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OBIIASI XAPAKTEPUCTHUKA JIEKAPCTBEHHOTO TIPEHAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOI'O ITPEITAPATA

Hunotuau6, 150 Mr, xarcymsl.

Hunotuau6, 200 Mr, Kancyisl.

2. KAMECTBEHHBIN M1 KOJIMYECTBEHHBIN COCTAB

JleficTByo1IIEe BEIECTBO: HUJIOTUHHO.

Huwiotnan0, 150 Mr, Karcyisl

Kaxnas xancyna conepxut 150 Mr HuiaoTuauoa.

Bemiecta, HanmMune KOTOPBIX HAZ0 YYUTHIBATh B COCTaBE JICKAPCTBEHHOT'O Tpernapara: JakTo3a (CM.
paznen 4.4).

Hunorran0, 200 Mr, KarcyJisl

Kaxnas xancyna cogepxut 200 Mr HUJIO0THHHOA.

BemiectBa, HanmMune KOTOPBIX HAZ0 YYUTHIBATh B COCTaBE JICKAPCTBEHHOTO TIpenapara: JaKkTo3a (CM.
paznen 4.4).

ITomubrit IEPCUCHDb BCIIOMOTI'aTCIIbHBIX BCIICCTB IIPUBCICH B PA3JCJIC 6.1.

3. JEKAPCTBEHHAS ®OPMA

Kancybr.

Hunotnan0, 150 Mr, Karcyisl

TBepble )xenaTHHOBbIE KancyJbl (pa3mep 1), Hempo3padHblil KOpITyC O€I0ro 1BeTa ¢ MapKUPOBKOH
«NIB2» uepHoro 1Bera, Hempo3pauHas Kpbllleyka Oejoro IBera ¢ MapkupoBkoil «H» uepHoro
I[BETA.

COI[ep)KI/IMOC KarcyJibl — I‘paHy.]'II/IpOBaHHHﬁ MMOPOIIOK OT ITOYTH KCJITOT'O J0 KCJITOro IBCTA.

Hunornan0, 200 Mr, Kancyiasl

TBepasie kenaTuHOBBIE Karcybl (pasmep 0), Hempo3pauHbIil KOpIyc 0eIoro 1BeTa ¢ MapKUPOBKOM
«NIB3» uepHoro msera, Hempo3payHas KphIlIeuyka OEoro 1BeTa ¢ MapKupoBkod «H» yepnHoro
L[BETA.

Conepxumoe KarcyJsibl — TPaHyJIMPOBAHHBINA MTOPOIIOK OT MOYTH KEJTOTO JI0 )KEJITOTO 1[BETA.

4. KIMHUYECKHUE JAHHBIE
4.1. IToka3zanus K NIPUMEHEHHIO

HpenapaT Hunotnau6 nokasan kK MPUMCHCHHUIO TOJIBKO Y B3POCIIBIX I10 ITOKAa3aHUAM:

o BriepBble BBISBIEHHBIH MOJOKUTENbHBIA 1O  Quiuanenbduiickoir  xpomocome (Ph+)
XpOHUYECKH MuenouaHbIl seiiko3 (XMJI) B xponudecko (aze y B3pOCIBIX C BO3ZMOXHOCTBIO
OTMEHbI Tepamnuu Mpu CTabWIbHOM TIiTyOoKoM MosekyisipHoM otBere (MO) Ha ¢one Tepanuu
HIWJIOTMHUOOM Ha MPOTSDKEHUH 3 JIeT.
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(Ph+ XMJI) B xpoHmueckod ¢(aze u (¢a3ze akcenepalMd Yy B3POCIBIX MAIEHTOB MpU
HEMEePEeHOCUMOCTH MJIM PE3UCTEHTHOCTH K NPEALIECTBYIOUIEH TepamuH, BKIIOYas MMaTHHHO, C
BO3MOKHOCTBIO OTMEHBI TEpanuH MpH CTaOMJIBHOM TIyOOKOM MOJIEKYJISIDHOM OTBeTe Ha (hoHE
Tepanuy HUJIOTUHUOOM Ha MPOTSKEHUU 3 JIET MOCIe CMEHBI JIeUeHHs] UMaTUHUOOM Ha HUJIOTHHHUO.

4.2. Pesxum 103MpOBaHus U cIOCO0 NPHMMEHEeHHUSs

Tepanuio J0JKEH TPOBOAUTH Bpay, UMEIOIIUN ONBIT B JUATHOCTUKE U JICUCHUH NTaureHToB ¢ XMJI.

PexxuM o3upoBaHus

B cinywae mnpomycka ouepeqHOW J03bI HE cleAyeT NPUHMMATh Mpenapar JIONOJHUTENBHO,
CJIEIYIOIYIO 03y IPUHUMAIOT B HA3HAYEHHOE BpEMSI.

[Ipenapar HutotuHu6 goctyneH B ABYyX M03WpOBKax: Karcyisl 150 mr u 200 mr.

IIpn HEOOXOAMMOCTH KOPPEKLMHU 03Bl IpernapaTta 10 He KpaTHoM 150 wmr, cienyer mpUMEHSTbH
npenapat Huwtotunu6, kamncyisl, 200 mr.

[Iepen Hauamom, yepe3 7 QHEW MOCIE HAaYajda U B MPOLIECCE JICUCHUS MPENapaToM PEKOMEHYyETCA
npoBoauTh DKI -uccienopanue.

[lepen mnpuMeHEHHWEM TIpemapata TpPHU HEOOXOIUMOCTH CJIEAYyeT TPOBOJUTh KOPPEKIIHIO
TUIIOMAarHUEMUN W TUIIOKAIMEMUU. B 1mpouecce sedeHuss pPEKOMEHAOBAHO KOHTPOJIUPOBATH
coJiepKaHUE KaJlusg M MarHus B CHIBOPOTKE KPOBHU, OCOOCHHO y TAIMEHTOB C PHCKOM DPa3BUTHS
MeTaboIMUeCKUX HapyIICHUH.

Ha ¢one npumeHeHuss HWIOTHHHOA OTMEYAIOCh YBEJIMYEHUE KOHIIEHTPALUU OOIIEero XoiecTepuHa
B CBIBOPOTKE KpOBU. PEKOMEHJOBaHO ONpENeNATh JUNUAHBIA NpodUiIb 1O Hayala Tepanuu
HWJIOTHHUOOM, a Takxe 4yepe3 3 U 6 MecsleB Mociie Hayaja Je4yeHUss ¥ MUHUMYM 1 pa3 B roj npu
JUIMTEJIBHOM ITPUMEHEHHUN.

Ha q)OHe IMPUMCHCHHA HUJIOTHHHOA OTMEUYAJIOCh ITOBBIIIEHUE KOHICHTpAalWU I'JIFOKO3bI B IIJIa3MC
KpOBH. CJ'IGI[YCT OMpeaACIATh KOHICHTPAIHIO I''TFOKO3EI B IIJIa3ME€ KPOBU A0 Havdalla JICYCHUS, a TAKKC,
pu HCO6XOI[I/IMOCTI/I BO BpCMs JICUCHU A HHJIOTUHHOOM.

BcenenctBue pucka pa3BUTHS CUHIPOMA JIM3KMCA OMYyXOJIM NEpe] MPUMEHEHHEM Iperapara cieayer
MIpH HEOOXOJMMOCTH CKOPPEKTUPOBATh KIMHHUYECKHU BBIPAXKEHHYIO JIETHIPATALIUIO U MTOBBIIIEHHYIO
KOHIICHTPAIIUIO MOYEBOW KHCIIOTHI.

Crenyer mpoBOAUTh PYTHHHBIA KOHTpPOJIb OTBETA Ha Tepamuio y mauueHToB ¢ Ph+ XMJI, kak Bo
BpeMsl NPHUMEHEHMUS IIpenapara, TaKk W B Clly4ae M3MEHEHHMS Tepalu, C LEIbI0 BBIABICHUS
CyOONTUMAaJILHOTO OTBETA Ha JICYEHHE, IIOTEPU OTBETA, HEAOCTATOUHON MPUBEP)KEHHOCTH MallUeHTa
K JICYEHHIO (KOMIUIAEHTHOCTH) WJIM BO3MOXKHOIO JIEKApPCTBEHHOTO B3anMojencTBusd. Koppekumuio
Tepamuu ciaeayeT IPOBOIUTh, OCHOBBIBASCH HA PE3YJIBTATAX MOHUTOPHHTA.

Jleuenue enepsvie sviasnennoco Ph+ XMJI 6 xponuueckotl ¢paze y 83pocivix
PexomenoBan npuem npenapara Hunorunu6 B 1o3e 300 Mr 2 pa3za B cyTkH (Kaxable 12 yacos).
Jledenue npenapaToM IPOBOAST IO TEX MOP, TOKA COXpaHAETCs KIMHUUECKUN 3 (DeKT.

Bosmooicnocms ommenvl mepanuu y nayuenmos ¢ enepsvie gviasieHuvim Ph+ XMJI 6 xponuuecxoti
¢asze npu cmadbunorom enyboxom monexyiapuom omseeme (MO 4.5) na ghone mepanuu HULOMUHUOOM
Ha npomsdicenuu 3 aem.

VY nanueHToB, MOJIy4aBIIMX Tepanmuio HWIOTHHHOOM B o3¢ 300 mMr 2 pa3za B CyTKH B TE€UEHHE
MPEIIIECTBYIONHNX 3 JIET U JOCTUTIIHX IiTyOokoro MO, cTaOuiIbHOTO Ha MPOTSHKEHUH MUHUMYM |
rojia HETMOCPEICTBEHHO IMepe NMPEKPAIlECHUEM JICUEHUS IIPENapaToM, BO3MOKHa OTMEHA TEpaIruH.



COOTBETCTE

naimeHToB ¢ XMJIL.

VY nanueHToB, A1 KOTOPBIX paCCMaTPUBAETCA BO3MOKHOCTh OTMEHBI TEPAIINHU IIPENapaToM, CIECLyeT
KOHTPOJMpOBaTh ypoBeHb TpaHckpurita BCR-ABL u moka3zarenu OOHICKIMHUYECKOTO aHAJIN3a
KPOBH C OIIpEJIeJIEHUEM JIEHKOLUTApHON (DOPMYJIbl €KEMECIYHO B TE€UEHUE NEPBOTO Ioja, 3aTeM
KaXKJple 6 HEJeNIb B TEYEHHE BTOPOI'0 Tojia U Jajiee Kaxable 12 Henensb.

JIy1sl marueHToB, y KOTOphIX BhIsiBIcHA moTepst MO 4.0, HO He OOIBIIOr0 MOJIEKYJISIPHOTO OTBETA
(BMO) B Teuenue nepuoaa 6e3 neueHus, yposeHb Tpanckpunta BCR-ABL cienyer koHTpoinpoBath
Kakaple 2 HEAENH JI0 TeX Mop, nmoka ypoBeHb TpaHckpunta BCR-ABL He BepHeTcs B auamnazoH
Mexay MO 4.0 u MO 4.5. TTauueHTsl, y KOTOpbIX YpoBeHb TpaHckpunTa BCR-ABL coxpansiercs B
nuamna3zone mexay bBMO u MO 4.0 B TeueHHne kKak MUHUMYM 4 1TOCIe0BaTEIbHBIX U3MEPEHU N, MOTYT
BEPHYTHCS K MIEPBOHAYATBHOMY T'papKy MOHUTOPHHTA.

