacTaTU4YEeCKOH MEJIaHOMOH ¢ MyTauuei
reda BRAF V600. HauGonee vactemu (>15%)

HexenareneHeiMu  peakiuamu  (HP)  aensnucek

TUIIepKepaTo3, ToNOBHas 0onb, JIUXOPaJKa,
apTpairys, IIOBHIIEHHAA YTOMJIIEMOCTb,
TOIIHOTA, KOXHBIE HallWUIOMEI, alonelus,

KO>XXHAs CEHINb ¥ PBOTA.
bezonacHocts Tepanuu jgabpadeHuboM B Ho3e
150Mr 2 paza B CyTkM B KOMOMHaMH C

| TpamMeTHHMGOM B f03€ 2 MT 1 pa3 B CyTKH OLieHEHa

MOHOTepanuy npenaparoM Tadunnap® nomydens:
B pe3yJbTaTe IATH KIMHUYECKHUX UCCICOBAHUM C
ydactueM 578 manueHTOB ¢ HepeseKkTabenpHOU
W METACTaTUYECKOM MEJaHOMOH ¢ MyTtauuei
rera BRAF V600. Hau6onee wacteimu (>15%)

HexenartenpHeIMM - peakmsiMa  (HP)  sBismuce

TUIEpKepaTo3, TroJOBHas ©Ooib, JUXOpajKa,
apTpairus, TIOBHIICHHAs YTOMJISIEMOCTE,
TOIIHOTA, KOXHBIE [AIWIUIOMEL,  AJIOTELHs,

KOX>XHas CBIIIb A pBOTA.

be3onacHocTe Tepanmumn nabpadeHnboM B Ho3e

150Mr 2 pa3sa B cyTkum B KoMOMHaIMH ¢

TpaMeTHHHOOM B 7103¢ 2 Mr 1 pa3 B CYTKH OLIEHEHA




COOTBETCTBYET 3KCMEPTHOMY OTUYETY
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Crapas pegakuns

HoBas penamum

B 0606meHHon nomynauua 1076 nanmenTtos: 559

MALKEHTOB c Hepe3eKkTabenpHo HIIH

METacTaTHYECKON MeIaHOMON ¢ MyTalMed reHa'

BRAF V600, 435 mpanueHTOB, IONy4aBIIMX

KOMOWHHUPOBaHHYIO - a,ui.xoBaHTnyo Teparuo
TIOCJIE TIOJIHOTO HCCEYEHHS MeIaHOMBI I cTagum ¢
myTanueit reHa BRAF V600, u 82 mauuenra ¢
PACIPOCTPAHEHHEIM "HEMENKOKIETOYHEIM PaKoM
nerxoro ¢ mytanueit resa BRAF V600. Hau6onee
(>20%) mpwm

nabpadennba B koMOMHAIMU € TpaMeTHHHUOOM

gacteiMu  HP IpUMEHEHUHU

SBIIAIIACEH NUXOpajiKa, NIOBBIIIEHHAS
| yTomisieMocTh, TOIHOTA, 03HOO, TOJIOBHAs 60111,,
Iuapes, pBOTa, apTPANTUSI U KOMKHas! CHIIIb.

HP, npexncraBneHHBle HIDKE, CTPYINHMPOBaHEI B
COOTBETCTBMM ¢ Kiaccudukanueit OpraHoB H
cucteM opranoB MedDRA.

Jins OLIEHKH

JaCTOTEI BCTPEYAEMOCTH

MCIIONB30BaHbl  CIIEAYIOLINE lgpﬁTepnn: OYeHb
yacmo (>1/10), yacmo (>1/100 u <1/10); Heyacmo
(>1/1000 u <1/100), peoxo (=1/10000 u <1/1000),
ouenv peoxo (<1/10000), vacmoma Heuszsecmna
(Ha OCHOBAHHM HMEIOIIMXCS NAHHBIX OLEHHTH
HEBO3MOXHO). B mpejenax Kaxmoro CHCTEMHO-
opranHoro kiacca HP pacnipeneneHs 1o yacrore u
B IIOPSJKE YMEHBIICHHS 3HAYMMOCTH.

Tabnuya 3. HP npu monomepanuu 0abpagernubom
(n=578)

B 0606meHHon nomynsiuud 1076 mauueHToB: 559
MalUeHTOB c
METACTaTHYECKOH MENaHOMOH ¢ MyTauuedl reHa
BRAF- V600, 435 mnanueHToB, NOMy4YaRIINX

KOMOMHHMpPOBAaHHYI0  aTbIOBaHTHYIO  TEpaIHio
nocne nouHoro ucceueHus MenanoMst I cragum ¢
myTtanueid resa BRAF V600, u 82 mamumenra c
pacIpOCTPaHEHHBIM HEMENKOKJIETOYHEIM paKkoM
nerkoro ¢ mytauueii resa BRAF V600. Haubonee
(>20%) npu

nabpadennba B KOMOMHAUMH € TpPaMETHHHOOM

gacteiMd  HP IPUMEHEHUHN

SIBJISUTHCH JIMXOpajIKa, NOBHIIEHHASA
YTOMIIIEMOCTb, TOLIHOTA, 03HOO, ronoBHas Gob,
Iuapesi, PBOTa, APTPAITHS U KOXKHAS CHIIIb.

HP, npencraBneHHBle HIDKE, CTPYIIIMPOBAHEl B
COOTBETCTBHUM C Kiaccupmkanueid OpraHoB H
cuctem opranoB MedDRA.

Jna ouemcﬁ

YaCTOTHI BCTPEYACMOCTH

UCIIONIB30BaHEl  CICAYIOIIHE KPUTEPHH: OYeHb
yacmo (=1/10), uacmo (=1/100 u <1/10), nevacmo

(=1/1000 u <1/100), peoxo (=1/10000 u <1/1000),

ouens peoxo (<1/10000), yacmoma neussecmna

(Ha OCHOBAaHMM WMEIOIIMXCS NAHHBIX OLIEHWTH
HCBO3MQ)KHO). B mpenenax Kaxgoro CHCTEMHO-
opranHoro kiacca HP pacnpenenens: no yactore u
B IIOPSIKE YMEHBIICHHS 3HAYMMOCTH.

Tabnuya 3. HP npu mornomepanuu dabpagpenubom
(n=578)

ﬂoﬁpokauecmeeuubte, 310KavecmeeHovle U
Heymo4YHeHHble Hoeoo6pa303anu}1 (GKIIIO’la}l
Kucmol u nonunbt)

Jobpoxkauecmeennsie, 3n0Ka4ecmeeHHvle U
HeymoUHeHHble H06000pasoeanun (8KnI0YaR
KUCIbL U ROJIUNbL)

Hamuoma Ouens ITanmnmoma Ouensw

' yacmo yacmo
IlnockokieTounslit pax  koxu | acmo ITnockoxnerounslt pak Kkoxu | acmo
(IKPK) (IKPK)

Hepe3eKTabensHO W




COOTBETCTEYET - KCNEPTHOMY OTY E_
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(Bxopswmit M3 N=4304583

Crapas pegaknns

Hosas pepaxnus

CebopeiiHElii KepaTo3 Yacmo CebopeiiHEIil KepaTo3 Yacmo
AKpoxopioH (Markast 6oponaska) | Yacmo AxpoxopaoH (Msarkas 6oponaska) | Yacmo
basanpHOKJIeTOUHAs KapuuHoma | Yacmo bazanpHOKIeTOYHAS KapuyiHOMa | Hacmo
Hosrrit oyar nepeu4Hoil | Heuacmo Hoggrit ouar nepBuyHoi | Heyacmo
MEJIAHOMEI MeJIaHOMEI

Hapywenusa co cmopoHsl UMMYHHOU cucmembl

Hapywenus co crmopoHbt UMMYHHOU cucmembl

['Mnep4yBCTBUTENEHOCTD | Hewacmo ['unepyyBCTBUTENEHOCTD | Hevacmo
Hapywenua co cmoponst obmena gewjecme u | | | Hapywenua co cmoponst obmena eeujecmes u
RUMAHUA ' RUManus
CHuxeHue anneTura Ouens CHuKeHue anmneTura Ouenyp
yacmo yacmo
I'unodocharemus Yacmo T'unodocharemus Yacmo
I'mneprivkeMus Yacmo ['unepriuxemust Yacmo
Hapyuwenusa co cmoponsl HepeHoii cucmembl Hapywenua co cmopoHsl HepeHOU cucmembl
T'onoBHas 6016 Ovyenv I'onoeHas 60n | Ouenw
yacmo yacmo
Hapywenua co cmopoHsl 0p2ana 3peHus Hapywienusa co cmopoHsl 0p2aHa 3peHus
YBeur Heuacmo VYBeur Heuacmo
Hapywenua co cmoponvl Owvixamenvuoii ||| Hapywienua co CcmopoHsl  ObIXAMENbHO
cucmemol, Op2aHO6 2pyOHON KlemKu U ||| cucmemsl, opzanoe zpyOHOU KiemKu U
cpedocmenus cpedocmenun
Kamens Ouensv Kamens Ouens
yacmo uacmo
Hapywenua co cmopouvt  dicenydouno- ||| Hapywenua co  cmoponwl  dcenydouno-
KUUWLEYHO20 MPaKma KULEeYH020 mpakma
TommHoTa ' Ouensv TomuoTa Ouenw
yacmo yacmo
Prora Quensv PBoTa Oyenv
yacmo yacmo
Huapes Ouenv Huapes Ouenv
‘ yacmo uacmo
3anop Yacmo 3anop Yacmo
Tlankpeatur Heuacmo [TankpeaTut Heuacmo
Hapywenua co cmoponst kodcu u nookodcnolx | | | Hapyuienua co cmopoHbl Koyicu U ROOKONCHBIX
mKanei mKaneri
I'unepkepatos QOuenv I'inepxepaTos Ouenp
Yacmo yacmo
Anonenus Ouenv Anonenus Ouenp
yacmo uacmo
KoxHas crirp Ouensw KoxHas ceinb Ovuenv
yacmo yacmo
JlagoHHO-TIONOIUBEHHAS Oueny JIalOHHO-TIO/IOIIBEHHAS Ouenn
SPUTPOAU3ECTE3HS yacmo SPUTPOAU3ECTE3US yacmo
CyxocTh KOXH Hacmo CyXOCTh KOXH Yacmo
KoxxHBIH 3y Yacmo KoxHnslii 3y1 Yacmo
AKTHHUYECKHUI KepaTo3 Yacmo AKTHHHYECKUH KepaTo3 Yacmo
IlopaskeHHe KOXH Yacmo [TopaxxeHne KOXu Yacmo
OputeMa Yacmo Opurema Yacmo
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Crapas peaakuust

Hopas peaaxkuust

Peaxiyn hoTOCEHCHOMITH3aLMN Yacmo Peaxuun poToceHCHOMIN3ALNM Yacmo
ITaHHUKYIHT Heuacmo ‘TIaHHMKYJIUT Heuacmo
Hapywenua co  CHOpPOHbl  CKellemHO- Hapywenua  co  CHMODOHbl  CKelenHo-
MblledHOT U COCOUHUMETbHOU MKAHU MbliieyHOl U COCOUHUMETbHOU MKAHY
Aptpanrus Ouenv Aptpanrus QOuenv
yacmo yacmo
Muanrus Oyenv Muanrus Ouenv
yacmo uacmo
BoJib B KOHEUHOCTAX QueHo Bonp B KOHEYHOCTIX Ouenv
yacmo yacmo
Hapywenua co  CmopoHbl  houek U Hapywenua co  CMOpOHbI  ho4eK U
MOUeauIe00AUUX nymeil M0O4eeble00AUUX nymeil
ITouyeynas HeIOCTATOYHOCTS, | Heuacmo IToyeunas HENOCTaTOYHOCTD, | Hevacmo
octpast Ho4yeyHas ocTpast NIoYeYHast
HEIOCTATOYHOCTh HEIOCTATOYHOCTh
Hedput Heuacmo Hedput Heuacmo

Obuyue paccmpoiicmea i HapyuieHUa 6 mecme
66edenun

Obwue paccmpoiicmea u HApywieHuA 6 mecme
66edeHUn

Tabnuya 4. HP npu KoMOUHUPOBGHHOU Mepanuu

Jluxopajka QOuenv Jluxopaaxa Ouenv
yacmo yacmo
IoBBIIEHHAs YTOMJIIEMOCTD Ouensv TloBEIIIEHHAS YTOMIIIEMOCTh Ouenv
yacmo yacmo
O3H00 Ouenv O3H06 Ouensw
yacmo yacmo
AcTeHus QOuenv AcTtenus Ouenv
yacmo yacmo
I'punmnonoio6Hoe 3aboneBanne Yacmo Yacmo

I'punmonogo6Hoe 3a0oNeBaHKe

Tabnuya 4. HP npu koMOuHUpoEaniou mepanuu

dabpagenuborm ¢ mpamemunubom (1076 dabpagpenubom ¢ mpamemunubom (1076
nayuenmos) nayuenmos)
Knaccuduxarms Knaccuduxamus
Y4aCTOTHl YaCTOTHL
Hngpexyuonnsle u napasumaptule | | | Hugexyuontole u napazumapHule
3abonesanus ' 3a00/1€6aHUA
Haszodapunrut Ouenv yacmo Hazodapuarut QOuenv yacmo
Wndexnua ModeBbiBopsumx | Yacmo Vndexuun MoueBHBOAAIMX | Hacmo
nyTei A nyTen
Henmonur Yacmo Tennonur Yacmo
DOJUTHKYJIUT Yacmo DOJUTHKYIUT Yacmo
TTapoHuXHs Yacmo TTapoBuXwHs Yacmo
IlycTyne3Has ChHIlb Yacmo IlycTyne3Has Chlllb Yacmo
JloGpoxauecmeennvie, 3nokauecmeennsie u ||| Joopoxauecmeennuie, 3N0KaUeCMEEHHIC U
HeymouHenHvle H06000pa3oeanus (eKniouan ||| HeymouHeHHbvIe HO8000pazoeanua (sKuouan
KUcmol U ROUNbL) KUCHbL U RONIURbL)
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Crapas pejaKkuus Hogas pepaxknus
IKPK, sBxmouas IIKP, | Yacmo [IKPK, sxmouas IIKP, | Yacmo
[TKPK, ITKP in situ (Gone3nsb [IKPK, IIKP in situ (6one3Hb
BoyasHa) 1 KepaToakaHToMa Bboy3Ha) U KepaTOaKaHTOMa
IManwwuiomMa, B ToM uucie | acmo Ianwuioma, B ToM umcie | Yacmo
HAawuIoMa KOXHY ManuIIoMa KOXH
CeGopeitHBI KepaTo3 Yacmo CeboperHEIN KepaTo3 Yacmo
AXpOXOpAOH (msrkas | Hewacmo AXpoXOopAOH (msarkas | Hewacmo
HopoaBKa) ' GopoaBKa)
HoBmit owar nepBu4HoOil | Hevacmo Hopelii ouar nepBHYHOM | -Heuacmo
MEIaHOMBEl, B TOM YHCIIE MEIaHOMEI, B TOM YHCIE
3]I0Ka4YeCTBEHHas: MellaHOMa, 3]I0KA4YECTBEHHAs: MEIaHOMa,
MeTacTaTHdecKas MeTacTaTH4eCKas
3JI0Ka4eCTBEHHAs MeEJIaHOMa 3/I0KAYECTBEHHAS MeNaHOMa
%4 HOBEPXHOCTHAS | U IIOBEPXHOCTHAA
PacIpoCTPaHIOIAACT PacIpOCTPAHSIOIIAACS
menadoma 11 craguu Mmenanoma 1l craguu
Hapywienua  co  CMOpOHbI  Kposu U Hapywenua co  cmopoHsl  Kposu U
JuMpamuyeckoii cucmembl aumpamuieckoi cucmemol
HeiitponeHus Yacmo HeiitponeHus Yacmo
AnxeMus Yacmo AHemus Yacmo
TpoMOOLMTONICHHS Yacmo TpombGorpTonesys Yacmo
JleitkoneHust Yacmo JlefikoneHus Yacmo

Hapyuwienus co crtopoHbl UMMYHHOTL CUCHEMbI

Hapyutenus co cmopoHbl UMMYHHOT CUCHEMb!

IunepuyBCTBUTENEHOCTD, Heuacmo unep4yBCTBUTENBHOCTE, Heuacmo
BKIIOYas  JIEKApCTBEHHYIO BKJIOYas  JIGKApCTBEHHYIO
TUIEPYyBCTBUTENBHOCTD TUIIEPYYBCTBUTEILHOCTD

Hapywienua odmena eewiecme 4 RUMAHUA

Hapywenua obmena eewjecme U RUMAHUA

CHMXeHUe aneTura

Ouenv yacmo

CHWxXeHue alneTuTa

QOuenwv wacmo

00e3B0XHMBaHUE Yacmo 0O6e3B0XHBaHME Yacmo
I'unoHaTpueMus Yacmo I'unoHaTpueMus Yacmo
T'unodocdaremus Yacmo I'unodocbaremus Yacmo
I'uneprivkeMus Yacmo I'mnepriavkeMust Yacmo

Hapywienusa co cmopoHbl HepeHOl CUCHeMbl

Hapywenun co cmoponbsl Hep

GHOU cucmembol

TonoBHas 00JIb

Oyenwv uacmo

TonosHas 60Jb

Ouyenwv yacmo

T 0JIOBOKpYKEHUE Quenv yacmo I"0o0BOKpYKEHHE Quenwv yacmo
Hapywenua co cmopoHbl 0p2ana 3peHus Hapywenua co cmoponbl 0p2ana 3peHus
HeuyeTkocTp 3peHMs yacmo HeueTkoCTh 3peHMs yacmo
HapymeHnue 3peHust yacmo Hapymenue 3peHus yacmo
YBeur yacmo YBeur yacmo
XopUOpeTHHONATHS Heuacmo X OpHOPETHHOIIATUA Heuacmo
Otcioiika ceT4aTKu Hevacmo Otcrnolika ceT4aTku Hewacmo
TTeprHopOUTANBHEI OTEK Heuyacmo IlepuopOuTanbHEIA OTEK Heyacmo

Hapywenus co cmoponut cepoya

Hapywienus co cmoponbst cepoya

CHibxenue dpaxuu | Yacmo CHxenue dbpakuuu | Yacmo
BEIOpOCa BEIOpOCa
Bpanukapaus Heuacmo Bpanukapaus Heuacmo

11




COOTBETCTBY

ot 16.12.2024 N= 27

T Al DT R T
Sk ::l MAivly :..'T"': ¥

——— g
-l a

L

(Bxopawwmin M3 N24304583

A

Crapas peJakuusi

Hopasi pepakuust

Muoxapaut

Yacmoma
HeusseCmHa

Muoxapaur

Yacmoma
Heuz8ecmua

Hapywienus co cmopoHbl cocy0os

Hapyutenua co cmopomst cocyoos

ApTtepuanbHas rMIepTeH3MA

QOuenwv yacmo

ApTepHanbHas THIePTEH3HA

Ouenwv yacmo

KpoBoTeueHre  pasjiM4HOM
JIOKATH3ALHMH, BKJTFOYAs
BHYTpUYEPCIIHEIE

KPOBOHM3IUSHUA U

KPOBOTEUEHHs C JIETaJIbHBIM
HUCXOJ0M

Ouenw yacmo

KpoBoTeueHHe  pasiiM4HOM
JIOKaTM3aLIHH, BKJIIOYAs
BHYTpPHUYEPETIHEIC

KPOBOM3JIHAHHS H

HCXO0J0M

KPOBOTEUYCHUA C JICTAJIBHBIM |

Ouens yacmo

AprepuanpHas runorensus | 9acmo AprepuainpHas runotensus | Yacmo
JInmdaruueckui 0TeK Yacmo JlnmdaTuaeckuil 0TeK Yacmo
Hapywenua co CHOpOHbI ovixamenoholi | || Hapywienua co cmoponsl  ObixamenbHol
cucmembl, cucmembl, ‘

op2anoe zpyOHoi KemKu u cpedocmenus

0p2ar06 2pyOHOli KNEMKU U CPeOOCHeHUA

Kamens Ouenv yacmo Kamens Ouenv yacmo
Opplmxa Yacmo Onpika Yacmo
JIHeBMOHUT Heuacmo ITHeBMOHUT Heuacmo
Hapywienusa co  CHOPOHbL  Jicely00UHO- Hapywenus co  CMOPOHbL  JHCelYOOUHO-
KUweunozo mpakma KUUIEUH020 mMpaKma

Boue B )XHBOTE, B TOM YHCJIE
B BepXHeW 4acTH JXKMBOTA U
HIDKHEN YacTH XKHUBOTA

"Oyenv yacmo

Bongp B xxUBOTE, B TOM YHCIIC
B BCpXHCﬁ YyacTH XKHUBOTA H
HIDKHEH 4aCTv XXUBOTA

Ouenv yacmo

3amnop Ouenv yacmo 3amop Quens yacmo
JHuapest Quenv uacmo Juapes Ouens vacmo
TommnoTa Quenv yacmo TowmHoTa Ouenv yacmo
PBoTa Ouenv yacmo PBoTa Oyenv yacmo
CyXocCTb BO PTY Yacmo CyXO0CTb BO PTy Yacmo
CromaTut Yacmo CromaTuT Yacmo
ITankpeaTuT Heuacmo ITankpeaTur Heuacmo
Konur Heuacmo Komnur Heuacmo
epdopawus opraHoB | Pedko [Mepdopanus opraHos | Peoko

KeJTy JOYHO-KHIIEYHOTO
TpaKTa

)KCJ'IyﬂO‘-IHO-KI/IIIIC‘-IHOI‘O

TpaKTa

Hapywienus co cmopoHsl KOJcu i ROOKOHCHOU

KnemuamKu

KinemuamKu

Hapyuienus co cropoHbl KoJcU U ROOKONCHO

Cyx0cTh KOXH

QOuenw yacmo

CyXO0CTb KOXH

Ouens yacmo

KoxXHEIR 3y

Oyenwv yvacmo

KoxxHEI# 3y11

Ouyens yacmo

Koxuag chHIIb

Ouenwv yvacmo

KosxHas chInb

Oyenv yacmo

DpureMa, BKIoYasn | OueHs uacmo Dputema, pKiouas | Ouens uacmo
reHEepaIM30BaHHYIO DPUTEMY | TeHEPATM30BAHHYIO SpUTEMY

AxHebOpMHBII JEPMATHT Yacmo AxnehopMHEBIN JEPMATHUT Yacmo
AKTHHNYECKUH KepaTo3 Yacmo AKTHHUYECKHH KepaTo3 Yacmo
Hounas noTIuBOCTD Yacmo HouHas MOTINBOCTE Yacmo
I'uniepkepatos Yacmo I'unepkeparos Yacmo
Anonenus Yacmo Anonenys Yacmo
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Crapas pejakums

Hosas pexaxuus

CungpoMm nagoHHO- | Yacmo CungpomM napnoHHo- | Yacmo
I10JIOIIIBEHHOH II0JOIIBEHHOM

SPUTPOAU3ECTEINH SPUTPOJIU3ECTEIUH

TTopaskeHue KOXKH _ Yacmo ITopaskeHHE KOXKH Yacmo
I'nneprugpos Yacmo ['uneprugpos Yacmo
TTaHHuKY AT | Hacmo ITaHHUKYJIAT Yacmo
TloBepXHOCTHBIE —TPeIMMHEL | dacmo [ToBepXHOCTHEIE ~ TPEIIMHBI Yacmo
Ha KOXe Ha KOXE