[Tpu notepe 6onbiioro monexyisipaoro orsera (bMO) cienyer BO30OHOBUTH TEPAIUIO MIPenapaToM
Hunotunu6 B Tedenue 4 Hepenab MOCIE TUArHOCTUPOBAHMS MOTEpU peMuccuu. JleueHue ciemyer
BO300HOBJIATH B 03¢ 300 Mr 2 pa3za B CyTKM WJIM B YMEHbIIeHHOU n03e¢ 400 mr 1 pa3 B CyTKH y
MAIUEHTOB, MOJIY4YaBIIMX YMEHbIIEHHYIO 03y Mpenapara nepeja mnpekpaiieHueMm tepanuu. [lpu
BO300OHOBJICHUH JICUEHUS CIEIyeT €KEeMEeCIYHO KOHTPOJIUPOBaTh ypoBeHb TpaHckpunta BCR-ABL
BILJIOTH JI0 TOBTOpHOTO foctuxeHuss bBMO.

Jlewenue Ph+ XMJI 6 xpomnuueckoti ¢hase u ¢hasze akcenepayuu y 63pocCivlX NaAyuewmos npu
HEenepeHoCUMOCmuU UlU Pe3UCMEHMHOCMU K npeouleCmsyrowell mepanuy, 6KIYds UMAmuHub
Pexomennyemas noza npenapara Hunotunu6 cocrasmisier 400 mr 2 pasza B cyTkH (Kaxabie 12 4acoB).
JledeHnue npernapaToM IPOBOJIST JI0 TEX MOP, TTOKA COXPAHASTCS KIMHUYSCKUN I (DEKT.

Bosmooicnocms  ommensvt mepanuu npu cmabunviom enybokom MO 4.5 uma gome mepanuu
HULOMUHUOOM HA NPOMANCeHUU 3 iem Nocie CMeHbl leYeHus UMAMUHUOOM HA HUTOMUHUD

Y DanueHToB, MOJIyYaBIIUX TEpanuil0 HWIOTHHHOOM B TEYEHHE MPEALISCTBYIOMUX 3 JEeT U
nocturmux riryookoro MO, cTaOMIIBHOTO HA MPOTSKCHUM MUHUMYM | ro/ia HEOCPEICTBEHHO 10
MPEKpAIICHUsS] TEparuu MpenaparoM, BO3MOXHa OTMEHa JiedeHud. lIpekpamienune Ttepanuu
MPENapaToM JI0JKEH MHUIIMUPOBATH TOJBKO Bpay C ONBITOM JICUEHUs nauueHToB ¢ XMJL.

V¥ nanueHToB, AJI KOTOPBIX pacCMaTPUBAETCS BO3MOKHOCTh OTMEHBI TEPANINUHU IIPENapaToM, CIETyeT
KOHTpOJIMpoBaTh ypoBeHb TpaHckpunta BCR-ABL u nokaszarenu oOIIEKIMHUYECKOTO aHalu3a
KPOBH C OIpeJIeIeHUEeM JIEUKOIUTApHOH (DOpMyIIBl €KeMEeCIYHO B TE€UEHHE MEPBOTO Iroja, 3aTeM
KaXKJible 6 HeJleb B TEUCHHE BTOPOTO ToJ1a U Jajiee Kax aple 12 Heaenb.

Jlis malueHToB, y KOTOphIX BbIsiBIeHa moteps MO 4.0, HO He 0OJIBIIOr0 MOJEKYJISIPHOTO OTBETa
(BMO) B Teuenue nepuoja 6e3 neueHus, yposenb Tpanckpunta BCR-ABL cienyer koHTponnpoBath
KaKIble 2 HeJlenu A0 TeX Iop, Mmoka ypoBeHb TpaHckpunta BCR-ABL He BepHercs B quanasoH
mexay MO 4.0 u MO 4.5. [TatmenTsl, y KOTOpbIX yYpoBeHb TpaHckpunta BCR-ABL coxpansiercs B
nuanasone Mexxry BMO n MO 4.0 B TeueHne kak MUHUMYM 4 I10CJIE0BATEIbHBIX H3MEPEHUM, MOTYT
BEPHYTHCA K IIEPBOHAYAIBHOMY IpaUKy MOHUTOPHHTA.

VY nanuenToB ¢ noATBepxkAeHHON notepeit MO 4.0, (2 mocnenoBaTenbHBIX aHAM3a ¢ HHTepBaIoM 4
Henenu, noareepxkaarnmx norepro MO 4.0) unu notepeir BMO neuenue mpenaparoMm cieayer
BOOOHOBUTh B TeueHHEe 4 HeJenb IMOcie JAUArHOCTHPOBAaHUS TMOTEpU pemHccuu. Tepamuio
npenapatoM Bo300HOBISIIOT B f03¢ 400 mr 2 pa3a B cyTku. [Ipu Bo30OHOBIEHU Tepamuu CleayeT
©KEeMEeCSAYHO KOHTPOIUPOBaTh YpoBeHb TpaHckpunta BCR-ABL Bmjnote 10 MTOBTOPHOTO
noctrxenus npearectyromux bMO ninn MO 4.0.

Coomeemcmeue Kpumepusiam onmmeHbl mepanuu

VY nmanueHToB ¢ MOATBEPXKACHHOHN 3Kcrpeccre THHNUYHbIX TpaHckpunToB BCR-ABL el3a2/b2a2
wii el4a2/b3a2 mpu COOTBETCTBUHM KPUTEPUSAM BO3MOXKHO pacCMOTpeHHe Bompoca 00 OTMeHe
tepanuu. Hamuume tunuuyneix tpaHckpuntoB BCR-ABL HeoOGxoaumo s BO3MOKHOCTH
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KOJMYECTBEHHOTO ONIPEIETICHHS YPOBHS UX KCIIPECC rnv6m|[11:i\7-18§1% &KE%M%H I”I'r'rlc;l:e%ﬁ

MOJIEKYJISIPHON PEMUCCUU TIOCIIE MPEKPAILEHUS TEPANIUN ITPETAPATOM.
Konmponv nocne npexpawenus mepanuu

VY mnanueHToB, UIsI KOTOPBIX paccMaTpUBAETCS BO3MOXKHOCTh OTMEHBI TEpaldu MpPEernapaTom,
MOHUTOpPUHT ypoBHA TpaHnckpunta BCR-ABL HeoOXogumMo MNpOBOAWTH MPH  TOMOITH
JMArHOCTUYECKOTO0 KOJUYECTBEHHOTO TeCcTa, BalUAUPOBaHHOrO Ui ompeaenenus MO ¢
MHHUMAJIBHOM 4yBCTBUTEIbHOCThIO MO, paBHOMY 4.5. YpoBenb Tpanckpunta BCR-ABL cienyer
OTIPECTISATH Mepel OTMEHOW Tepaluy, a TaKXKe Ha MPOTSHKCHUH Tepruoaa 0e3 nedenus. [lpu morepe
BMO wimm noarsepxkaenHor morepe MO 4.0 (1Ba mocneaoBaTeNbHBIX aHANIM3a ¢ MHTEpBaIOM 4
Henenu, noarsepxkaatomux norepro MO 4.0) ciexyer BO30OHOBUTH JISUCHHUE MPENIapaToOM B TEUCHUE
4 Henesb MOCJE JUAarHOCTUPOBAHUS MOTEpU pemuccuu. s onpeneneHust BO3MoxHON norepu MO
HEOOXOIMMO PETYJISIPHO M HYacTO OmpenensTh ypoBeHb Tpanckpunta BCR-ABL u mpoBoauth
OOIIEKIIMHUYECKHUI aHAJIU3 KPOBH C ONPEACICHUEM JICUKOIIMTAPHON JICHKOIIUTapHOU (DOPMYIIBIL.

[Tanmentam, KOTOphIe HE CMOTTM AOCTHUTHYTh BMO chycTs Tpu Mecsma mociie BO30OHOBICHHS

JICUCHMUA, H€O6XOI[I/IMO IIPOBECTHU UCCIIECAOBAHHUE HA OIIPEACIICHUC MYTaLII/Iﬁ KHHa3HOIro JOMEHa reHa
BCR-ABL.

Koppexyus pexcuma 0osupoeanus npu pazsumuu cepbe3nvix Hedicelamenvhvix senenui (HA) co
CMOPOHbL cucmeMbl KpO8emeopeHus (mpomooyumonenusl, HeumponeHus maxiceaiou cmenenu,)

IIpy BO3HMKHOBEHHMM HEHTPONEHUHM W TPOMOOLMUTONEHUM, HE CBS3aHHBIX C OCHOBHBIM
3a0ojeBaHueM, TpeOyeTcss BpEMEHHas OTMEHa IMperapara WM YMEHbBIICHHE ero J03bl, B
3aBHCUMOCTH OT CTEIIEHU BBIPAXKEHHOCTH 3TUX HEXKeNaTesbHbIX sBieHui (HA).

Tabnuya 1: Koppexkyua 003bl _npenapama 6 __ciy4ae B03HUKHOBEHUS _HEeUmpONeHuu _u
mpomMooyumonenuu

Brnepseie BoisiBneHHbIH Ph+|CHuxeHue abcomotHoro|l. Otrmena mpemapata Humotunu® u
XMUJI B xpoHnndeckoii (aze —uucna HeHTpo(UIOB IpOBEIEHNE peryspHbIX
300 mr 2 pasza B CyTKHU <1x10°n w/mnam  umMcHa|KIMHAYECKUX aHATU30B KPOBH.

< 9
TpoMbounTos < 50x10°/n 2. Bo3oOHoBIIEHME B TedyeHHUE 2 - X

HeZelb JI€YEHUs pernapaTomM
Hunotunu6 B n03e, nmpuMeHsBIIEHCS
JI0 TpepbIBaHUS  TEpanmuu, €CIu
abCOJIIOTHOE 4YHUCIIO HeWTpoduiaos >

1x10°/n w/unu wucao TPOMOGOLUTOB >
50x10°/m.