Peaxiiuu Yacmo Peaxnuu Yacmo
dboToceHCHOUIM3AMU boToceHCHOMITH3a MK

Hapymenu;z CO CMOpoHbl KOCHIHO-MbIUMEYHOU
cucmembsl u COCOUHUMENbHOU MKAHU

Hapyenus co CmopoHbtL KOCHHO-MblHe4HOl
cucmembl i COCOUHUMEIbHOU MKAHU

ApTtpanrus Ouenwv yacmo ApTpanrus Ouyenwv uacmo
Muanrus Ouenwv uacmo Muanrus Ouyenwv yacmo
Bonp B KOHEYHOCTAX Ouenwv uacmo Bosb B KOHEYHOCTAX Ouenv yacmo
MElneynsli criasM, Biirodas | Ouens uacmo MEIIeqHblHi cia3M, BKodas | Quens uacmo
MBIIIEYHYIO CKOBAHHOCTD MBIIIEYHYIO CKOBAHHOCTh
Hapywenus co cmopoHbl no4YeK Hapywenua co cmopoHbsl HoYeK
IMoueunas HepocraToyHocTh | Heuwacmo [Toueunas HenocTaTouyHocTh | Hewacmo
Hedput Heuacmo Hedpur Heuacmo
Obwue paccmpoiicmea U HApyWieHUa 6 mecme O6wue paccmpoiicmea U HApyUieHUAa 6 mecme
66e0eHUA 8eedeHun

| IoBBIIEHHAs YTOMIIIEMOCT Ouenv yacmo [ToBEIIeHHas yToMisgeMocThb | Ouens uacmo
03106 Ouenv uacmo. O3H00 Ouenv uacmo
Acrtenns Ouenv uacmo AcTteHus Quenv yacmo
Iepudepryeckuil 0TeK Quenv yacmo ITepudepudeckuit OTEK Ouenv yacmo
JInxopanaka QOuenv yacmo JInxopanaka QOuenwv yacmo
I'pumronofo6Hoe Ouenwv uacmo ['punmornoxobHoe Ouenw yacmo
3aboJieBaHue 3ab0JeBaHUE
Bocrnanenue cIM3UCTEX | Yacmo Bocnayexnue cnmsucTeX | Yacmo
obosouek 0005104€eK
Orek nuna Yacmo OTtek nuia Yacmo
Jdadopamopuvie U UHCHPYMEHMANbHbIE Jlabopamopnsle U UHCHpYMeHMANbHble
OaHHble OaHHble
IToBEIICHHE akTuBHOCTH | Ouens yacmo [ToBEIIEHHE aKTUBHOCTH | Ouenv yacmo
allaHMHaMMHOTpaHChepassl aJlaHUHAMHMHOTpaHc(epassl
(AJIT) (AJIT)
INoBrImeHne axTuBHOCTH | Ouens yacmo IloBEImIEHYE akTUBHOCTH | Quens yacmo
acmapTaTaMHHOTpPaHChepassl acmapTaraMHHOTpaHChepassl
(ACT) (ACT)
IoBBIICHHE axTusHOCTH | Yacmo IToBsIIEHHE akTUBHOCTH | Yacmo
menoyHoi ¢pocdatassl (I11D) menoyHoit poctarassr (IL1D)
B KPOBU B KPOBU
IToBrmieHue aKTUBHOCTH | Yacmo TToBemenue aKTUBHOCTH | Yacmo
raMma- raMMa-
riiyTaMunTpanchepasst DIy TAMUITpaHC(epassl
(ITT) ITT)

13




e

COOTBETCTBYET 3KCNEPTHOMY OTYETY
oT 16.12.2024 Nz 27784
[Bxopgawmit M3 N24304583
Crapas pegaKuusi Hogast pepakuust
[ToBslenue akTtuBHOCTH | Hacmo IToBEImIEHUE aKTUBHOCTH | Yacmo
kpeaTHHPOCHOKHUHAZH B kpeaTuHbocHOKIHA3EL B
KPOBH KPOBU
HP no OauuwiM nocm-mapxemunzogvlx u | HP __no OQHHLIM  NOCH-MAPKEMUH208bIX U
06beQUHEHHBIX KIUHUYECKUX UCCNe006aHUY 06beOUHCHHBIX KITUHUYECKUX UCCe008aHUT
Hwke mnpusemenst HP, Boianennsie npu | Hixe  npusencHsl HP, BeISBICGHHEIE IIpH

NpUMEHEHUH IIperapara Tadumnap® B cocrase
KOMOMHHMPOBAHHOM TepanuH ¢ TpaMeTHHHOOM. Tak

KaK HeXeJaTCIbHBIC pCAKIHH OBLII YCTaHOBJICHBI

B XoJe€ IOCT-MapKETHHIOBOIO  IPHMCHCHMA
Ipenapara B IOy AT NaXCHTOB
HCONPECIICHHOTO pasmepa, HC BCEraga
TNIPEACTaBIACTCA BO3MOXXHBEIM JOCTOBEPHO

OLIEHMTH HX YacTOTy pa3BuTHs. IIpH HaMHYMM
IaHHBIX, B 00OBEMHEHHOM aHAJM3¢ KIMHUYECKHX
HCCIEeIOBAHMH 4acTOTa HeXellATeNBHBIX peaKiui
Obla yCTaHOBJEHa B paMKaX IIOKasaHHS K
MEAUIMHCKOMY NPUMEHEHUIO nperapara
Tabumnap® B cocraBe KOMOHHIPOBAHHOM TepaIMK
¢ TpamerunuboM. HP, TIPE/ICTABNIEHHBIE HUKE,
CIPYIIHUPOBAHEI B COOTBETCTBHU c
KnaccuuKamyeil OpraHoB W CHCTEM OpraHoB
MedDRA u B mopsagke yOBIBaHHS CTENCHH
BEIPaXKEHHOCTH.

Hapywenus co cmopoHbl UMMYHHOU CUCHEMDbL:

CapKOUAO03 HeyacTo; reMogaroluTapHbIi
mamoructronuros (I'JII') — yacToTa HEU3BECTHA.
Hapywenua co cmoponst 00meHa eewlecme u
RUMARUA:

CHHJIPOM JIM3KCa OIYXOJIM — YacTOTa HeU3BECTHA.
Hapywenusa co cmopoHl HEpEHOi CUCHEMbL:

nepudepriecKkas HEHpONaThs — 4acto.

npuMeneHu mpenapata Tapuuiap® B cocrase
KOMOMHMPOBAHHOM Teparnuy ¢ TpaMeTHHUOOM. Tak

KaK HeXXeJIaTCJIbHBIC PEaKIHN OrLTH }’CTaHOBJ'IeHBI

B XOA€ IIOCT-MapKETHMHIOBOIO  MNPHMCHCHWA
Iperaparta B NOoIyJIiIuH IMAITMCHTOB
HEONIPEACIICHHOIO pasmepa, HE BCCTraa
IPEACTABILACTCA BOSMO)KHBIM JOCTOBEPHO .

OIIEHHUTh HMX dacToTy pasButHi. [lpu Hammyuu
IaHHEIX, B 0OBEAVHEHHOM aHATIN3€ KIMHAYECKHX
FCCIIeJOBAaHMI 4acToTa HeXeNaTeIbHBIX peakuui
OBIa YCTaHOBIEHa B paMKaX IIOKa3aHusi K
MEIULAHCKOMY HPUMEHEHUIO npemnapara
Tacbunnap® B cocraBe KOMOMHMPOBAHHOM Tepariu
¢ tpamerunubom. HP, mnpescrapieHHsle HUXe,
CTpYIITHPOBAHEI B COOTBETCTBUH c
Knaccuuxanpeif OpraHoB M CHCTEM OpraHOB
MedDRA u B mopsigke YOBIBAHMA CTEHEHH
BEIPaXKEHHOCTH.

Hapywenua co cmoponvl UMMYHHOU CUCHEMDBL:
CapKoumo3 — HeYacTo; reMogarouTapHEIH
nmamoructrorro3 (I'JII) — gacToTa HEU3BECTHA.
Hapywienua co cmopoHvl 0dMeHa eéewjecme U
numaHuA:

CHMHJIPOM JIH3KCA OIyXOJIH — 4ACTOTA HEW3BECTHA.
Hapywenus co cmopoHst HepeHoi CUCeMbL:
nepudepryeckas HeHpOMaTHs — YacTo; CHHAPOM

I'uitena-bappe — He4yacTo.
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COOTBETCTBYET KCNEPTHOMY OTYETY
oT 16.12.2024 N2 27784
([Bxopawmit M3 N=4304583
Crapas pejakuus Hogas pepakuus
Hapywenusn co CHOpOHbl cepoya: | Hapywenusa co CHOpOHbl cepoya:
ATpUOBEHTPHKY/iipHas ~ Onokana (B T.4. | aTPHOBCHTPHKYIAPHAL Gnokana (B T4
aTPHOBEHTPUKYJIApHAS 6710Kaj1a, | aTpHOBEHTPHUKYIISIpHAs Onoxaza,

aTPMOBEHTPUKY/APHas GJi0Kaja [epBOH CTENCHH,

aTpUOBEHTPUKYJLIpHAA onokaga BTOpOi/'I CTCIICHU 1

TOJIHAsl ATPHOBEHTPHKYIAPHas GioKana) — 4acTo;’

okaga HOXKH rmyyka I'uca (B T.4. 6710Ka/1a HOXKKH

nyuxa 'uca cripasa 1 610Kaja HOXKH Iy4dka I'uea
ClieBa) — HEYacTo.

Hapywenusn co cmopoHwsl cOCy00s: BEHO3HA
TpomGosmbonust (B T.4. JlerouHas dMOOIHA,
TpoM603 TIyGOKMX BeH, SMOOMHA M BEHO3HBIH
TpoM603) - YacTo.

Hapywenua co cmopoHbsl Kodcu U ROOKONCHOI
KIemyamKu: OCTpBIH (heOpHIBHBIN
HeHTpouNEHEH AepmaTo3 (cunapom Ceura) —
4acTOTa HEM3BECTHA.

Hmxe mnpusepensl HP, BbIBICHHBIE —IIpH
IpUMEeHEHNUH IpernapaTa Tadunnap® B kavecTse
Tak  Kak

MOHOTeparui  JabpaderuboM.

HexXeJaTeIbHBIC pPeaKUIUuU OBLIN YCTAHOBJICHEI B

V)i (S IOCT-MapKETHUHIOBOT'O TIIpAMEHCHNUA
npenapaTta B MOy JIAHA MaqHCHTOB
HEONpEeACICHHOTO pa3Mepa, HC BCEraa
TpEeaCTaBIACTCAH BO3MOX>XHBEIM JOCTOBEPHO

OIIEHWTh WX dYacToTy pa3Butwa. Ilpy Hampuuu
MaHHBIX, B 0OBCAMHEHHOM aHAJIM3¢ KIMHUYCCKHX
MCCIIEIOBAHMI YacTOTa HEeXeNaTelbHBIX PeaKIuit
6pIa yCTaHOBIEHa B paMKax IIOKasaHud K
MEIUITHHCKOMY

IPUMEHEHHIO mpernapata

Tapurmap® B KauecTBE  MOHOTEPAIHH

aTPMOBEHTPHKYJIpHas OyoKaja MepBOM CTENEHH,
aTpUOBEHTPHKYJIpHAs 6710Kaa BTOPOH CTENCHA 1
TIOJIHAsl ATPHOBEHTPUKYIApHas Gllokaja) — 4acTo;
6I10Kaa HOXKKH Imy4ka ['uca (B T.4. O10Kaa HOXKH
nyuka ['ca cipasa u 610Kana H(;)XCKPI myuka ['uca
CJIeBa) — HEYACTO.

Hapywenua co cmopoHbl cOCy008: BEHO3HAS
TpoMGOIMGOITHA ’ (8 T.u. IeroyHas asmoomud,
TpoM603 TIY6OKMX BeH, SMOONMS M BEHO3HBIH
TpoM603) - 9acTo.

Hapywienus co cmopoHbt Kodcu U ROOKONCHOI
Kaemuamxu: OCTpBIi (beOpunbHbIH
HeHTPO(UIBHBIH NepMaTo3 (CHHAPOM Ceuta) —
4acTOTA HEU3BECTHA.

Hwxe mnpueegeHst HP, BBIABICHHBIE IIPH
NPUMEHEHUHU TIpernapara Tabunnap® B KauecTBe
Tak  Kak

MoHoTeparuu  Jabpadenubom.

HeXeaTeIbHEIC pEeaKNU OBLTH YCTAHOBJICHEI B

Xonae IIOCT-MapKETUHIOBOT'O -TIPUMEHCHHUA
Ipenapata B l TIOIY JSIUH DA CHTOB
HEONPENCICHHOI O pasmMmepa, HE BCCrjia
NPEACTaBJIACTCA BO3MOXKHEIM JOCTOBEPHO

OLICHUTh HX YacTOTy Pa3BUATHA. HpI/I HaJITHYHU
JaHHBIX, B 06’BEIII/IHCHHOM aHa/JIN3¢ KIIMHUYCCKUX
HCCIIeIOBaHUH 4acTOTa HCX(eHaTéHBHBIX peammifl
OblIa YCTaHOBJICHA B paMKax IIOKa3aHuA K
MEIUIUHCKOMY

[PUMEHEHHUIO nperiapaTa

Tapumnap® B KadecTBe  MOHOTEpanuu
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Crapas pepakuus

Hogas pepaxkuust

nabpadennbom. HP, mnpencraeieHHBIE HIDKE,
CTpYMIIAPOBAHEL B COOTBETCTBHHU c
KnaccuuKanueii OpraHoB W CHCTEM OpraHOB
MedDRA u B mnopspake YyObIBaHMS CTEIEHH
BEIP2XKEHHOCTH.

Hapywenus co cmopoHbsl HEpEHOU CUCIEMbL:

nepudepryeckas HeljponaTas — 4acto.

*[OCTEYIOIMI TEKCT pasjiesa IpeacTasieH Ge3

nabpapennbom. HP, npexacraBieHHbIE - HIXE,

CTpYIITUPOBAHEL B COOTBETCTBUH c
Kraccupukauueii OpraHoB M CHCTEM OpraHoB
MedDRA u B mopsake YOBIBaHMA CTEIECHH
BBEIPaXKEHHOCTH.

Hapywienua co cmoponst HepeHoll CUCHIEMDbL:

nepudeprueckas HefponaTyus — 4acTo.

*[oceAyOMui TEKCT pasjena NpencTaeieH 6es

u3MeHeHui* U3MEHEeHun*
OCOBBIE YKA3AHIA OCOBBIE YKA3AHHUA
Ilepep ~ HayaloM  NpPUMEHEHHs  Ipenapara [lepex  HadajoM  TPUMEHEHHs  Ipernapara

Tabuanap® B KOMOMHALHMM C TPaMETHHAOOM
O3HAaKOMbTECh C [MOJHOW HHCTpyKUMeH IO

MEIULIHHCKOMY IIPUMEHEHHUIO YKa3aHHOTIO
JICKapCTBEHHOr'0 Iipenapara, B TOM 4YHCIIE C

pasnenoM « Ocobble yKazanusy.

Memacmamuueckas meaaHoma ¢ Memacmasamu

20J106HOT MO32

Ipopuns  GesomacHocTd, Habmonaemsld B
nccnegosanny COMBI-MB y manueHTOB C
METACTATHYECKOM MENaHOMOH ¢ MeTacra3aMd B
FOJIOBHOH MO3I, COIOCTABMM C TaKOBBIM IIpU
T ® 6
nedgeHuu npenaparoM Taburnap™ B KOMOHHALMY €
TpaMeTHHHOOM Yy [IALUEHTOB C Hepe3eKTabeNbHOM

JIIH METACTATHYECKON MEJIaHOMOM.
Juxopaoka

V narpieHToB, MONYYaBIINX MpenapaT Taburnap®

KaKk B » MOHOTCpalMd, TaKk H B  COCTaBC

Tapurnap® B KOMOMHAIMH C TPaMETHHHOOM
O3HAKOMBTECH C [OJNHOH MHCTPYKUMEH IO
MeULIHHCKOMY

NPUMEHEHHIO  YKa3aHHOTO

JIEKapCTBEHHOTO IIperapaTa, B TOM 4HUCIe C

pasgenoM « Ocobbie yKazanusy.

Memacmamuueckaa MelaHoMa ¢ Memacmasamil 6

2071068HOTI MO32

IIpoduns  Oe30macHOCTH, HaOmOHaeMeld B
uccnegoanuy COMBI-MB y maieHToB C
METACTATUYECKOW MEJIaHOMOM ¢ MeTacrasaMH B
FOJIOBHOM MO3I, COINOCTaBMM C TAaKOBHEIM TIpH
T ® 6
neyenuu npenaparoM Taduanap™ B KOMOMHAIUHK C
TPaMETHHHOOM y NALKEHTOB C Hepe3eKTabenbpHOM

WK MEeTacTaTHYECKOM MeIaHOMOM.
Juxopaoxa

V nmanyeHToB, MOMy4aBIIMX Ipenapar Tadunnap®

Kak B MOHOTepanyy, TaKk W B- COCTaBC
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COOTBETCTBY

T 3KCNEPTHOMY OTYETY
oT 16.12.2024 N= 27784

(Bxopswmi M3 N=4304583

Crtapast pejaknust

Hogas penaxkuust

KOMOMHHPOBAHHOH Tepalmud C TPaMeTHHHOOM,
OTMEYAJOCh TMOSBJIEHHE JUXOpaaKd. TsKecTs H
yacToTa  JAHHOIO  SBJIEGHHA.  HECKOJBKO
yBEJIMYUBATIACH TIPH npnMéHeHHn mpernapaTra B
cocTaBe  KOMOWHMpOBaHHOM  Tepamu#l €
TpaMeTUHUOOM 110 TIOBOTY HEPEe3eKTabeIbHOM HITH
METACTATHYECKOH MENaHOMBI; I[pH 'fepanun
| mperiapatrom  Tadummap® B xomOuHammm ¢
TpaMETHHUOOM IO IOBOAY HEMETKOKIETOYHOrO
paka JIerkoro TSDKECTh M 4YacToTa pasBUTHA
JMXOpaJKH yBEJII/I"-II/IBaJ'IaCB B MEHBIIEH CTEIEeHH.
IIpu TIpUMEHeHHWH IpenapaTa B KOMOMHALMH C
TpaMeTUHHOOM B KIMHMYECKOM HCCIIEJIOBAHHU B
aBIOBAHTHOM TEpAIHM NP MeNaHOMe YacToTa
TSOKECTH CITydaeB NMXOpafku Obimy Beme (67%,
IIpH 5TOM qacrora-cnyqaes 3 ¥ 4 CTeNeHN TKECTH
cocrapina 4%) MO CpaBHEHMIO C IpYINOi

manebo.

Ilpy nprMeHeHUH Hperapara Taduanap® B n03€e
150 mMr 2 pasa B CyTkM B KOMOMHAuMu ¢
TpaMeTMHHOOM B no3e 2 Mr 1 pas B CyTkd Y
IAIMEHTOB C MeEJAaHOMOH B IOJIOBHUHE ClIy4YaeB
IEpPBHIC OIM30Jbl JIMXOPafKH OTMEYaluch B

IEpBEIA  Mecsl  TepanuM, Ipd  3TOM
TpHONU3UTENBHO Y 1/3 NMAUMEHTOB, NOMyYaBIINX
KOMOMHHMPOBaHHYIO TEpAaIHIo, OTMEYAJIOCh 3 WK
Gosee SNU30A0B JHXOpaaku. JlaHHOE COCTOSHHE
MOXET COIPOBOXIATHCS BBEIPAKEHHOH JPOXKBIO,
00€e3B0XXHBaHUEM U apTEpHATILHOM rHHOTeﬂsnéﬁ, B
PEIKUX CIy4asxX BO3MOXHO pasBUTHE OCTPOH
[IOYEYHOM HeAOCTaTOUYHOCTH. Bo Bpems M mocie
TSDKENBIX ~ ONU30/0B

JIUXOpadKH CJIeayer

KOMOHHUPOBAHHOH Tepamud ¢ TPaMETHHHOOM,
OTMEYaJIOCh IOSABJICHHE JUXOPAAKH. TMKECTh M
4acToTa  JAHHOIO SIBIIEHUS HECKOIIBKO
yBEIMYMBAJIACh HPH IPUMEHEHHM IIpernapara B
cocTaBe  KOMOMHHPOBAHHOM  Tepamuh ¢
TpaMeTHHHOOM TI0 [IOBOJY Hepe3eKTaOenbHOM HiI
METACTATHYECKOM MENaHOMBI;, IIpH  Tepalvu
npenaparom Tadumnap® B  KoMOHHAIME C
TPaMETHHUOOM MO0 IIOBOJY HEMEJIKOKJIETOYHOTO
paka JIETKOro TSXKECTh M YacToTa pa3sBUTHA
JIUXOPaJKH YBEIHYHUBANIACh B MEHBILIEH CTEMCHH.
Ilpy npuMeHeHHH IperapaTa B KOMOHHAIMHM C
TPaMETHHHOOM B KIMHHYECKOM HCCIICOBAHUM B
aJBIOBAHTHOM Tepaluy IpHY MeJaHOME YacToTa M
TSDKECTh CIIydaeB JIMXopaaky Osum BEme (67%,
TP 5TOM YacTOTa CIy4aeB 3 ¥ 4 CTENEHHU TSDKECTH
coctaBnsia 4%) MO CpaBHEHHIO C IPYymMIod

mwanebo.

[Ipu npuMeHEeHUH npenapara Ta<bmmap® B J03€
150 mMr 2 pasa B CyTkd B KoMOMHaLM4 C
TpaMeTHMHHOOM B fo3¢ 2 Mr 1 pas B CyTKH Y
MaIMEHTOB ¢ MEJaHOMOW B MOJOBHMHE CIIydYacB
IEpBBIC SMM30Ibl JHXOPaAKd OTMEYANIHCh B

NEpBEI  MecAll  TepanMd,  IpPd  3TOM
npubIu3UTensHo Y 1/3 nanmeHToB, IOTyYaBIIMX
KOMOMHHMPOBAHHYIO TEPAIMIO, OTMEYaNoCh 3 M
GoJiee 3MU30[0B NUXOpaaku. JlaHHOE COCTOSHHUE
MOJXKET COIPOBOXIATHCS BBHIPAXKEHHON JPOXEIO,
00€3BOKMBAHMEM U apTEpHANBHON TUIIOTEH3UEH, B
peNKHuX ClydasX BO3MOXKHO pasBUTHE OCTPOH
MOYEYHO HeJ0CTaTOYHOCTH. Bo Bpems M mocie
TSDKENIBIX  SIHM30/0B

JINXOpPadKH CIIEAYET
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 16.12.2024 e 27784
(Bxonmwwmit M3 N24304583

Crapas pegakuus

HoBast penaknust

KOHTPOJIMPOBATh CHIBOPOTOYHYIO KOHLICHTPALHIO
KpeaTHHHHA W JApYyTHe TIOKa3aTeaH (QyHKIHH
IIOYeK. OtmeyeHH! cllyyau TSDKEJION
HeungexunonHo# (ebpunpHol nuxopaaku. [lpu
OpUMEHEHHH  TIperapata B KIMHMYECKHX
MCCIENIOBAHUAX JaHHBIE COCTOSHUS YCIEIIHO
KYIIHPOBANUCh KOPpEeKUHeH 03Bl npenal;ara
Tadurnap® w/unu NpPUOCTAHOBICHUEM IICUEHHS C
IpUMEHEHUEM MOJAepXKHUBatoIedl Tepanuu (CM.

pasaen «Cnocob npumeHerus u 003bi»).