3. Ilpu coXxpaHEeHNN UTONIEHUN MOXKET
noTpedOBaTbCS  YMEHBIIEHHUE 03Bl
npenaparta Hunornnu6 1o 400 mr 1 pa3
B CYTKH.
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l| IEQOBATENE o g
Ph+ XMJI nipu| CHI>KEeHME a0COJIFOTHOLO h'TMP Aﬂhfl‘ﬂﬂhﬂ’l“ﬂ I?—T_I/ITI(}TII/IHI/IE "
PE3UCTEHTHOCTH WIM[4MCIa  HeUTpoduiaoB  <|mpoBelacHHE peryJIsipHbIX
HEIIEPEHOCUMOCTH 1x10%/n u/unm YKCJIA|KIMHUYECKUX AHAIU30B KPOBH.

npemecTByomeil Tepanuu|TpoMoorToB < 50x10°/1
B XpoHuyeckoi ¢aze — 400
M 2 pa3a B CyTKH

2. Bo3oOHoBIeHHE B TedeHHE 2 - X
HEACHb JICUCHUS npernapaTomMm
Hunotuau® B m03€, NMpUMEHSBIICHCS
0 TpepbIBaHUS  TEepamuu, €CIu
aOCOJIIOTHOE YHCIIO HEUTPOPUIOB >
1x10°/n w/unu wmucao TPOMOOLHUTOB >
50x10°/m.

3. IIpu coxpaHeHHH UTONCHUN MOXKET
HOTpeOOBaTbCS  YMEHBIICHUE O3B
npenaparta Humorunu6 1o 400 mr 1 pa3

B CYTKH.
CHuxeHue abcomotHoro|l. Otmena mpemapata Humotunu® u
qucna HeHTpo(rI0B IpOBEIEHNE PeryIsipHBIX

<0,5x10°/m1  wmmm  umMcIa|KIMHAYECKUX aHATU30B KPOBH.

< 9
TpombounTos < 10x10°/n 2. Bo3zoOHoBiieHMe B TedyeHHUE 2 - X

HeJenb JIeUeHHUS npenapaToMm
Hwiotunu® B mo3e, mpuMeEHsBLICHCS
O  TpepblBaHUA  Tepamnuu, €ciu
a0COJIOTHOE YHCIO HEUTPOPUIOB >
1x10°/n1 w/unu gwcio TPOMOOIIUTOB >
20x10%/m.

3. Ilpu coxpaHEeHUHU IIUTONIEHUN MOXKET
noTpeOOBaThCS  YMEHBIICHUE  JTO3bI
npenapara Hunoruau6 mo 400 mr 1 pa3
B CYTKH.

Koppexyus pescuma 0o3uposanus npu pazeumuu cepbe3HblX He2eMamoloSUYeCKUX HeXHcearamelbHblX
A61eHull

[Ipn pa3BUTMM YMEPEHHO BBIPAKEHHBIX WM TSDKEIBIX Heremarosnoruueckux HS, cBsi3zaHHBIX C
IpUEMOM IIpernapara, Tepanuto npenapatomM HumotunuoO crieayer npepBaTh.

[Tocne paspemenus HS nedenue mpemaparoMm MoxeT ObITH Bo300HOBIEHO B g03¢e 400 mr 1 pa3 B
cyTku. [Ipy HE06X0IMMOCTH BO3MOKHO TOBBIIIEHHE 103kl penapata 10 300 Mr 2 pa3a B CyTKHU Y
MAIMEHTOB C BrepBble BbIsiBIEHHBIM Ph+ XMJI B xponunyeckoii ¢aze u 10 400 mr 2 pasza B CyTKH IIpH
tepamun Ph+ XMJI B xpoHudeckoil ¢aze u ¢aze akcenepaluud y B3pOCIBIX MAIMEHTOB IpH
HENEPEHOCUMOCTH WJIM PE3UCTEHTHOCTH K MPEAIIECTBYIOIIEH Tepanuy, BKItoYasi UMaTUHUO.

[Tpu yBenn4yeHnn akTUBHOCTH JIMNa3bl KpoBU B 2 pa3a Bbiie BI'H, koHnenTpauun 6unupyouna B 3
pa3a Boiie BI'H min «nneueHounsix» Tpancamunas B 5 pa3 Boiie BI'H o3y npenapara Hunotunu6
pexomenayetcst cHU3UTh 10 400 mr 1 pa3 B CyTKM WJIM BPEMEHHO IIPEPBATh TEPAIIUIO.

Oco0BIe TPYIIIHI MTAIMEHTOB

HauueHmbz C NeYEeHOYHOU HeOOCMAmMOYHOCMbIO

[TockonbKy MHpu MPUMEHEHUHM y MAlUMEHTOB C HapyUIEHUSAMH (DYHKUIMU MEYEHH HE OTMEYasoch
3HAYUTEIBHOTO U3MEHEHHs (PapMaKOKMHETHYECKUX apaMeTpOB HWJIOTMHNOA, Y TAIIUEHTOB JaHHOU
KaTeropuu He TpeOyeTcs KOPpEeKIUHN pexxuma go3upoBanus npenapata Hunmotunub. Tem He meHee,
IIPUMEHSATH IIpenapaT y 9TUX MalUEHTOB CIELYET C OCTOPOKHOCTBIO.
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(NOCNELOBATENBHOCTb 0002)

Hab;ueﬂmw C NOYeYHOoU HedOCMamo4HOCHbIO

Her naHHBIX 1O TPUMEHEHUIO HWIOTHHHOA y TAIMEHTOB C HapylmieHWeM (QYHKIHH TOYeK
(KoHIIEHTpaIMsl KpeaTHHUHA B IUIa3Me KpoBW B 1,5 pasa > BepxHeill rpanunbl HopMmbl (BI'H)).
[TockoNbKY MOYKHU HE UTPAIOT CYIIECTBEHHOMN POJH B BBHIBEIACHUH HIJIOTHHHOA U €r0 METa0OJUTOB,
HE 0)KUJAETCS CHIDKEHUS 00IIEero KinupeHca HUJIOTUHUOA NPy IPUMEHEHUH Mpernapara y naiueHToB
JTAHHOM KaTeropuu.

Ilayuenmul ¢ HapyuweHUAMU CO CMOPOHBL CePOEUHO-COCYOUCNOL CUCTEMbL

[TockonbKy KIMHMYECKHE MaHHBIC [0 NPUMEHEHUIO HWJIOTHHHOA y TMAlMEHTOB C TKEIBIMU
3a0osieBaHUAMHU cepila (B T.4. HECTAOMIIBHOM CTEHOKapaAuen, HEKOHTPOJIUPYEMOM XPOHUYECKOM
CEpJCYHON HENOCTaTOYHOCTBIO, BBIPAKEHHOM Opagukapaveldl WIM HEAaBHO IIE€PEHECEHHBIM
nH(}apKTOM MHOKap[a) OTCYTCTBYIOT, CIEAYyET C OCTOPOXXHOCTHIO MPHUMEHATH Mpenapar y 3TUX
MAI[MEHTOB.

J]ub;a nooaicus10co0 eo3pacma

B kIuHHUYECKUX MCCIIEOBAaHMIX AlMEHTHl B BO3pacTe > 65 seT ¢ BuepBbie BeisABIeHHOM Ph+ XMJI
B XpoHuudeckoil ¢aze u ¢ Ph+ XMJI B xporuueckoit pase u pasze akcenepanuu ¢ HENEPEHOCUMOCTBIO
VI PE3UCTEHTHOCTHIO K MPEIIECTBYIONICH Tepanuy, BKIoYasi UMaTHHUO, cocTaBisumm 12 % u 30 %
oT oO0miero yuciaa MalUeHTOB COOTBETCTBEHHO. CyIIECTBEHHBIX OTIMYMN B 3(PPEKTUBHOCTH U
0€30MacHOCTH TPHMEHEHHs] HHUJIOTHHHOA Yy TMAIMeHTOB JaHHOW KaTeropud B CpPaBHEHHH C
HalreHTaMu B Bo3pacte oT 18 10 65 et BBISBIEHO He ObLIO.

€T

bezonacHocts u 3 pekTUBHOCTH Mpemnapara y fetTeil B Bo3pacte 10 18 net He ycTaHOBIEHBI. JlaHHbIE
OTCYTCTBYIOT.

Cnocob IPUMCHCHUA

[Mpenapat HunotuHUO criexyeT npuHUMATh BHYTPh Yepe3 2 4 nocie enpl. [locne npuema npemnapara
IIPUHUMATH IUIIY cJIelyeT He paHee, ueM uepes 1 u.

Kancynbl He06X0AMMO POrIaThIBaTh LETUKOM, 3alUBasi BOJOM.

JI71st NallMeHTOoB € 3aTPy/IHEHHBIM IJIOTAHUEM BO3MOYXHO PACTBOPEHUE COJIEP>KMMOT0 KarcCyJyl B OTHON
JaifHOM JI0Ke sO0JOYHOrO IMIOpe HENOCPEACTBEHHO Iiepen npueMoM. J[lias pacTBopeHus
COJIEP’)KUMOTO KarlCyll CJeIyeT HCIONb30BaTh TONBKO si06mouHOe mrope. CoaepKUMoe Karcynl He
CJIeIyeT pacTBOPATH 00Jiee YeM B OJTHOU YaHHOM JIOKKE 0JI0YHOTO TOpE.

4.3. [IporuBonoka3zanust
- ['MnepyyBCTBUTENBHOCT K HUJIOTUHHOY WJIM K JIFOOOMY U3 BCIIOMOIaTENbHBIX BELIECTB,
MIEpPEYUCIICHHBIX B pa3zene 6.1.

- bepeMeHHOCTh M MepHUoI TPYJHOIO BCKapMIIMBaHUs (cM. pasjen 4.6).
4.4. OcoOble yKka3aHusl 1 Mepbl NPeI0CTOPOKHOCTH NIPH NPUMEHEHUH

[Ipemapat HunotuHu® ciemyer ¢ OCTOPOKHOCTHIO MPUMEHATh y MAIMEHTOB ¢ (aKTOpaMu pHCKa
ynnuHeHuss uHTepBana QT Ha osnekrpokapauorpamme (OKI): ¢ BpOXKICHHBIM yIIMHEHHEM
uatepBana QT, ¢ MeIMKaMEHTO3HO HEKOHTPOJIUPYEMBIMU WJIH TSKEJIBIMU 3a00JICBaHUSMU CEpIia
(BKJTIOYAasi ~ HENABHO  TEPEHECeHHBI  MH(PApKT  MHUOKapAa, XPOHHUYECKYID  CEpIACYHYIO
HEJIOCTAaTOYHOCTh, HECTAOWIIBHYIO CTEHOKAPAHWIO WM KIMHWUYECKH 3HAYUMYIO OpamuKapiuio), C
HapyIIeHUsIMU (QYHKIIMH MTEYSHH, C TAHKPEATUTOM (B TOM YHUCIIC B aHAMHE3E).

[Ipenapat HunotuHuO He cieqyeT MPUMEHSTh OJHOBPEMEHHO C IpernapaTamu, SBISIOIIMMUCS
MouHbIMU uHTHOUTOpaMu u3opepmenta CYP3A4 win ymmHsatiomuMu uatepsai QT, ocobeHHO

6
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unrepana QT).

Crenyer u3beratb 0JJHOBPEMEHHOTI'0 ITpUMEHEHMs npenapara Hunotunuo ¢ rpeiindpyToBbIM COKOM
U IPYTUMHU IPOAYKTaMH, SIBISIONUMECS W3BeCTHBIMU HHrHONTOpamMu CYP3A4.