CpaBHeHue pe3yJIBTATOB IEePEKPECTHOTO
MCCIICZIOBAaHUA c y4acTHEM
1810 [IaIUEHTOB, HOJTy4YaBIIUX
KOMOHHHMPOBaHHYIO ' TepartIo,
IPOJIEMOHCTPUPOBANO  CHIDKEHHE  YaCTOTHL

BEIP)KEHHON JUXOpaiKd M JPYTHX CBA3AHHBIX C

JIMXOpaaKon HeKeNaTebHbIX peakuuii  IpH
npephiBaHMM Tepamuu npenapatrom Tapumnap® B
KOMOMHAIMM C TPAaMETHHHOOM II0 CPaBHEHMIO C
TIpephIBaHUEeM JISYCHHS IPENapaToM Tadunnap® s
MOHOTEpaIHH. IToaTomy PEKOMEHYETCS
TpeKparienue nedenus npenaparom Tadumnap® B
KOMOHMHAIIMK C TPaMETHHUOOM, €CIIH TeMIIEpaTypa
Tesia manuenta > 38 °C, a B cilydyae penuauBa
TEPAIHIO TAKKE MOJKHO NPEPBATH NPH HOSIBICHAN
IEPBHIX CHMIITOMOB JIMXOpagkd (CM. pasien

«Cnoco6 npumenenus u 003o1»).
3noxauecmsentvie 06pa306aHUA KOXHCU

ITnockoxnemounwiii pax kodicu (IIKPK)

KOHTpOJIHPOBAaTh CHIBOPOTOYHYIO KOHIECHTPALMIO
KpeaTMHMHA M Jpyrue IoKasaTenu GyHKIuK
HOYeK. OtMeueHs! ciIyyan TSDKETION
HenHdexunonHoit ¢pebpunpHoli nuxopanku. Ilpu
NpUMEHEHHM  IpemapaTa B KIHHHYECKHX
HCCIIENOBAHUAX JaHHBIE COCTOSHHA YCIEIIHO
KYIHUpOBAINCH KOPPEeKIMed J03Bl Inpenapara
Tadurnap® u/umm nprHOCTAHOBIEHUEM Nederus ¢
NpUMEHEHHEM TOJIEPKUBAIONIEH Tepamuu (CM.

pasnen «Cnocob npumenenus u 003bt»).

CpaBHeHue pe3yJIBTaToOB HEePEKPECTHOTO
HCCIIEI0BAHMUS c y4acTuem
1810 MaLUEeHTOB, NIOJTyYaBIIKX
KOMOMHHPOBaHHYIO TEPaTIHIO,
OpOJEMOHCTPHPOBATIO  CHIDKEHME  YacTOTHI

BBIPQ)KCHHON JIUXOpPanKd U JPYTHX CBA3AHHEIX C

JIMXOPaIKOM  HEeXENaTeJbHBIX peakiuid MNpu
NpepbIBAHMN Tepanuyu npenapatom Tabuunap® B
KOMOMHALMK C TPAaMETHHHOOM IO CPaBHEHMIO C
TIpepBIBAHNEM JIeueHus penapatoM Tapumunap® B
MOHOTEpAIUH. TTosTomy peKoMeHAyeTcs
npexpaienne edenus npenaparom Tadunnap®
KOMOMHALMH C TPAaMETHHUOOM, €CIIU TeMIIepaTypa
Tena manueHta > 38 °C, a B cilyyae peuuadea
TEPAIHIO TAIOKE MOYKHO NIPEPBATH IPH IOSBICHUU
IEPBEIX CHMITOMOB JHMXOpaiku (cM. paszeln

«Cnoco6 npumeneHus u 003vl).
3noxayecmeennvie 00paA308aHUL KONCU

ITnockoxnemoynwiii pax xoscu (IIKPK)-
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COOTBETCTBY

T 3KCNEPTHOMY OTYETY
oT 16.12.2024 N= 27784

(Bxoaswmi M3 N24304533

Crapas pepakous

Hogas pegaxuus

V nanmentos, noiyyapmux npenapat Tadurnap®,

KaK B MOHOTepamud, TaK M B COCTaBe
KOMOMHMpPOBAHHOM TepaluH ¢ TPaMETHHHOOM,
coobmanoce o ciayyasx IIKPK (B Tom umcne
KIacCH(QUIMPOBAaHHBIX KaK KepaToakaHTOMa ' H
cMellaHHas keparoakaHToMma). IIpu MOHOTepanuu
[penapaToM Taduanap® Bosnuxnosenne ITKPK
oTMeueHo y 10% MauHeHTOB ¢ Hepe3eKTabenbHOM
WA METACTaTMYECKOM MENaHOMOH, MpH STOM
MeIMaHa BPEMEHH [0 BO3HHUKHOBCHHUS IEPBOIO
nposieiennst [IKPK cocrasuna 8 menens. Ilpu
KOMOMHIPOBaHHON Tepanuu IpenapaToM
Tatpﬁnnap®' C TpPaMeTHHHOOM BO3HUKHOBCHHE
[IKPK oTMedeHO y 3% NauMeHTOB, NPH 3TOM
Me/idaHa BpPEMEHH JO0 BO3HHKHOBEHHS IEPBOIO
IpOSIBIICHUS IKPK COCTaBUIIa oT
20 no 32 Hexnenb. bonee yeM y 90% mauueHTOB €
ITKPK,

npenapata Taduunap®, JeyeHue mnpernapaTom

BO3HHMKIIEM Ha (OHE NPHMEHEHHA

OBLIO HPOJOIDKEHO Oe3 KOPPEKLUH JO3EL.

B xmnudeckoM uccienoBannu passure ITKPK
18%

HEMEIKOKJIETOYHBIM PaKOM JIETKOTO, IIOJTydaBIIMX

OTMEYEHO y [aI[UEHTOB c
MOHOTEPAIIHIO TIPETIapaToM Ta(bmmap®, P 5TOM
MeJYaHa BPEMEHHM O BO3HHKHOBEHHs IEPBOro
COCTaBuia 11

IIKPK =Ha

IIPOABJIEHNA HEACIIb.

BosHukHOBEHUE done Tepamuu
npemaparoM B KOMOMHAIMH C TpaMeTHHHOOM

OTMeYeHO Y 2% MalueHTOB.

[Ipy NpUMEHEHHH IIperapaTa B KOMOWHALMH C

TPaMeTHHUOOM B aJBIOBAHTHOM Tepamuu IpH

V nauueHToB, nonyyasmux npenapar Tagunnap®,

Kak B MOHOTepalmuM, TaK M B COCTaBe
KOMOMHMPOBAHHON Tepaluu C TPaMETHHHOOM,
coobmanoce o ciuyvasx IIKPK (8 Tom uucne
KIaCCH(QUIIMPOBAHHEIX KaK KepaTroakaHToMa M
cMelaHHas KepaToakanToMa). IIpy MoHOTepannu
npenapatoM Tadumnap® BosuuxzoBeHne ITKPK

otMeueHo y 10% manueHToB ¢ Hepe3eKTabenbHON

‘WA  METAcTaTHYECKOMH MenaHOMOﬁ, IIpH  3TOM"

MeJMaHa . BpEMEHH [0 BO3HHUKHOBEHMS IIEPBOTO
nposienernss IIKPK cocrasuna 8 wHezmeis. Ilpu
KOMOMHMPOBaHHOK Tepanuu npernapaToM
Tapumnap® ¢ TpameTHHHGOM BO3HUKHOBEHHE
I[IKPK ormeueHo y 3% NaLUEHTOB, NpPH 3TOM
Me[aHa BPEMEHM [0 BO3HMKHOBEHMS IEPBOrO
NPOSIBIICHUS ITIKPK cocTaBuIIa oT
20 mo 32 Hexens. bonee yeM y 90% mauueHToB €
TIKPK, Bo3HmKmIeM Ha (oHe NpUMEHEHHs
npenapata Tadummap®, JedeHue npemapaToM

OBLIO IPOJOIDKEHO 0€3 KOPPEKIUY IO3HL.

B wmHnueckoM Mccnenosanun passurue 1TKPK
18%

HEMEIKOKIIETOUYHEIM PaKoM JIETKOT0, II0JIyJaBIINX

OTMEUYEHO y aIMEHTOB c
MOHOTEPAIIHIO TIPEeNapaToM Ta(bmmap®, IIPH 5TOM
Me[MaHa BPEMCHH [0 BO3HHUKHOBEHHS IIEPBOTO
COCTaBmIIa 11

[IKPK =Ha- doHe

npenapaToM B KOMOMHAIMM C TpaMeTHHHOOM

TIPOSIBJICHUA HEACJIb.

Bos3HnukHOBEeHUE Tepanvuu

OTMEYEHO y 2% ManMeHTOB.

[Ipy mpYMeHeHHWM IIpenapaTa B KOMOWHAIMH C

TpaMeTHHHOOM B aJBIOBAaHTHOH Tepanuu IpH
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
oT 16.12.2024 N= 27784
(Bxopswmi M3 N24304583

Crapasa peaakuus

Hogas pepaxuns

MesaHoMe pasutue IIKPK ormeueno y 1%
NAlMEHTOB, IO CpaBHeHHIO ¢ 1% mManMeHToB,
KOTOphle monyyanu rulane6o. Menuana BpeMeHH
JI0 BO3HHKHOBEHMS IIEPBOrO MPOSIBJICHHA IpPH

KOMOHHHPOBaHHOH Tepanuu coctaBuia 18 Hexens.

Crefyer OLIEHHTh COCTOSIHME KOXXHBIX IOKDPOBOB
TIepe]i HayaIoM JISYCHHs [IperapaToM Tadunnap®
C IOCTIEAYIOIIM KOHTPOJIEM KaxIble 2 Mecsla Ha
NpoTsDKeHUM Bcero Kypca jeuenus. Cremyer
KOHTPOJIMPOBATh COCTOAHMA KOXHEIX IOKPOBOB
Kaxaple 2—3 Mecsna Ha NPOTSDKEHUH 6 MecsAles
ﬁocne OKOHYAHHS Tepaluy INperapaToM WM JO
Havajna Jpyroi npomBoorryxoneBoﬁ Tepanuu.
1_"Ipp1 noareepxxpenuu puarsosza [IKPK crenyer
IPOBECTH XHUPYPTHUECKOE JICUECHHE MOPAKEHHOIO
y4yacTKa, Tepanuio IpenapaToM Taqmmiap‘E
CleAyeT IPOJODKATE 0e3 KOppeKUMH O3B
Cnemyer MNpPOMHCTPYKTHPOBaTh IIAIMEHTa O
HEeoOX0AUMOCTH coonaTL neJameMy Bpady o
BO3HHMKHOBEHMHM HOBHIX OYaroB IOPaXCHUS Ha

KOXeE.
Hogvie 0uazu nep8uyHot MeNaHOMbl

COO6II.I2U'IOCI> O BO3HHKHOBCHHMH HOBEIX 0O4YaroB

HepBPI‘IHOﬁ MCJIaHOMBEI INalKHCHTOB,

y
npuHMMaBImuX npenapar Taburnap® mo mosoay

Hepe3ekTabenbHOM WIH METacTaTUYECKOH

MEJIaHOMBEI.

B xmBHyeckux MCCIEI0BaHUIX NAHHBIE cllydyau
BBEIABIAJIUCE B TEYCHHUE IICPBLIX 5 MCCAICB

Tepanmd W He TpeOOBaM KOPPEKUMH JI€YEHH,

menanome paspurue I[IKPK ormeueHo y 1%
HaLHeHTOB, [0 CpaBHEHHIO ¢ 1% manueHTos,
KOTOpHIE TOMy4aid Iiaueso. Menuana BpeMeHH
O BO3HWKHOBEHHS IEPBOrO IPOSBICHMA IIpH

KOMOMHHpPOBaHHO# Teparniu coctaBuna 18 Hezens.

CrenyeT OLEHUTh COCTOSHHME KOXHEBIX ITIOKPOBOB
| TIepe/l Ha4aJIoM JICYEHUS MperapaToM Tadunnap®
C MOCJIeAYIOIMM KOHTPOJIEM KaXKable 2 MecsLa Ha
IPOTSDKEHUHM Bcero Kypca JieyeHusa. Crenyer
KOHTPOJIUPOBATh COCTOSHMS KOMKHBIX ITIOKPOBOB
Kaxaple 2—3 Mecslia Ha MPOTSHKEHUH 6 MecsLeB
HoC/Ie OKOHYAHMS Tepaluy IpenapaTtoM HId 10
Hayajga Jpyroi npo;rnBoonyxoneBoﬁ Tepanuy.
Ilpn moxpreepxaeHuu auar”osa IIKPK ciemyet
IIPOBECTH XHUPYPrMyYecKoe JeYEHUE MOPaKEHHOTO
yyacTKa, Tepammio npenapatoM Tadunnap®
clieAyeT TPOJOKUTh 03 KOpPpPEeKUHH JO3BL.
Che,uyeT [POMHCTPYKTHPOBAaTh  IAlMEHTa O
He0OXOAUMOCTH COOOIIAaTh JeyaleMy Bpady o
BO3HMKHOBEHHMH HOBBEIX OYaroB IIOpaXXKCHHMA Ha

KOXeE.
Hoegvie ouazu nepsuunoii Menanombyl

COOGIIIZUIOCB O BO3HHMKHOBCHHH HOBBEIX O4YaroB

HCpBI/I‘-IHOﬁ MCJIAaHOMBI

y

NpHEAMABIINX npenapar Taburnap® mo nosoxy

NanyeHTOB,

HepeseKTabenpHOH WU METacTaTHYECKOM

MCIIaBHOMEI.

B kIMHHYECKHX ‘MCCIICIOBAaHUAX HAaHHBIE ClIydan
BBIABIIANNACE B TEUCHHUC HNEPBBIX 5 MCCALCB

TepallMd U He TpeOOBaly KOpPPEKLUH JICYEHHUS,
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COOTBETCTBYET 2KCNEPTHOMY OTYETY
oT 16.12.2024 N2 27784
| Bxopawmit M3 N24304583
Crapas pegaxkuus Horas pegaxuus
KpOME  pe3eKUMH  [OpaXEHHOro  yYacTKa. | KpOME  Pe3eKUMHM  IOPaKEHHOro  y4acTka.

Heo6xoquM peryisipHBli KOHTPOJb COCTOSHHUS

KOXHEBEIX IIOKpPOBOB (1'[0 CXEMCE, OIHCAaHHON I

IIKPK).

Ilpy apBIOBAHTHOM TEpanmM¥ MENAHOMEl B
KIMHAYECKOM MCCIEN0BAHUH Ppa3sBUTHE HOBOTO
oyara IepBHYHOM MenaHOMBl OTMEYeHO y <1%
NAIMEHTOB, IONYYaBOIMX KOMOMHHUPOBAHHYIO
TEpaluio IO cpaBHEHHWIO ¢ 1% Yy MNalMeHToB,

TioJTy4aBIIMX Iu1anebo.

3noxauecmeennvie - 00pA308aHUA  HEKONCHOU

Joxanusayuu

In vitro naGmopanach napajgoKcaabHas aKTHBALIMs
MAP-KHHA3HOTO CHTHAIBHOTO KAcKaja B KIETKaxX
¢ «muxkum» TtanoM BRAF ¢ RAS wmyrtanueit,
IIO/IBEPTaBIIMXCS  BO3ACHUCTBHIO HMHTMOMTOPOB
BRAF, 4ro MOXET NPUBOJUTH K YBEIHYECHHIO
pHUCKa pa3BHUTHS 3J0KaYeCTBEHHEIX 00pa3oBaHMi
MHOH JIOKaNU3allid Y TALMEeHTOB, IOJNYYaoIMX
npenapar  Tapuunap®.  Ipu npnMeHeHHH
uaruburopos BRAF 6puln  3aperMCTpUpOBaHEI

CITyyad pa3sBHUTHS 3I0Ka4YeCTBEHHEIX 00pa30BaHui,

Hecymux MyTtaiuo RAS.
Tlpd afbIOBAaHTHOM TEpalMM MEJIAHOMBEl B
KJIMHAYECKOM  HCCIEJOBAHMM  BO3HHKHOBEHME

BTOPHUYHBEIX 3JIOKaYE€CTBCHHBIX H013006pa3013am/1i/’1
HEKOXKHOM JIOKalIM3alil WIUM HHBIX BTOPHMYHBIX
PeUNANBHPYIONINX 3JIOKQ4YECTBCHHBIX

HoBoOOpa3oBaHuil oTMe4YeHO y 1% mnanueHToB,

Heo6xoquM peryispHblii KOHTPOIb COCTOSHUS

KOXXKHBEIX IIOKPOBOB (II0 CXEMe, ONHCaHHOM i

TIKPK).

[lpy ajgbpIOBaHTHOM TepanMHd MENAHOMEl B
KJIMHUYECKOM MCCIEOBAaHUN DPa3BUTHE HOBOIO
oyara MEpBUYHON MENaHOMHEl OTMeYeHo y <1%
Hal{eHTOB, IOIYYaBINIMX KOMOMHMpPOBAHHYIO
Tepaluio 10 CpaBHEHHMIO C 1% y MauueHToB,

MNOJTy4aBIINX rmaueﬁo.

3noxauecmeennvie  00paA306aHUS  HEKOJICHOU

JIOKanu3ayuy

In vitro Habmopanack napajoKcanbHas aKTUBAIHs
MAP-KHHA3HOIO CHTHATBHOIO Kackajia B KIIETKaX
¢ «mukum» tunoM BRAF ¢ RAS wyrtanuei,
MOJBEPraBIIMXCS  BO3JCHCTBHIO  MHIHOMTOPOB
BRAF, 4To MOXET IPHUBOAUTE K YBEIHUYEHHIO
pUCKa pa3BUTHS 3JI0KaYECTBEHHBIX 00pa3oBaHMi
MHOH JOKaNM3alud Y TAIlUEHTOB, IIONYYAIOLIHX
npenapar  Tapumnap®. Ilpy  mpuMeHeHnu
uHrHGuTOpos BRAF GHITH  3aperuCTPUPOBAHEI

CIIyYau pa3BHTHS 3I0KaYeCTBEHHBIX 00pa3oBaHMH,

Hecymux Mytanuio RAS.
Ilpy agpIOBaHTHOM TepalMUd MEJIAHOMBI B
KIMHMYECKOM  HCCIEAOBAHMM  BO3HHMKHOBEHHE

BTOPHUYHBIX 3JIOKaYCCTBCHHEBIX H013006pa3013aﬁm71
HEKOKHOM JIOKanu3alUy WIM HHBIX BTOPHUYHBIX
PEeUUAUBUPYIOITHAX 3JIOKa4Y€CTBCHHBIX

HOBOOOpazoBaHmii oTMeyeHO Yy 1% manueHTos,
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COOTBETCTBYET IKCNEPTHOMY OTHETY
ot 16.12.2024 N2 27784
(Bxoaawmi M3 N24304583
Crapasi pefaKiust Hosas pegakuus
NOJIy4aBIIMX JiedeHWe, W 1% MAIMCHTOB, | ONYYaBMIMX  JICUCHUC, H 1% DaluueHTOB,

ToJTy4YaBIIKX [U1a1e6o0.

TlanuenTaMm, nony4arouuM Te€pamnuo npernapaToM,

clrenyer obecneyuThb COOTBETCTBYIOIIEE
Habmozenye. [Ipy BEIABJICHUH 370KaYECTBEHHOTO
HOBOOOPa30BaHUA MHOH JOKAIH3aLUH, HECYIIEro
RAS-MyTauumio, y TNalUeHTa, IOJyYaromero
Tepamlyio  HpenapaToM Tapumnap®, reveHue
IpenaparoM ClefyeT HPOAOIDKMTE, HCXOAL M3
COOTHOWIEH!S MoMiB3a/pucK. IIpH NpUMEHEHUH
mpernapara Tapuunap® B KoMOMHaMM C
TpaMeTHHHOOM KOPPEKIMH HO03Bl MOCHEAHEro HE
Tpebyercs.

Crneflyer IpPONOIDKHTE KOHTPOJb

COCTOSHMS ManueHTa ¢ ILCIB0  BBIABJICHHUA

BTOPHYHBIX/peLHIMBUPYIOIIUX RAS-
TIOJIOXKUTEIBHBIX 3J710Ka4eCTBEHHBIX
HOBOOOPa30BaHMI MHOM JIOKaIM3alKi Ha NEPUOL
10 6 MecsLEeB II0ciIe OTMEHB] TEPAITHHU IIpernapaToM
Tapuunap® wmnM BIUIOTH 7O Hadaja MHOM

IIPOTHBOOIIYXOJIEBOH TepaIty.
Ianxpeamum

Menee uyem y 1% DalMEHTOB, MOMyYaBIIMX

npemapar  Tapummap® B KIMHMYECKHX
HCCJICIOBAHHAX 1O OBOAY Hepe3eKTabenbHOM il
METACTaTHYECKOM MeJIaHOMBI, OTMEYEHO Pa3BUTHE
TIAaHKpeaTuTa, B KIMHMYECKMX HCCICIOBAHUAX Y
1%

Tacburiap® 110 MOBOLY HEMENKOKJIETOYHOTO paKa

NangyueHTOB, IOJIy4YaBIInX npemnapar

JIETKOTO 3aperdCTPHPOBAHO PAa3BUTHE OCTPOTO

naskpeatura. IIpy  amgbIOBAaHTHONH  Tepamuy

MCJIaHOMBI B KITMHHYCCKOM HCCIICOOBAHHU

TOJIy4aBIIHX nnaue60.

TlanuenTtam, NOJy4YarolM TEPAIIHIo penapaTomM,

cieayer obecreunTs COOTBETCTBYIONIEE
HabmozeHnue. [Ipy BBIABICHHH 3]I0Ka4YSCTBEHHOIO
HOBOOOpPAa30BaHU MHOM JIOKAJIM3aliH, HECYIIETO
RAS-myTaguio, y MalWeHTa, INOTy4aroLlero
TEpanuilo  [pernapaTom Taduunap®, nedenue
npernaparoM CJedyeT NPOAOJDKUTh, HCXOAA U3
COOTHOWIEHMs Ionb3a/puck. Ilpu npuMeHeHUH
npernapara Tapumnap® B KoMOMHAIMM C
TPaMETHMHHOOM KOPPEKIMH HO3bl MOCHEIHEro He
Tpebyerca. CnemyeT NPOIOKHTE KOHTPOJB
COCTOSIHMS IIAI[MeHTa C IIeJNBI0  BBUIBICHMA
B'ropnqﬂmx/peunnmmpyfomﬁx RAS-
II0JIOXKUTEIBHBIX 3JI0KaYECTBEHHBIX
HOBOOOpa30BaHUM MHOM JIOKANU3allMi Ha MEPHOA
10 6 MecsILEB I10C)Ie OTMEHBI TEPAIHHU [IpernapaToM
Tabuunap® wmd BIUIOTE JO HAYana HHOM

IPOTHBOOIYXOJEBOM TEPAITHH.