Muenocympeccus

[TockonbKy Mpy MPUMEHEHUH HUJIOTHHIOA BO3MOYKHO Pa3BUTHE TPOMOOIIUTOTICHHH, HEUTPOIICHUH U
aHemun (HambOosnee yacto y mnanueHToB ¢ XMJI B ¢asze akcenepauuu), cieayeT HPOBOAUTH
KJIIMHUYECKHUH aHaJIN3 KPOBU KaXK/Ible 2 HE/IEIM B TEUEHUE MEPBBIX 2 MECALIEB TEpalMU IIpenapaTom,
a 3aTeM — EXEMEeCSYHO WJIM B Cily4yae KIMHHUYECKOW HeoOXoauMocTH. Muenocympeccus, Kak
npaBuUjIo, OblIa OOpaTUMOM M KOHTposnupyemod. Hopmanuzanum KomudecTBa TPOMOOIUTOB H
HENUTPO(UIOB OOBIYHO YIaBAJIOCh IOCTUYB MTOC]IE BPEMEHHOIO MPEKpAIlleHUsl Tepanuy HUJIOTUHUOA
WM CHUYKEHUS J103bl IIpenapara.

Ciyyau BHe3almHOH CMEPTHU

[Tpu npuMeHeHUN HUJOTHHNOA B KIIMHUYECKUX UCCIICAOBAHUAX OTMEYaIHCh cirydau (dacrora 0,1-1
%, Tpajlalys — «HeYacTO») BHE3AIMHOW CMEPTH MALMEHTOB ¢ 3a00J€BaHUAMU Cep/lia WM BHICOKUM
PHCKOM OCJIO)KHEHHH CO CTOPOHBI CEPJCYHO-COCYAUCTON CHCTEMBI. JTH MAIUEHTHl 4aCcTO MMEJH
COIYTCTBYIOIIHE 3200I€BaHMs M ITOJTy4YalIi COIyTCTBYIOLIYIO Tepanuio. HapymieHus pernonspusaniu
KETYyJOYKOB ~ MOTYT  SIBIATHCS  JONOJHHUTENBHBIM  (akTopoM  pucka. Ilo  gaHHBIM
MOCTPETUCTPALIMOHHBIX HMCCIEAOBAaHUN pacyeTHas 4acTOTa CHOHTAHHBIX COOOIICHHMH O Cydasx
BHe3anHou cmeptu cocraBuia 0,02 % Ha 1 mauuenra B ro.

OcC0XKHEHHS CO CTOPOHBI CEPICYHO-COCYINCTON CUCTEMBI

HpI/I IMPUMCHCHUU HIWIOTUHNOA B KIIMHUYECKUX HCCIICAOBAHMAX, a TAKKC B IMOCTPECTUCTPATNOHHBIX
UCCIIEIOBAaHMIX y MAIlMEHTOB C BIEPBbIE AUArHOCTUPOBAHHBIM XMJI oTMeUeHbI cilyyan pa3BUTUA
OCJIO)KHEHUHN CO CTOPOHBI CepAeYHO-cocynucTor cuctembl. HS 3 u 4 crenmenu BkiIto4yanu B ceOst
OKKJIIO3MIO TepU(EepUyYecKuX apTepHil, HIIEeMHUYEeCKyl0 O0Je3Hb cepAla Hu HUIIeMHYECKue
1epeOpoBacKyIspHbIE siBIIeHUs. [IpH MOSBICHUH COOTBETCTBYOIINX JKAIOO MITH CUMITOMOB OCTPBIX
HapyUIeHUH CO CTOPOHBI CEepPACUHO-COCYIUCTOM CHCTEMbl MAlUEHTY CIeAyeT HEeMEIJICHHO
oOpatuTbcsd 3a MEAMIMHCKONW moMoIbio. CreayeT KOHTPOJUPOBAaTh (PYHKIMIO CEpPAECYHO-
COCY/IMCTOM CHCTEMBI, a TaKX€ OIEHUBATh (DaKTOPHI pPHUCKAa Pa3BUTHS OCIOKHEHUIH CO CTOPOHBI
CepﬂeqHO-COCYI[HCTOﬁ CHUCTEMBI Ha BCEM MPOTAKCHUHN TCpAITNN HUJIOTUHHUOOM.

3azepKKa KUIKOCTHU

B KIMHHUYeCKUX UCCIIEeIOBaHUX y MAllMEHTOB ¢ BIiepBble AUarHocTupoBaHHbIM XMJI HeuacTo (0,1—
1 %) oTmMeuanucek Tsxkensle GOpMbI 3a7ePIKKH )KUIKOCTH, TAKUE KaK BBIIOT B IUIEBPAJIbHYIO MOJIOCTb,
OTEK JIETKUX U BBINOT B MOJOCTh nepukapnaa. CxonHble ciiydad ObLIM OTMEUEHBl TAaKXKe M MpU
[IPUMEHEHUH IIpenapara B KIMHUYECKOM MPAKTUKE B IOCTPETHCTpalMOHHOM nepuoxe. Ilpu
BHE3AITHOM U OBICTPOM yBEJIMYEHUH MACChl TeJa y MallMeHTa, MOIyYarollero JIeYeHHe HIIOTHHUOOM,
ClIelyeT MPOBECTH TINATEIbHOE 00CIe0BaHUE C LENbI0 BBIICHEHHs NMpUuuHbL. [lpu mosBieHun
CUMIITOMOB 33/IEPKKH KUJIKOCTH TSKEIOU CTETIEHU CIEAYET YTOUHUTH 3THOJIOTHIO JAHHOTO SBJICHUS
U IIPOBECTH COOTBETCTBYIOIIEE JIEYEHHUE.

PeaktuBanus Bupyca renarura B

VY NanueHToB, ABJISAIOMUXCS HOCUTENISIMU BHpYyCa renartura B, BO3MOXKHA peakTUBALUSA JaHHOTO
BHUpyca moclie Tepanuu mnpenapatamu uHruoutopamu BCR-ABL THpo3uMHKHHA3bI, TaKUMH Kak
HWIOTUHNO. B HEKOTOPHIX cilydasx NpU NPUMEHEHUH NpenapaToB JaHHOTO Kiacca OTMEUYEHO
pa3BUTHE OCTPOIl IEUEHOUYHOI HEAOCTATOYHOCTH WM (PYJIbMUHAHTHOTO FeNaTUTa, MPUBOIUBIINX K
TpPaHCIJIAaHTAUU [IEYEHU WIH K JIETaJIbHOMY HCXOY.

[Tepen Havamom Tepamuu MpermapaToM BCeX MAIlMEHTOB CiieayeT oOciaeaoBaTh HA HAIMYKUE BHpYycCa
renarura B.
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HACTOAIIEE BpeMs, Ha HalW4yhe HHOUIMPOBAHHS BHPYCOM TeMaTuTa B C 1enbi0 BBHISBICHUS
HOcHUTeNeH naHHoro Bo3oyaurtens. [lpu nomydyeHnu NoJ0KUTENBHOTO pe3yIbTaTa CepOIOTHIECKOrO
TECTUPOBAHUS (B T.4. IPH aKTUBHOM HMH(DEKIIMOHHOM TPOIECCE) CIEAYET MPOBECTH KOHCYIHTAIIHIO
ManueHTa y TernaToiora U ClenuaIiucTa Mo JEYeHUI0 BUPYCHOIo remartura B, kak B ciyyae nepen
HayaJoM Teparuu MpernapaTom, Tak U NalMEeHTOB, MOTYYaOIIUX TEPAIUIO MPENapaToM B HACTOSIIEE
BpeMsL.

CocrosiHME NalMeHTa, SBJSAIOIIET0Cs HOCUTENEM BUpYyca renaruta B, npu Heo0X0AUMOCTH JIeYeHUs
[IpenapaToM CJIeIyeT TIATEIbHO KOHTPOJIUPOBATh HA IIPEAMET PA3BUTHS NIPU3HAKOB U CUMIITOMOB
aKTUBHOTO MH(EKIIMOHHOTO Mpolecca Kak BO BpeMs TEpaluy NpenapaToM, TaK U B TEUCHHE
HECKOJIBKMX MECALIEB I10CIIE €€ OKOHYAHMS.

JlabopaTopHbIil KOHTPOJb V nanueHToB, ¢ Ph+ XMJI B xpoHuueckoi dhaze, JOCTUTIIHUX TITYOOKOro
MOJIEKYJIIPHOT'O OTBETA

Coomeemcmeue Kpumepusim onmmeHbl mepanuu

VY manueHToB ¢ MOATBEPXKACHHOHN SKcrpeccrei THnuYHbIX TpaHckpuntoB BCR-ABL el3a2/b2a2
wm el4a2/b3a2 mpu COOTBETCTBHH KPUTEPUSM BO3MOXKHO pPAaCCMOTpEHHE Bompoca 00 OTMEHe
tepanuu. Hamuume tunuuyneix tpaHckpuntoB BCR-ABL HeoOxoaumo s BO3MOKHOCTH
OTIpeJIeNIEHUs] YPOBHS UX 3Kcrpeccuu, rTyOuHsl MO U OIEHKH BO3MOYKHOHM MOTEPH MOJIEKYJISIPHON
pPEMUCCUH TTOCHE MPEKPALLECHUS TePAIIUU [TPEnapaToM.

Koumponw nocne npexpawenus mepanuu

VY nanmeHToB, IS KOTOPBIX PAacCMAaTPUBAETCS BO3MOKHOCTb OTMEHBI TEPANMU IIPEnaparoM,
MOHUTOpPUHI ypoBHA TpaHckpunta BCR-ABL Heo0xoaumMo NpoBOAUTH IpPU  MOMOUIU
JUArHOCTMYECKOTO KOJMYECTBEHHOIO TECTa, BAIMAMPOBAHHOrO Ui omnpeneneHus MO c
MUHHMMAJIBHOU 4yBCTBUTENBHOCTHI0O MO, paBHOMY 4.5. Yposens Tpanckpunta BCR-ABL crenyer
OIIpeNIeNIATh Mepe]] OTMEHON Tepaluy, a TAK)Ke Ha NPOTsHKEeHUM nepuoa 0e3 neuenus. [Ipu norepe
BMO unu noarsepxaenHoi norepe MO 4.0 (2 nocnenoBaTenbHbIX aHaIN3a C UHTEPBAJIOM 4 HE/lemH,
noareepxaaronux norepro MO 4.0) ciegyer BO30OHOBUTH JIeU€HHE IpenapaToM B TeueHue 4
HeJeNb MOCJIe JUAarHOCTUPOBAHUS MOTepH pemuccuu. s onpenenenus Bo3MoxkHoi nmorepu MO
HEOO0XO/MMO pEryJIipHO M 4YacTo OmpeaensaTh ypoBeHb TpaHckpunta BCR-ABL u mpoBoauts
OOLIEKIMHUYECKUN aHAJIU3 KPOBU C OIpe/IeTICHUEM JIEHKOIUTaApHOU (POPMYIIbL.