Iankpeamum
Menee uyem y 1% manMeHTOB, IONYYaBIINX
npernapar Ta(puﬂnap® B KJIMHUYECKUX

JICCIIEIOBAHUAX 10 IOBOALY Hepe3eKTabenbHOM Ui
METacTaTHYECKOH MeTaHOMBl, OTMEYEHO pasBUTHE

MNaHKpeaTuTa, B KIMHUYECKUX UCCICAOBAHUAX Y

1%  mauMeHTOB,  IONYYaBIIMX  [perapat

Tadurnap® no MOBoAY HEMENKOKIETOYHOTO paka
JIETKOTO 3apETUCTPHUPOBAHO PAa3BUTHE OCTPOro

naskpearuta. IIpH  aIgbIOBAHTHOW  TEpamHH

M€CJIaHOMEL B KIMHHYCCKOM HUCCIICAOBAHHUH

22




COOTBETCTBY

T 3KCNEPTHOMY OTYETY
oT 16.12.2024 N= 27784

(Bxopswmi M3 N=4304583

Crapas pepaknus

Hogas pepaknus

pasBUTHE IIaHKpE€aTHTA OTMECUYCHO y 1%

NaUCHTOB, IIOJYYaBIINX IIpErapar B KOM6I/IHaIII/IH

¢ TpaMeTHHMOOM, MO cpaBHeHMIO ¢ <1% y

I[IaITUCHTOB, IMOJIYYaBIINX nnaneGo.

B omHom u3 CIIy4yacB COCTOAHHUC BO3HHKIIO Y

HalMeHTa ¢ MEJIAHOMOM NpU IPUMEHEHMH NEPBOi

JO3Bl IIpenapaTta ¢ IOBTOPHBIM BO3HMKHOBCHHCM

npd  [OBTOPHOM  IIPHMEHEHHH  Ipenapara

Tadurnap® B yMeHbLIEHHOM noze. Heobxomammo
HeMeIJIeHHO 06ceI0BaTh NALUeHTOB ¢ JKanobamu
Ha 60Mb B JKMBOTE HESCHON STHONOTHMH C
OIIpEAENICHHEM aKTUBHOCTH aMMJIa3hl M JIMIIa3kl B
CHIBOPOTKE  KpOBH.

Crnemyer  TIIATEeNBHO

HabmonaTh [aluMeHTa Ipd  BO30OHOBICHUH

neyenns  pabpadenuboM  mocme  3mmM3ozAa

HaHKpeaTHTa.
Yeeum

Hab6monanocs pasBuTHE YBEMTa, BKIIOYas HMPUT

(Bocmanenye paay)xHo# 060I0UKH Ii1asa), Ha GoHe

Tepamuy IpermapatoM. Bo BpeMsa  Tepamuu
HEeOOXOMUM  KOHTPONb  O(TAIBMOJNOTHYECKUX
CUMIITOMOB, TaKMX KaK M3MEHEHHME 3PEHUs,

cBeTo60s3Hb, 601 B a3y (cM. paspen «Cnocob

npuMeHeHUsL U 003bL)).

lpenapar Tadumnap® B koMmOuHAUMH ©
TPaMETHHHOOM: CM. MOJNHYIO MHCTPYKIMIO IIO
IpUMEHEHMIO TpameTuHuOa, pasjen «Ocolvie

VKA3AHUAY.

Kposomeuenue

pasBuTHE TaHKpeaTHTa OTMeyeHo y 1%
NALMEHTOB, [IOJIy4YaBIIHX IIpenapar B KOMOUHALMU
¢ TpameTuHuOoM, 1O cpaBHeHHIO ¢ <1% Yy

TIAIIUEHTOB, IIOJIy4aBIINX rmaue6o.

B ognom wu3 ClIy4acB COCTOAHHE BO3HUKIIO Y
nanmueHTa ¢ MEJIaHOMOM IIpH [IPUMEHECHHHN HCpBOﬁ
J03bl IIpenapara ¢ IIOBTOPHBIM BO3HHMKHOBCHHCM

npu IIOBTOPHOM TNPUMEHCHHUH Ipeniapara

Taduunap® B ymensmenHoit nose. Heobxomumo
HEMEJIIEHHO 00CIIeI0BATh MAaIJUEHTOB C XKano6aMu
Ha GOJIb B JKMBOTE HESICHOH O3THOJOTMH C
OIIpeJie/IeHHeM aKTHBHOCTH aMMIIa3bl U JIAMA3El B

CBIBOPOTKE KpOBH. CHe}IyCT TIIATCIIBEHO

HaOmoJaTh NAUMeHTa INpd  BO30OHOBJICHUH

neuenuss  nabpageHuOoM — mociae  3NM304a

[IaHKpeaTHTa.
Veeum

Habmonanocs pa3BUTHE YBEMTA, BKIIOYas MPUT
(BocmaneHue pagyxHoil 060I0YKH I71a3a), Ha GoHe
TepalMy IpemapatoM. Bo Bpems Tepanuu

Heo0X0AMM  KOHTPOJb  O(TaIbMOJOTHYECKUX

CUMIITOMOB, TaKHX KaK H3MEHCHHC 3pCHUI,

cBeTo60s3Hp, 00N B riasy (cM. pasgen «Cnocod

npumenenus U 003bi»). Y  NAllHEHTOB,

noiyyaBmux  upemapat  Tadumnap® B

KoMOUHAMH ¢  TpamMeTHHHOOM,  ObLIH

3aperdcTPHpPOBaHbl  CIy4YaH ABYCTOPOHHEro
NaHyBeHuTa

HJIA ABYCTOPOHHETO

HPHAOLHKINTA, mNpeanojarajomue  Dorr-

Kosinaru-Xapana-nogo6ubiii cuHapoM. B Takux
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Crapas peaaknus

Hogas pepaxnus

Ha done mpuema npenapata Tabumiap® kak B

MOHOTCpaHI/II/I, TaK H B KOMGI/IHaHHI/I C

TPaMETHHHOOM  3aperHCTPUPOBAHBI  CEPLE3HBIE
Clly4yad reMOpparu4ecKux sBIE€HHMH (CM. pasien
«lloboynoe  Oelicmeuey). B  KIMHHUYECKHX
uccremoBanmsax y 6 manuentor u3 559 (1%),
nonyyapmux npenapar Tagunnap® B komGuHaIMH
¢ TpameTMHHOOM IO TOBOXY Hepe3eKTabenbHOM
WIM MeTacTaTHYeCKOM MeNaHOMBI, DPa3BHIIOChH
BHYTPHUUYEPENIHOE KPOBOM3JIMSIHUE C JIETaIbHBEIM
UcxogoM. B KIMHMYECKOM  HCCIEIOBaHHM
aJbIOBAHTHOH TEPaNMHM MEJIAHOMBI HE OTMEYEHO
Cclly4aeB KPOBOTEYEHHS C JIEeTalbHEIM HcXoaoM. B
KIMHAYECKOM MCCJIeI0BaHUM HpH MPHAMEHEHHM
npeniapata Tapumnap® B xomOuHAamuH ¢
TPAMETUHHOOM MO TOBOXY pPAaclpOCTPaHEHHOIO
HEMEIKOKJIETOYHOTO paka JIETKOT0,
BHYTPUYECPENTHOE KPOBOM3IHMSHUE C JIETAIbHBIM
HCXOJIOM 3apeTHCTPUPOBAHO Y 2 MALMEHTOB U3 93
(2%). Ipu MOSIBIEHHH CUMIITOMOB KPOBOTEUESHHS
nauneHTy CleyeT HeMEIIeHHO OOpaTHThCS 3a

MEIUIIUHCKON MIOMOIIBIO.
Beno3snas mpombosmbonus

TIpu npuMeHenuu npenapata Tadunnap® xak B

MOHOTEpanud,” TaKk ¥ B KOMOMHauMH C
TPaMETHHHOOM, BO3MOXKHO Da3BUTHE CIy4aeB
TpoMGoaMO0Hit, BKIIFOYas TPoMO03 IITyOOKHX BEH
U JerovHyio smGoumo. [lanyeHTs! TOKHEL OBITh
NPOMH(POPMUPOBAHEI O HEOOXOMMOCTH CPOYHOTO
ofpalieHus 32 MEUIIMHCKOH MOMOIIBIO B CIIyyae

Pa3BUTHS CUMIITOMOB BEHO3HO TpoMO0aMOb0IHH.

ClIy4asix MOXKHO pACCMOTPETb CHCTEMHOe
JieyeHHe KOPTHKOCTEPOHIaMH.
Ipenapar Tadumnap® B xombuHaum ¢

| TpaMeTHMHHOOM: CM. TOJHYK HHCTPYKIHMIO IO
OpUMEHEHMIO TpameTuHuOa, pasgen «Ocobvbie

YKQ3AHUAY.
Kposomeuenue

Ha ¢one npuema npemapara Tadumnap® xax B

MOHOTE€palud, TaKk H B KOM6I/IHHHI/II/I C

TpPaMETHHHOOM 3aperiCTPUPOBAHEl  CEphE3HEBIE
CIly4au reMOpparuyecKuX sBICHMH (CM. paszen
«llobounoe  Oesicmeuey). B  KIMHUYECKHX
HcceoBaHusIX y 6 mamueHToB u3 559 (1%),
noxyyamux npenapat Tapumnap® B koMOuBAIIY
C TpaMeTHHHOOM IO MOBOAY Hepe3eKTabenbHON
HIA METacTaTHYeCKOH MENaHOMEBI, pPa3BUIIOCH
BHYTPHYEPEIIHOE KPOBOM3IMSHHE C JIETANBHBIM
HCXOMOM. B KIMHHYECKOM  HCCIEAO0BaHUU
aJIBIOBAHTHOM Tepamid MeTaHOMBl HE OTMEYEHO
CITy4aeB KPOBOTEUEHHUS C JIETATBHBIM HCX0JI0M. B
KJIMHMYECKOM MCCIESJOBAHUM IIPH NpPUMEHEHUM
npenabaTa Tagunmap® B KoMOuHamuu
TpaMETHHHOOM MO IOBOAY pPacHPOCTPaHEHHOFO
HEMEIIKOKJIETOYHOTO paka JIETKOro,
BHYTPUYEPEITHOE KPOBOM3IMSIHUE C JIETAJbHEIM
HCXOJIOM 3aperiuCTPHPOBAHO Y 2 NalMEHTOB U3 93
(2%). Tlpu mosiBNEeHUU CUMIITOMOB KPOBOTEUYECHHUS
NaleHTy CleoyeT HeMeANeHHO oOpaTUThCS 3a

MEITUITHHCKOHN ITOMOIIIEIO.

Benosnaa mpomboambonus
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COOTBETCTBYET 3KCNEPTHOMY OTYETY
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Crapas pexakuus

HoBas pepaxuus

Toxcuueckue nopasicenus Koicu

IIpn npumenennu npenapata Tadumnap® kak B

MOHOTCpAIIMi, TaK H B KOMGHHaHHI/I C

TPaMeTHHHUOOM, BO3MOXKHO pasBHUTHE CIIy4Yaes
TSDKCIIBIX IIOPKEHHH KOXH, BKIIOYAs CHHIPOM
CruBeHca-J[>KOHCOHAa U JEKapCTBEHHYIO CHIIb ¢
303MHOGMINEH M CHCTEMHEIMU NPOSBICHUAMH.
JaHHbIe IOPasKEHHA KOXKH MOTYT YIPOXKATH XKU3HH
NAIEHTOB M NIPUBOAUTE K JIETAJIBHEIM HCXOJaM.
JIo Hadana Tepanuu NALUeHTHl MOJDKHEL OBITH
HpoHHGOPMUPOBAHEI O He06xo,uHMocm KOHTPOJI
32 COCTOSIHMEM KOXXH M CPOYHOTo OOpaiueHus 3a
MEIMIMHCKON IIOMOINBIO B CIy4ae pa3BHTHSA
IIPU3HAKOB ¥ CUMITOMOB IIOJOOHKEIX COCTOSIHMIA. B

CJIy4yac pa3BUTHs TOKCUYECKOTO IMOPAaXXKCHUA KOXKH

TEPAIHIO CIACAYET NPEKPATHTh.