KoHTpomab J'Ia6ODaTODHLIX JaHHBIX

Jlunuonwlii npogune cvieoOpomru Kposu

B xnmHnmyeckom wuccrnenoBanun y 1,1 % mamueHToB ¢ BhepBble BbIBIEHHBIM Pht+ XMUJI,
MoJiy4yaBIIMX HUIOTUHUO B no3e 400 Mr 2 pasa B CyTKHM, OTMEYAJIOCh 3HAYMMOE YyBEJINYECHHE
KOHIIEHTPALlMU OOLIEro XOJIECTEPHHA B CHIBOPOTKE KpoBH. OJHAKO Yy MalMEHTOB, MOJYYaBIIUX
HunoTHHUO B 03¢ 300 Mr 2 pa3a B CyTKH, HE OTMEUYAJIOCh MOJOOHOTO MOBBIIEHUS KOHIIEHTPAIIUU
XOJIECTepUHA B CBIBOPOTKE KpOBHU. PekoMeHayeTcs ompeaeisaTh JUNUIHBIA Npoduiib 10 Hadaia
Tepanuu npemnaparoMm Hunmotunuo, a Takxe yepes3 3 u 6 MecsIieB mocie Havasa JeYeHUs,, © MUHUMYM
1 pa3 B rog npu AJIMTENBHOM IPUMEHEHUH.

Crnenyer cobm01aTh OCTOPOKHOCTh MPH HEOOXOAMMOCTH NpuMeHeHus: nHruouTopoB ['MI'-KoA-
penyKTa3bl (TUIIOIUIHIEMHUYECKOE CPEICTBO) OJTHOBPEMEHHO C IpenapaToM HunoTuHuo, mockoabKy
nyThb MeTabonuueckux mnpeBpameHuii uHruoutopoB I'MI-KoA-penykrazpl HPOUCXOAUT MpU
yuactuu uzodpepmenta CYP3A4 (cm. pazzen 4.5).

KOHueHmpaL;wz 2/NIOKO3bl 8 N1asme Kpoeu

B xnmuHuM4eckoMm wuccrienoBaHuu y 6,9 % manueHToB ¢ BhepBble BbIABICHHBIM Pht+ XMUJI,
MoJTy4yaBIIuX HWIOTHHUO B o3¢ 400 mMr 2 pasza B CyTkH, U 'y 7,2 % NalMeHTOB, MOJIy4aBIINX
HWIOTUHUO B 03¢ 300 Mr 2 pasa B CyTKH, OTMEYAJOCh 3HAYUMOE YyBEJIHUYEHHE KOHIEHTpaIuu



6 Nz 1926

o1 04.02_20

TUIFOKO3BI B T1a3Me KpoBH. ClieTyeT OIleHUBaTh KOHIIE Tpaumc';l;l%klg&gﬁfagﬁg k'ﬁl}l;ah E&' Hla‘tﬁnll'a

COOTBETCTBYET ZKCNEPTHOMY OTUETY

JIeUEHHsI, a TAKXKe, IPH HEOOXOAUMOCTH, BO BpeMs JiedeHus mpenapatoM Humotunuo.
llosviuenue akmusHocmu IUNa3vl NIA3Mbl KPOSU

HpI/I YBCIMUYCHUNU AKTHUBHOCTU JIUMIIA3bl B IJIa3ME€ KPOBH, COMPOBOXKAAIOIICMCA aGHOMHHaJIBHBIMI/I
CUMIITOMaMH, IIpUEM IIp€apara MOOJIKCH OBITh IpeKpalm€H, IMIPOBEACHO COOTBCTCTBYIOLICC
O6CJI€I[OBaHI/Ie ManueHTa ¢ HCJIbI0 UCKIIIOUCHU A ITaHKPCATUTA.

Hapywenusa ¢ynxkyuu nevenu

[Ipun nmpumeHennn mnpemnapata HUTOTUHUO pEeKOMEHAYETCS MPOBOIUTH E€KEMECSYHBIH KOHTPOJIb
(GbyHKIMM IedeHn (TpaHCaMUHA3bI, OVMITHPYOHH).

ITareHThl ¢ TaCTPOKTOMHUCH B aHAMHE3E

HOCKOHBKy Yy MaguCHTOB C TOTAJIbHOU FaCTpf)KTOMHCﬁ B aHaAMHE3¢C 6I/IOI[OCTy1'IHOCTB HWJIOTHHNOA
MOJKET OBITh CHMIKCHA, HCOGXOI[I/IM TH_IaTeJIBHbe/'I KOHTPOJIb COCTOSAHUA NaHHBIX IMMAIIUCHTOB.

CHHIpPOM JIM3HCA OIYXOJIH

BcenenctBue pucka pa3BUTHS CUHIPOMA JIM3KMCA OIyXOJIM NEpe] MIPUMEHEHUEM IIpernapara CieayeT
MIPU HEOOXOMMOCTH CKOPPEKTUPOBATh KIMHHUUYECKHU BBIPAXKEHHYIO JIETHIPATALUIO U MOBBIIICHHYIO
KOHIICHTPAILIUIO MOYEBON KHCIIOTHI.

BcnomMorarenbHbI€ BEIIECTBA

JIaHHBIN JEKapCTBEHHBIM MpErapar He CleAyeT NPUHUMATh MMAlMEHTaM C PEIKO BCTPEYAOIIECHCs
HACJIEICTBEHHOW HENEPEHOCUMOCTBIO TaJaKTO3bl, JIAKTa3HOW HEAOCTAaTOYHOCTBIO MJIM TJIHOKO30-
raJlakTO3HOH MallbabcopOInei.

4.5. BzaumoaeiicTBue ¢ JPYrdMHM JIeKAPCTBEHHBIMM IpenaparamMym W Jpyrue BHJbI
B3aUMO/IeHCTBUA

Hunotunu6 merabosmsupyeTcs r1aBHbIM 00pa3oM B nedeHu ¢ ydyactueM uzopepmenta CYP3A4,
KOTOPBIN SIBJISIETCS. OCHOBHBIM (DaKTOPOM OKHCIIHUTEIBHOTO MeTabonm3ma. HuinoTuHHO Taroke
ABNSIETCA CyOCTpaToM JUIsl CHUCTEMBbl BBIBEJICHMS MHOTHX JIEKAPCTBEHHBIX CpeacTB — P -
rkonporenna (P-I'TI). Ha aGcopOiuio ¥ mOCIEIyIOUIyI0 SIUMHHAIMI0O HUJIOTHHHOA MOTYT
MOBIIUATH Mpenapatsl, AekcTByonme Ha n3opepment CYP3A4 u/umu P-I'TL

Jlexapcmeennvie cpeocmea, Komopbvie MO2ym NoGbluaAms KOHYEHMpayuro HUIOMuHuba 6 niasme
Kpoeu

B xmHUYECKUX UCCIeN0BaHUIX MPU TPUMEHEHNN HUJIOTHHIOA BMECTE C UMAaTUHUOOM (CyOCTpar u
moneparop uzopepmenta CYP3A4 u P-I'TI) oba mpemapata HE3HAUUTENHHO HMHTHOMPOBAIIU
nzopepment CYP3A4 u P-I'Tl, npu stom AUC umatunu6a nosbimanack Ha 18-39 %, a AUC
HUI0THHUOA - Ha 18-40 %.

buogoctynHocTs HHIOTMHMOA Yy 3/10pOBBIX JOOpOBOJIBLIEB YBEIMUMBajIach B 3 pasa IHpu
OJTHOBPEMEHHOM MPUMEHEHHUH C MOIIHBIM HHruouTopoM nzopepmenta CYP3 A4 keTokoHa3010M.

Cnenyer u3beraTb OJHOBPEMEHHOTO MPUMEHEHMsS HUJIOTMHUOA € TIpernapaTaMmi, SBISIOLIUMUCS
MoITHBIMU MHrHOUTOpamMu u3odepmenta CYP3A4 (nanpumep, KETOKOHA30J0M, UTPAKOHA30JIOM,
BOPUKOHA30JI0M, PHUTOHABUPOM, KJIAPUTPOMUIMHOM U TEIUTPOMULIMHOM) U PACCMOTPETH
BO3MOKHOCTh aJIbTEPHATUBHOM Tepanmuy JIEKapCTBEHHBIMHU CPEJCTBAMHU, HE MHTMOUPYIOUMMH WIIN
He3HauuTenbHo wuHruoupyrommmu uzopepment CYP3A4. Ilpu HeoOxogumMocTu JedeHUs
npernapaTtamy, SBISIOIUMUCS MOUIHBIME uHTUOMTOpamMu u3zodpepmenta CYP3A4, neuenue
npenapatoM HunoTuHUO 101KHO OBITh, IO BO3MOXKHOCTH, IpUocTaHoBIeHO. [Ipu HeoOxonumocTu
OJTHOBPEMEHHOT0 MpHUMeHeHHs npenapara HunotTuHu6 ¢ npenapatamu, sSBJISIOIIUMUCS MOIIHBIMU
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KOHTPOJIb JIA BBIABJIICHUS BO3MOKHOI'O YJIMHCHUSA HHTCPBAaJIa QTCF

Crnenyer Taxke nzbderarb OJHOBPEMEHHOI'O TPUMEHEeHuUs npenapata Hunotunuo ¢ rpeiindpyToBsiM
COKOM W JPYTUMH TPOIYKTaMH, SBISIONIMMUCS HW3BECTHBIMH HMHTHOUTOpaMU HM30(epMEeHTa
CYP3AA4.

.HeKaDCTBeHHbIe Cp€ACTBA, KOTOPBIC MOT'YT CHUKATh KOHIICHTPAIIUIO HHJIOTUHKMOA B IIa3Me KpOBH

[Ipu mpumeHeHHH HWIOTHHHOA Yy 30POBBIX TOOPOBOJIBIEB BMECTE C MHIYKTOPOM H30(hepMeHTa
CYP3A4 pudammnumaom (B 1o3e 600 Mr/cyT B TedeHue 12 qHeii) 0TMedaaoch CHUYKEHUE CHCTEMHOM
skcno3unuu HuiotTuHuOa (AUC) nmpubnuzurensHo Ha 80 %.

Wunykropsl m3opepmenta CYP3A4 moryT ycmimBaTh MeTaboJIM3M HHJIOTUHHOA M CHIKATh €ro
KOHIIEHTPALMIO B I1a3Me KpoBU. [Ipy 0JHOBpEeMEHHOM NpHEME C JIEKAPCTBEHHBIMU CPEJCTBAMH,
ABISOIMMUCS uHAyKTOpamMu u3opepmenta CYP3A4 (B Tom uucie (HeHUTOUH, pUpaMIIUIUH,
kapOamaszenuH, ¢eHobapOuTam W 3BEpOOOM  MPOMBIPSABICHHBIN), BO3MOXHO CHIKCHHE
KOHIICHTPALMU HUJIOTUHHOA.

[Ipy HEOOXOAMMOCTH Tepanuu JICKApCTBEHHBIMH CpPEACTBAMH, SBISIFOIIMMUCS WHIYKTOPAMHU
m3opepmerra CYP3A4, crmemyer paccMOTPETh BO3MOXKHOCTh TEpalvHl  albTePHATHBHBIMU

npernapaTaMi WM TPUMEHEHHs CPEICTB, OKa3bIBAIOLIMX MEHbIICE MHAYLUPYOLIee BIUSIHUEC Ha
nzodpepment CYP3A4.

PactBopumocth HuinotuHuOa pH-3aBucuma, TakuM oOpa3oM, npu moBbilieHUH pH (CHKeHHE
KHCIIOTHOCTH) PAacTBOPHUMOCTh TIperapaTa yMEHbIIAeTCs. Y 3J0POBBIX JIMIl C BBIPAKCHHBIM
noBbiieHueM pH Ha ¢one npuema 330Mmenpasoina (B 1o3e 40 Mr 1 pa3 B CyTKH B TEYCHHUE 5 THEH)
CHIDKCHUE BCACBIBaHUS HIJIOTHHHOA ObUIO yMepeHHBIM (yMeHbIeHUE Cmax 1 AUC Ha 27 % u 34 %
COOTBETCTBEHHO). [Ipu HeoOXxomumocTH npenapat HUI0THHHO MOXKHO IIPUMEHSTH OJTHOBPEMEHHO C
330MENPa30JI0M WM IPYTHMH HHTHOUTOPAMHU TPOTOHHOM ITOMITBI.

B wuccnenoBaHuM y 310pOBBIX JOOPOBOJIBIEB HE OBLIO BBISBICHO KAaKUX-THOO CYIIECTBEHHBIX
M3MEHEHH B (hapMaKOKMHETHKE HIJIOTUHNOA TIpu ero rpueme B o3¢ 400 mr uepes 10 gacos mocie
npuema paMOTHIMHA | 32 2 yaca 10 npuema dpamoTuauHa. Takum o0pa3om, eciu Ha GoHe Teparun
npernaparoM HunotTnHHO npumeHeHne O70KaTopoB Hr-THCTAMUHOBBIX PELENTOPOB  SIBISETCS
HEOOXO/IMMBIM, UX CleyeT NpuHuUMath 3a 10 gacoB 10 uiu yepe3 2 yaca mocje npuema mpernapara
Hunotunud.

B Tom ke wuccregoBaHMM OBLIO TIOKAa3aHO, YTO TNPUMEHEHUE aHTalMJIOB (TUIPOKCH]
ATIOMUHMS/TUIPOKCH] MarHus/CUMETUKOH) 3a 2 4Yaca O WJIM Yepe3 2 yaca IMocjie Mpuema
HWIOTHHMOA B 03¢ 400 Mr Takxke He M3MEHsAET (papMaKOKMHETHKY HWIOTHHUOA. [ToaTomy mpu
HCO6XOI[I/IMOCTI/I MNPUMCHCHUA aHTaOUAO0B UX CICAYCT IPUHUMATD 3a 2 yaca A0 UK ITPUMCPHO 4YCPE3
2 yaca nocne npuema npenapara Hunotunu6.

Bausaue HUJIOTHHHOA Ha KOHIICHTPAIIMIO B IJIa3ME KPOBH JICKAPCTBECHHBIX CPEACTB, TPUMCHACMBIX
B KaUECTBE COMYTCTBYIOIIECH Tepanuu

Hunotunu6 siBnsiercst KOHKypeHTHbIM HHruouTopoM nszodpepmentos CYP3A4, CYP2CS8, CYP2C9,
CYP2D6 u UGT1AL in vitro, mpu 3TOM camoe HU3KOE 3HauUe€HUE KOHCTaHThl MHrubupoBanus (Ki)
cocrasiseT 0,13 mxmons ans CYP2C9. UccnenoBanust hepMeHTaTUBHON MHIYKIUH MTOKa3bIBAIOT,
YTO HUJIOTHHHUO in Vifro MOKHO pacCMaTpHUBATh KaK MHIYKTOP akTUBHOCTH n30depmenToB CYP2B6,
CYP2C8 u CYP2C9. V¥V 310poBBIX J0OPOBOJIBLIEB IPUMEHEHNE HIJIOTUHHOA BMECTe C BappapruHOM
(cy6crpatom CYP2C9) He oka3bpIBajo KIMHUYECKH 3HAYMMOTO BIUSHUSA Ha (PapMaKOKHMHETUKY WU
¢dapmakonuHamuky Bapdapuna. [lpu HeobxoaumocTt npenapat HuinoTtunu6 crienyer npUMEHSTh
OJTHOBPEMEHHO C Bap(papuHOM 0e3 yBeTHUEHHs IPOTHBOCBEPTHIBAIONIETO 3P (eKTa nocaeanero. Y
nanueHToB ¢ XMJI npu onHoBpemenHoMm mnpumeHenun 400 mr HujmoThHuOa 2 paza B JeHb Ha
npoTsbkeHur 12 nHeit u munaszonama (cyocrpar CYP3A4) cucremHast SKCIIO3UIMS TOCIEAHEr0 IpU
IpyeMe BHYTpb YyBelaMuuBajach B 2,6 pa3. HumotuHuO sBIsSeTCS yMEpPEHHBIM HHTHOUTOPOM
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modepmenra CYP3A4, B cBI3M C YeM IIpu nHospeM@ﬁ%&E%ﬁ%&eﬁﬁﬁ# ':::r';p-gﬁ'e{?);t'l:'c;ﬁ,

COOTBETCTBYET ZKCNEPTHOMY OTUETY

METa0OMM3UPYIOMIMXCS TIaBHBIM oOpa3oM c¢ ywactuem wuzodepmenta CYP3A4 (mampumep,
HekoTopsle HruOuTOpHI ' MI'-KOA penykTassl), X cucTeMHas SKCIO3HUIIMS MOKET YBEITUUUBATHCS.
[Ipy OXHOBpEMEHHOM TNPUMEHEHWH HHJIOTMHHOA M TpenapaToB, SBISIONUXCA CyOcTpaTamu
m3odepmernta CYP3A4, nMmeromux y3Kuil TepaneBTUYECKUM HMHIEKC (B TOM 4ucie, aadeHTaHuI,
UKJIOCTIOPHH, AUTHAPOIPTOTAMHH, PrOTaMHH, (PEHTaHUI, CUPOIUMYC, TAKPOIUMYC H JIp.), MOXKET
OTpeOOBATHCSA COOTBETCTBYIOIINI KOHTPOJIb U KOPPEKIIHS 103bI.

AHTI/IaDI/ITMI/I‘ICCKI/Ie Oopénaparbl W APYIHC JCKAPCTBCHHBIC CPCACTBA, BBI3ZBIBAIOIIMEC YIJIHMHCHUC

untepBaia QT

He cnenyer mnpuMeHATh HWIOTMHHO C aHTHAPUTMHYECKHMMM TIpernaparaMu  (Hampumep,
aMMOJApOHOM, AM30MUPAMHUIOM, NPOKAUHAMMJIOM, XMHUIAMHOM U COTAJOJIOM M Jp.) U IPYTUMHU
JIEKapCTBEHHBIMU  CPEACTBAMH, BBI3BIBAIOIIMMU  y/uiMHeHue uHrepBasia QT  (mampumep,
XJIOPOXHHOM, rajgoaHTpUHOM, KJIAPUTPOMULIMHOM, rajonepuoioM, METaJI0HOM,
MOKCH(]DIOKCAMHOM, OSIPUIMIIOM U TTMMO3UIOM U JP.).

Jpyrue BUABI B3aMMOJCHCTBHUS, KOTOPHLIC MOTYT ITOBIMITH Ha KOHIICHTPALMIO HUJIOTHHHOA B
ChIBOPOTKEC KPOBH

[Ipy oHOBpEMEHHOM MpHUEMe ¢ MHIleld OTMeYaeTcs yBeludeHue abcopOuuu ¥ OMOJOCTYIMHOCTH
HUJIOTUHUOA, IPUBOJSIIEE K MOBBIIICHUIO TIA3MEHHON KOHIIEHTPAILIMH Mpernapara.

ITpu HeoOX0AMMOCTH BO3MOKHO NpHMEHEHHUe npenapara HunotuHuO BMecTe cO CTUMYJISATOpaMU
reMoI1033a, TAKUMH KaK 3pUTPONO3TUHBI, TPaHyJIOLMTAPHBIA KOJIOHUECTUMYIUPYIOMHA (akTop, a
TaKXe ¢ THIPOKCUKAapOaMHUIOM U aHArpesIuoM.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTD M JIAKTALMSA

JKeHIIMHEI ¢ JIETOPOIHBIM MOTSHIINAIOM (KOHTD&HCHHI/IH Y MYXYHH U )KeHH_II/IH)

Bo Bpems Ttepamuu mpenaparoM HumoTWHHO M Kak MUHUMYM B TEYEHHE 2-X HENENb II0CIe
3aBepIEHMs] Tepalnuy IMalUeHTaM, OCOOEHHO JKEHLIMHAM JEeTOPOJHOr0 BO3pacTa, CleayeT
IIPUMEHATH HAJIEKHBIE METO/bI KOHTPALICTILINH.

XKenmuHaMm penpoayKTUBHOI'O BO3pacTa peKOMEHIYETCsl UCIOJb30BaHUE 3((HEKTUBHBIX METOIOB
koHTpauenuuu (uuaexc Iepns (mokasarenb, OTpaXKarOUIUil YaCTOTY HACTYIJIEHUSI OEPEMEHHOCTH Y
100 >keHIIIMH B TE€YEHHE rojla MPUMEHEHHs] KOHTPALleNTHBA) COCTaBIsAeT < 1) Ha MPOTSIKEHUH BCETO
Kypca npuMeHeHust npenapata HunotuHuO u cycTs 2 HeAenu nocie 3aBepllieHus Tepanuu.

bepeMeHHOCTD
[Ipumenenue npenapata Hunotunu6 npu 6epeMeHHOCTH MPOTUBOIIOKA3aHO.

JlakTanus

[Ipumenenue npenapata HunoTuHu6 B mepuoJ rpy/IHOTO BCKapMJIMBaHUS IPOTUBOIOKA3aHO.

OcHOBBIBasiICh Ha JOKJIMHMYECKUX JAHHBIX U YUYUTHIBAS MEPHUO TOTYBBIBEIACHHS HIJIOTHHHOA y
YeJoBeKa, cocTaBiswommuil 17 wacoB (mmamazon: ot 3,2 no 54,7 yaca), B KayecTBE MeEphI
MPEIOCTOPOKHOCTH HE PEKOMEHAYETCS TPYAHOE BCKapMJIMBAaHUE BO BpeMs JICUEHUSI HUJIOTUHUOOM
1 B TCUEHHUE 2 Heeb TOCIe MprueMa MmocieIHel 1036l npenapara Huinotuauo.