T'unepanuxemus
Ilpy  npumenenun npenapara  Tapunnap®
OTMEYaJIOCh  pa3sBUTHE THIEPIIIMKEMHH. B

KJIMHUYECKOM HCCIECOOBAHUH Y S5uz 12 NaguCHTOB

C CaxapHBEIM )II/Ia6CTOM B aHaMHE3€¢ IIpH

IIpUMEHEHUHN nabpadenuda BO3HUKJIA

HGOGXOIIHMOCTB B YBCIMYEHUHM HHTCHCUBHOCTU

TUIIOTIUKEMUYECKOH Tepanuu. YacTota pasBurus

THIEPIIAKEMAM 3  CTENEHHM 110  JaHHBIM

6%
(12/187) y mauuenToB, noy4aBumx gadpadenuo,

na60paTo_pr,1x HCCIIEJOBaHUIl COCTaBMIIa

B OTIMYME OT TMAlMEHTOB, IIOJY4aBIIKX
Aakapba3sdH, y KOTOpPBIX TaKHe ClydYad He
3apEerHCTPUPOBAHEL.

IIpn npumenenuu npenapara Tapumnap® kax B

MOHOTCpanuH, TakK KOM6I/IHaIII/II/I

H B c
TPaMETHHHOOM, BO3MOXHO pasBUTHE CIIydacs
TpoMGoaMOb0IHi, BKIOYasi TpoMG03 IyGOKUX BeH
U JIErouHyro- sMbonuro. IlanueHTs JOMmKEEl OBITh
IpOMHGOPMHUPOBAHEI O HEOOXOMMOCTH CPOYHOTO
ofpammesns 3a MEJUIMHCKOM OMOIIBIO B CIIyyae

Pa3BUTHs CUMIITOMOB BEHO3HOM TPOMO03IMOOIIHH.
Toxcuueckue nopasicenus xoxcu

IIpu npumenenuu npenapara Tapummap® xak B

TaK B B

MOHOTEpaIiiy, C

KOMOHHaIMK
TPaMETHHHOOM, BO3MOXKHO Da3BUTHE ClIydacs
TSDKEJIBIX MOPAXEHMH KOXH, BKIIOYAs CHHAPOM
Ctugenca-/DKOHCOHA M JIGKapPCTBEHHYIO CHINBb C
503MHOGUIMEH M CHCTEMHBIMA MPOSBICHUAMH.
JlaHHBIE TOPaXKEHHSA KOXKH MOTYT YIPOXKATE SKM3HK
TNAlMEHTOB M NPHUBOIUTH K JIETAILHEIM HCXOAaM.
Jlo Hayana TepamuM MALMEHTH JOKHEI OBITH
IpoMH(OPMHUPOBAHKEI O HEOOXOIUMOCTH KOHTPOJIA
3@ COCTOSHHEM KOXH M CPOYHOIO oGpamenﬁa 3a
MEJUIMHCKOH IIOMOIIBIO B CJy4ae pasBHUTHA
IPHU3HAKOB ¥ CHMIITOMOB IOJOOHBIX COCTOAHMIA. B
Clly4Yae pa3sBUTHA TOKCHYECKOTO HOPaXKEHHUS KOXKH

TEPAIHIO CIeyeT NPEKPaTHTE.

TI'unepenuxemus

Ilpn  npumenennu mpenapatra  Tadumrmap®

OTMCYaJIOCh Pa3BUTHEC TUTICPIIIMKEMHUH. B

KJIMHHYECKOM HCCIIEIOBAHUM Y 5 U3 12 nanueHToB

C CaxapHBIM L[I/Ia6CTOM B aHAaMHE3€ IIpH

IPUMEHEHUH nabpadenuda BO3HHKJIA
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Crapas pegaxkuus

Hogas pegaknus

Ilpu  nevenun mpenapatom Tadummap® vy
| TALHEHTOB € paHee  JAMAarHOCTHPOBAHHBIM
CaxapHeIM  auabeToM I TUIEPrIHKeMUe

HeoGXOMMMO INPOBOAMTE PYTHHHEIL KOHTPOJIb
KOHICHTPALKH IVIIOKO3Hl B CHIBOPOTKE KPOBH.
[auuenTam pexomeHayeTcst cooOIATE neyaniemMy
Bpayy O CHMNTOMAaX TSKEIOH THMIEPrIMKEMHH,
TAKHX Kak upe3MepHas KKAA WA YBEIIMYeHHE

00beMa U YaCTOTH MOYEHCITYCKaHMIA,
Hepuyum enroxo30-6-pocham-dezudpozenaser

Habpadennd, conepxamuit cynp(poHaMUIHYIO

rpynmy, YBEJIMYMBAET pHCK Pa3BUTHSA
TEMOJIMTUYECKON aHEeMHH Y IALHUeHTOB C
aedunuTom TIIF0K030-6-(hocdaTnernaporenassl

(T'6®MI"). HeobxoauMo NpOBOAWTH TINATENbHEIL
MEIUIUHCKHIM KOHTPOIb COCTOSIHUS NALHUESHTOB C
ae¢puuurom 6D Ha mpeaMeT NpHU3HAKOB

reMOJIMTUYECKOH aHEMHUM.

T'emogpazoyumapmuiii numepozucmuoyumos (i)

B moctpeructpanponsom ommite npumeneHus
Tapunnapa® B xomOumaumm ¢ IpenapaToM

Mexunuct®

Habmozmanca  remodarouuTapHsIit
mamoructronuros (FJIT). Ipu nomospennn Ha
VIl neyenwe crnemyer HpepBa;[‘B. B ciyuae
r
IIPEKPATUTh U HaYaTe COOTBETCTBYIOLIEE JICYEHHE

IJIT.

IIOATBEPXKACHUS JICUCHHUC cienyer

Cunopom nusuca onyxonu

Coo6manocr, 0 ClyJasX CHHApPOMA JIH3HUca

HGO6X0}IPIMOCTL B YBEJIMYCHHH WUHTCHCHBHOCTH-
THIIOTTHKEMUYECKOMH TEpamnuu. ‘Yactora Pa3BUTHA
3

nabopaTOpHBIX MCCNENOBAaHMH cocTaBmma 6%

TUIEPrITMKEMUI CT€NEHH [0 JaHHBIM
(12/187) y mauuenros, nomyuapmmix nabpadenus,

B OTIMYHE OT MAUMEHTOB, IOJyYaBIIHX -
MaKap0asMH, y KOTOPHIX Takue CiIydad He

3apeTHCTPUPOBAHEL.

Ilpn  nevenun mnpenapatom Tadumnap® y

INIaMUCHTOB C panee AHAarnoCTHPOBAHHBIM

CaxapHeIM 1MabeTOM MM  UIeprIMKeMueit
HEOOXO/MMO TNpPOBOJMTH PYTMHHBIM KOHTPOIL
KOHUEHTPAMH IJIOKO3El B CBHIBOPOTKE KPOBH.
ITaruenram f)eKOMeH,uyeTca coo0marTk neyamemy
Bpady O CHMITOMAaX TSDKEJIOH TIHMIepriMKeMuH,
TaKUX KaK 4pe3MepHas KaX[a WIH YBeIHYCHHE

06eMa U YaCTOTH MOYEHCITYCKAHMIA.
Hegpuyum anioxo30-6-pocham-dezudpozenassr

Habpadenud,
Ipymnmy,

TeMOJIMTHYECKOM

comepxamuii  Cyap(hoHAMUAHYIO

YBEIHYHBAET pHcK Pa3BUTHA

AHEMHUHM Y TNAUUEHTOB C

AeduuuToM  IIOK030-6-(ocdaTaerHIPOreHasE |
('6®T). Heobxonumo NmpoBOAUTS TINATeNHHEIL
MEIMIMHCKIH KOHTPONE COCTOSIHMSA IAIJUEHTOB ¢
aebunpTom I'6@I' ma mnpeamer npu3HAKOB

FEMOJIUTHYECKOM aHeEMUU.

Temogpazoyumapmuiii numpozucmuoyumos (IJIT')

B IIOCTPETUCTPALIMOHHOM  OIIBITE INPUMEHCHUA

npenapata  Tapuunap® B xomGumammu ¢
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COOTBETCTEYET 2KCNEPTHOMY OTUETY
oT 16.12.2024 Nz 27784
(Bxopawmia M3 N24304583)

Crapas peaakuus

HoBas pepaxkuus

OITYXOJIH,

HCXO0I0M, y

BKJIFO4Yasg cCiiydau CO CMEPTEJIbHBIM
MaruEHTOB, [IPUHUMABIIHX

Tapunnap® B KOMOMHALMM ¢ TpenapaTom
Mexkuuuct® (cMm. pazaen «Ilobounoe Oeticmesue).
@akTOpel pHCKa CHHAPOMA JIM3UCa OIyXOJIH
BKJIFOYAIOT: OBICTPO pacTyLIUe OIYXOJH, BEICOKYIO
OIYXOJIEBYIO HArpy3Ky, AMCQYHKUHMIO MOYEK U
obe3BoxxuBanue. [lanueHTOB ¢ dakTopamu pucka

CHUHApOMaA JIu3ucCa OIMyXOJIH CJICAYET TIIATCIBHO

HabmoaTs, Onpe/enuTh BO3MO>KHOCTh
npoUIaKTUKH (nanpumep, NpoBe/IeHHE
BHYTPMBEHHOH TH/ApaTallid U  KyNHUPOBaHUE
TMOBBILICHHOTO YPOBHS MOYEBOH KHCIOTHI [0

Haydalia JIC‘-ICHI/U[) H JICYUTh IO KIMHUYCCKUM

IMOKa3aHHsIM.

Mekunuct®

npenapaTom Habmoancs
remodarouutapuelii  mumoructuonuros (I'JII).
[Ipy mnogo3penuu Ha [JII' neuenwe cnemyer
npepBatk. B ciyyae noareepxaenus ['JII" neyenue
clielyeT MpeKpaTUTh U HayaTh COOTBETCTBYIOLIEE

neuenue [JII.

Cunopom nuzuca onyxonu

COO61[I2UIOCB 0 CcCliy4yasX CHHApOMa JIM3HcCa

OMyXOJIM, BKJIOYAs CIy4ad CO CMepTesIbHBIM
MCXO/IOM, Y TMALMeHTOB, MPUHUMABIIMX Iperapar
Tapunnap® B KkOMOMHALMHM ¢ MpenapaTom
Mekunuct® (cm. pasaen «Ilobounoe deiicmeuey).
@akTopel pHUCKa CHHJIpOMA JIM3UCA OIYXOJH
BKJIOYAIOT: OBICTPO pacTyIHe OIMyX0JIH, BEICOKYIO
OIyXOJIEBYIO HArpy3ky, AMCOYHKUHUIO IOYEK U
obe3BoxkuBaHue. [lanieHTOB ¢ dakropamMu pucka

CHHApOMa JIM3HCa OIMYXOJIU CJICAYET TILIATCIBHO

HabmoaTh, OlpeIeTUTh BO3MOXXHOCTB
npoduiakTHKHU (Hanpumep, MpoBeeHHE
BHYTPUBEHHOM TrHIpaTallud M  KyNHpPOBaHHUE
TMOBBILIEHHOTO YPOBHS MOYEBOH KHCIIOTBI [0

Havalia IIC'-!CHI/UI) U JICHUTH MO KIWHHYECKUM

TOKa3aHUsM.
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