4.7. BiusiHue Ha CHOCOOHOCTH YNPaBJATH TPAHCNOPTHBIMH CpPeACTBAMM H padorarh C
MEXaHU3MaMH

HeKOTOpBIC HCXKCJIATCIIbHBIC PCAKIIUHN IIPCIIapaTa, B TOM YUCIIC TOJIOBOKPYIKCHUC UJIN 3PUTCIILHLIC
HapylmcHusA, MOryT OTPHLATCIBHO BJIWATH Ha CIIOCOOHOCTE YHOpaBJICHUA TPAaHCIIOPTHBIMU
CpCACTBAaMHU U BBIMMOJIHATE MOTCHIHUAJIBHO OITACHBIC BUBI JACATCIBHOCTH, TpeGYIOIJ_II/IC MOBBIIIEHHOM
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(N0 B HOCTE 00027
KOHIICHTPAllUd BHUMAHUS U OBICTPOTHI TICUXOMOTONHBIX peaQumr.-l "T_’I'—[Lpr Eno;EwﬁElyr ogn'caHHr;dx

HEeKENaTeILHBIX ABJICHUN CJICOAYCT BO3ACPKATHCA OT YKAa3aHHBIX BUAOB ACATCIILHOCTHU.
4.8. HexkesnaTeibHbIE peakuum

Pesrome mpoduiist 0e300acHOCTH

Ilayuenmul ¢ enepsvie svissnennvin Ph+ XMJI, nonyuarowue nuromunud ¢ oose 300 me 2 paza 6
cymxu

VY nmanueHToB ¢ BrepBbie BeIsBICHHBIM Ph+ XMJI, nonydaBmmx HunotuauO B 103e 300 mr 2 pas3a B
cyTku, Hambonee wacteimMu (>10 %) Heremaronorumdeckumu HSI, CBSI3aHHBIMH C TPUMEHEHUEM
mpernapaTta, OBbUIM: KOXHAs Cblllb, KOXHBIA 3yJA, ToJloBHas O0ib, TOIIHOTA, IOBBIIICHHAS
YTOMJISIEMOCTD, AJIOTCIHsI, MUAITHS U OOJIb B BEPXHEH YaCTH KUBOTA. BOJBIIMHCTBO MOOOYHBIX
a¢dekToB ObLTM YMepeHHO BblpaxeHbl. Menee yacto (< 10 % u > 5 %) nabntoganuch yMepeHHO
BEIpakeHHBIe HSI, Takue kak: 3amop, auapesi, CyXoCTh KOXH, MBIIIIEYHBIC CIIa3MbI, 00JIb B CyCTaBax,
0016 B )KUBOTE, Nepudepuieckre 0TeKu, ppoTa U acreHud. [Ipu npumMeHeHnn HWIOTHHHOA B 103€
300 mr 2 pasa B CyTKM IUIEBpaJbHBI M IEpUKApAUAIIbHBIN BBIIOTHI, BHE 3aBUCHUMOCTH OT HX
sTHONOTUH, Habmoaanuch y 1 % u < 1 % manueHToB COOTBETCTBEHHO.

XKenynouHo-kuileyHble KPOBOTEUEHUS, BHE 3aBUCUMOCTU OT ATHOJOIMM, HaOmonamuch y 3 %
MalEHTOB.

I'emaronornueckue HSI, Bimtouas muenocymnpeccuto: Tpombouuronenus (18 %), nelirponenus (15
%), anemus (8 %). Hapymenuss OMOXMMHYECKHX JAOOPATOPHBIX TOKa3aTeslel BKIIIOYAIOT:
yYBEJIMUEHUE aKTUBHOCTU anaHuHaMuHoTpaHcdepassl (AJIT) (24 %), runepOunupyodunemuto (16,5
%), yBenuueHue akTuBHOCTH acriapraramuHorpancdepassl (ACT) (12 %), yBenudyeHre akTHUBHOCTH
mumassl (11 %), yBennuenune koHueHTpamu Omnmnpyounna B kposu (10 %), runeprimkemuto (4 %),
runepxoiecrepuemuio (3 %), runeprpuriunepuaeMuro (<1 %).

Otknonenue cpegnero nokasarenst QTcF, ycpennenHoro no BpeMeHu, OT UCXOAHOI'O COCTABIISAIO 6
MC IpPHU NPUMEHEHUU HWIOTHMHHOA B PaBHOBECHOM cocTOsiHMM. Cpeau BceX IpyMNIl MalueHTOB,
[10JIy4aBLIUX TEPAIUIO MPENapaToM, He OTMEUEHO abCcOoMOTHOrO yBenuueHus nareppaia QTcF >500
MC, a TaKXe 3MHU30/I0B JKEIyJA0YKOBOM TaXMCHUCTOJIMUYECKOW apUTMHUM TUNA «IUPY3T» (torsade des
pointes). YBenmuuenue unrepBaiga QTcF wa > 60 Mc oT mcxomHoro 3apeructpupoBano y < 1 %
MAIMEeHTOB, MOJYyYaBIINX Tepanuio mpemnaparoM. He oTMeueHo ymeHblIeHUs (pakiuu BbIOpoca
nesoro xenynouka (OBJIK) na 45 %, a Takxke He oTMeueHo ymeHblieHus @BJDK na 15 % u 6onee
oT ucxojiHoro. Cpeau Bcex rpymil He OTMEUEHO CITyyaeB BHE3AIMHOM CMEpTH.

Otmena tepanuu B cBs3u ¢ HA notpebosanace 10 % narueHTos.

THayuenmor ¢ Ph+ XMJI 6 xponuueckoti ¢paze u ¢paze axcenepayuu, nomyyaouue HUIOMUHUO 8 0o3e
400 me 2 paza 6 cymxu

VY namuentoB ¢ Ph+ XMJI B xponuueckoii ¢aze u ¢asze akcenepannu, NoIydaroluX HUJIOTUHUO B
no3e 400 mr 2 pa3a B cyTku, Haubosee yacteiMu (=10 %) HeremaTonornueckumu HS, cBs3aHHBIMU
C TpUMEHEHHWEM IpenapaTa, ObUIM: KOXKHAsl CbIlb, KOXHBIM 3yJ, TOIIHOTA, TOJOBHas OO,
MOBBILLIEHHAs] YTOMJIIEMOCTb, 3a110p, AMapesi, pBOTa U MUANTHUs. BombIIMHCTBO BhIlIeyKka3aHHbIX HS
ObUTH c11a00 WM YMEPEHHO BBIPa’KEHBI.

Memnee gacto (< 10 % u > 5 %) HabGM0gaMMCH c1a00 WM YMEPEHHO BhIpakeHHbIe HSl, Takue kak:
QJIOTIEITHS, MBILIIEYHBIH CrIa3M, CHUKEHHE alIeTruTa, 00JIb B CycTaBaX, 00Jb B KOCTSIX, 00JIb B )KHBOTE,
nepudepudecKue OTEKU U aCTEHUS.

CCleC‘-IHaSI HEOOCTAaTOYHOCTH Ha6n10;[ana05 y< 1% alMCHTOB.

[IneBpanbHBIi W NEpUKApAUAIBHBIN BBIIOTH, KaK M MX OCIOXKHEHHUs, Habmogamuch y < 1 %
MAIMEeHTOB, MPUHUMAIOIINX HUIOTUHUO B 03¢ 400 Mr 2 pas3a B CyTKHU.
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XKenynouHo-kuiIeyHble KPOBOTEUEHUSI M KPOBOM3IMHMS B 1'\BI3'IT'H " %EEA‘I%W-&%TEQ;F_%

HalUuEHTOB COOTBCTCTBCHHO.

Yanmuaenne waTepBaia QTcF Gomee 500 mc nHabmomamoch y < 1 % mamueHTOB. DNU30/bI
KEIyJOUYKOBOH Taxukapauu tumna «torsade des pointes» (KpaTKOBPEMEHHBIX HIIU JJIMTEIbHBIX) HE
Ha0JIFO JaJINCh.

I'emaronornueckue H, Birouas muenocymnpeccuto: Tpomoonuronenus (31 %), neditponenus (17
%), anemus (14 %).

Otmena Tepanuu B cBsi3u ¢ HS nmorpeboBanace 16 % nanuentoB ¢ XMJI B xpornueckoit ¢aze u 10
% TmareHToB B (paze akcenepanuu.

Hayuenmwor ¢ Ph+ XMJI 6 xponuueckoui ¢hasze, ne oocmuewue MO 4.5 unu donee na gpone mepanuu
UMAmMUHUOOM

Huxe npuBeneHsl JaHHbIE, IOJYyYEHHbIE B KIMHMUYECKOM HCCIEJOBAHUM IpU IPUMEHEHUU
HuoTHHUOA B 103¢ 400 Mr 1 pas B CyTKM IO CPaBHEHHUIO ¢ Tepanuel nMaTtuHruOOM B 03¢ 400 mr
wm 600 Mr B cyTku B TeueHue 48 Henenp y nanueHtoB ¢ Ph+ XMJI B xporunueckoit ¢aze mocie
Tepanuu UMaTUHUOOM Ha MPOTSHKEHUU MPEIIIECTBYIONINX 2 JIET.

[TaneHTHI, TOMyYaBIIME JICYEHHE HWMATHHAOOM B JIaHHOM KIMHMYECKOM HCCIIEIOBaHHH,
NPOJIOJDKANIN JICYEHHUE TPETapaToM B TOH e J103€, KaK U Ha MPOTSHKEHUH MPEAIIECTBYIONHX 2 JIeT
Tepanuu. MeauaHa MPOAODKUTENFHOCTH TEepanud HUIOTHHHOOM cocTaBisuia 47,2 mecsna 1o
CPaBHEHUIO ¢ MEIUAHOW MPOJODKUTEIBHOCTH Tepanuu uMatuanoom 37,0 u 26,7 mecsieB B 103€
400 Mr 1 600 MI COOTBETCTBEHHO.

bosiee wacro, yem B rpymnne MMaTUHHOA, y MalUEHTOB, MOJYYaBIIUX TEPAUI HUIOTUHUOOM,
OTMEYaINCh TOJIOBHAsE 0O0JIb, KOXKHAsI CHIb M KOXKHBIA 3yJ, KOTOpPbHIE OBLTH 3apeTUCTPUPOBAHBI
MuHUMYM y 20 % mnanueHToB B rpynne HuiotuHuOa. [lo cpaBHeHUIO ¢ rpynmnoil umatuHuba, y
MAIMEeHTOB, IOJYYaBIINX TEpPaNHi0 HIJIOTHHUOOM, dyame pa3BuBaiuch HS, mpuBoamBmMe K
BPEMEHHOMY WJIM MIOJIHOMY NPEKPALLCHUIO Tepauy UM KOPPEKLMH 103kl IpenapaTa. Y NalueHTOB,
MOJTyYaBIINX TEPAITHIO HIJIOTUHUOOM 4aCTO OTMEUAINCh YBEINYCHNE KOHIICHTPAIUY OMIIMpyOHrHa U
aKTUBHOCTH TpaHcamuHa3. Ha mnporsokeHun 48 Henenp MCCIENOBaHUS 3aperucTpUpoOBaHbl 3
JeTAJIbHBIX UCX0/a Ha (JOHE Tepamuu, U3 HUX 2 — Ha (poHe Tepanuu HUIOTUHUOOM U 1 — Ha doHe
JIe4yeHHsI UMaTUHUOOM. Y 3 malMeHTOB JIeTaJIbHBIA UCXO0] HACTyIuJI OoJiee ueM uepes 28 qHei noce
MIpEeKpalleHus] Tepanuu HcciaeayeMbelM mnpenapatoMm (I — B rpynmne HuiaoTuHuOa U 2 — B Tpymie
UMaTUHHOA).

VY 4 nanueHToB, MOTy4YaBIINX JICUEHUE HUJIOTHHUOOM, OTMEUYEeHO yBennueHue nareppaia QT > 450
Mc Ha 8 cyTku. YBenudenue QT > 480 mc Ha ¢oHe Tepanuu HUJIOTHHUOOM HE 3apEeTUCTPUPOBAHO. Y
8 MarMeHToB, MOJYyYaBIINX HUJIOTUHUO, OTMeUueHO yBenundenune naTepaia QT > 30 Mc oT ucxoaHoro
3HaveHus (7,9 %). Ha ¢one Tepanuu HUIOTHHUOOM HE OTMEUYEHO yBenuueHus unrepsaia QT > 60
MC.

Pe3roMe HexxenaTeabHbIX PeAKITUA

HepeqncneHHHe HHWKC HECKCIIATCIBHBIC PCAKIHMU YHOPAAOYCHBI IO KjIaccaM CHUCTEM OpPraHoOB H
KaTCropuiaM 4aCTOTbI UX BOSHUKHOBCHUA:

odeHsb vacto (> 1/10);

gacto (> 1/100, HO < 1/10);
Heuacto (> 1/1 000, Ho < 1/100);
penko (> 1/10 000, Ho < 1/1 000);
oueHb peako (< 1/10 000);

qaCTOTa HCM3BCCTHA (Ha OCHOBAHHMH UMCHOINIUXCA JaHHBIX OICHUTD HCBO3MO)KHO).
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Yacrota pa3zsutusa HS, ormeuaembix Oosee uem B 5% cnvqaeB'; l;lllt;le%[g'ﬁi;r 'E};QQMQQ Tb 0002)

Ilepeuens HedcenamenbHuIX peaxkyull, 3apecUCmpupoBanHHblX Npu NPUMEHeHUU HUIOMUHuba y
nayueHmos ¢ enepswie gviasiennvim Ph+ XMJI

HHd)eKuuu u uHeasuu.

Yacto — ¢ommmkynuT, HHOEKIMU BEPXHUX JbIXaTEJbHBIX MyTed (BKJIrOYas, (apuHIruT,
Ha30(apUHTUT, PUHUT);

Hewacto — nmHeBMOHMSI, OPOHXUT, HHPEKIIUU MOUYEBBIBOAAIIUX MyTEeH, reprneTudeckas HHPEKIus,
KaHJU03 (BKJIIOYasi KaHU103 POTOBOM MOJIOCTH ), TACTPOIHTEPUT;

YacroTa HEM3BECTHA — CEIICUC, MOAKOXKHBIN abciecc, abciiecc nepuaHaibHOW 00nacTu, PypyHKYI,
MHKO3 IJIaJIKOM KOKH CTOII, peaKTUBaLMs BUpyca renatura B.

ﬂO6p0Kﬂ'-t€Cﬂ16€HHbl€, 3/I0KAY€eCmMeE€eHHble U HEeYNOUYHEHHble H06006D6130661Hu}1 (67(‘./1}01{61}1 Kucmosl U

noJjiunsl 2 N

YacTo — manumiomMa KOXH,

YacTtora HEM3BeCTHA — MANNUIIOMA CIIM3UCTON 000JI0YKH I1OJIOCTU PTa, 1apalpOTCUHEMHUSL.

HapvmeHuﬂ CO CImMOpPOHDBL MMMVHHOI:Z cucmemabl.

YacToTa HEeM3BECTHA — TUIICPYYBCTBUTCIbHOCTD.

9HdOKDMHHbl€ HAapyuerHuA .

HeuacTo — runeptupeos, TunoTupeos;
YactoTa HEeU3BECTHA — BTOPUYHBIN TUNIEpIapaTUPe03, TUPEOUTUT.

Hapywenus MemadoaUIMa U NUMAHUSL.

Ouenp yacto — runodocdaremus (BKIOUas cHUxKeHHe Gochopa KpoBH);

Yacto — cHmkenue anmnetruta (4 %), HapyIeHus: BOJHOAIEKTPOIUTHOTO OanaHca (rumoMarHueMus,
TUNIEPKAIIMEMUs], TMIIOKAIMEMUs,, TUIOHATPUEMHUs, TUIOKAIBLUEMHS, THIEPKAIbLIUEMHUs,
runepdocdaTemust), TUIIEPIINKEMUS, CaxapHbIil [uadeT, THIepxXoeCTepUHEMUs], TUIEPIUINIEMUS,
TUNEPTPUTITHLIEPUIEMHS;

Heuacto — nogarpa, aeruaparanusi, HOBBIICHUC alllICTUTA, JUCITUITUACMUS,
YacToTa HEeM3BeCTHA — T HUIICPYPUKEMUS, TUIIOTIIMKCMUS.

Hcuxuueckue napyuenus.

Yacro — genpeccusi, 06CCOHHUIIA, TPEBOKHOCTH;
YacToTra HeM3BeCTHA — JIE30pUEHTAIINS, CITyTAHHOCTh CO3HAHUS, aMHE3Hsl, Tuchopusi.

HaDVZMEHM}l CO CImMOpPOHDBL H€D8H012 cucmemnwl.

Ouens vyacto — rosioBHast 6016 (16 %);
Yacrto — ronoBokpykeHue, nepudepruueckas HelpomnaTus, THIecTe3usl, mapecTe3us;

HeuacTo — BHYTPHUYCPCITHOC KPOBOUI3IIUSAHUC, HAIIEMUYCCKUN HHCYJIBT, MPEXOAAIICEC HAPYHICHUC
MO3IrOBOI'O KpOBOO6paH_IeHI/Iﬁ, I/IH(I)apKT MO3ra, MUTPCHb, ITIOTCPA CO3SHAHUA (B TOM 4YHUCJIIC CI/IHKOHG),
TPEMOP, HAPYHIICHUA KOHICHTPAlM BHUMaHU s, TUIICPECTC3 U,

YacToTa HEM3BECTHA — OCTPOC HAPYHMICHUEC MO3TrOBOI'0O KpOBOO6paIlICHI/I$I, CTCHO3 6a3PIJI$IpHOI>'I
apTepru, OTCK MO3ra, HEBPUT 3PUTCIIBHOTO HEpPBA, 3aTOPMOXKCHHOCTb, AU3CCTC3UA, CUHAPOM
«0ECIIOKOMHBIX» HOT.

Hapywenus co cmoponsl opeana 3penus.

14



COOTBETCTBYET ZKCNEPTHOMY OTUETY

ot 04.02.2026 N= 1926

YacTto — BHYTPHUIIIaA3HOE KPOBOM3IHUSIHUE, IEPHUOPONTAILHBIN '%K%Q’L}gﬁk];%H%s}ﬂTﬁrﬁagﬁ

CHHJIPOM «CYXOT'0» IJ1a3a (BKJII0UYasi KCepoPTaabMHUIO);

Hedacto — yxyameHue 3peHus], 3aTyMaHWBaHUE 3PCHUS, CHUIKCHUE OCTPOTHI 3PEHHUsS, OTEK BEK,
dortoricusi, rtunepemus (CKJIep, KOHBIOHKTHBBI, TIJIA3HOTO sI0JOKa), pa3ApaxeHue rIas,
KPOBOU3JIHSIHAE B KOHBIOHKTHBY;

YacToTa HEM3BECTHA — OTEK JTUCKA 3PUTEIILHOTO HEPBA, AUILIONUS, CBETOOOSI3Hb, IPHUITYXJIOCTh BEK,
onedapur, 001b B IIa3y, XOPHOPETUHOIATHS, a/UIEPTUYECKUNl KOHBIOHKTHBHUT, 3a00JIeBaHUS
CIIM3UCTON 000IOYKH IJiIasa.

Hapywenus co cmoponsl opeana cayxa u Jza6upuHma:

Yacro — BepTHroO;
YacroTa HEM3BECTHA — CHHYKEHUE OCTPOTHI CiIyXa, 00Jb B yIax, IIyM B yIIax.

Hapywenusa co cmoporbl cepdua:

Yacto — cTeHOKapaus, apuTMHs (BKJIIOYas aTPUOBEHTPHKYJSAPHYIO OJOKagy, TpereTaHue
MpeIcepauid W KEIyJ0YKOB, DSKCTPACHCTOJIMIO, TaxXUKapAWI0, Opamukapauio, (GHOPHILIAINIO
npecepauit), ouryienue cepauedonenus, yanunenue narepsaia QT na OKT;

Hewacto — cepaedHas HEIOCTaTOYHOCTb, MH(pAPKT MHUOKapja, HIIeMudeckas OOJe3Hb cepala,
MOSIBJICHHE [ITYMOB B Cep/IIe, IepUKapAuaIbHbIN BHIIIOT, [IMAHO3;

YacroTa HEW3BECTHA — HapyIICHHsS (QYHKIUU JKEITYJO0YKOB, TEPUKAPIUT, CHIDKCHHUE (PAKIUH
BBIOpOCa, AMacToNInYecKas AUCPYHKIH, OI0Kaaa 1eBoil HOXKHU myuka ['uca.

Hapywenus co cmoporbl COCV()OG.'

Yacto — noBbIlIeHHE apTepuanbHOro AaBieHus (All), «IpuiIuBbD) KPOBU;

Hewacto — rumeproHHuYecKUi Kpu3, OKKIIO3MS NEepUPEpUUECKUX apTepuid, NepeMexarouiasics
XpOMOTa, CTEHO3 apTepuil KOHEUHOCTEH, 00pa30BaHue reMaToM, apTEPUOCKIIEPO3;

YacroTa HEM3BECTHA — FreMOPparuueckuii Mok, cHkenue AJl, Tpom003, cTeHO3 nepudepuaecKkux
apTepUi.

Hapywernus co cmoponbwl ObIXAMENbHOU cucmemysl, OpeaHoes ZDVOHOﬁ KlemkKu u cpedocmele: Yacro
— OJIbIIIIKA B IMTOKOC U IIpU (I)I/BI/I"IeCKOI‘/’I Harpyske, HOCOBOC KpOBOTCUCHUEC, KAIICIIb, ,[[I/IC(I)OHI/ISI;

HC‘-IaCTO — OTCEK IJICTKHUX, HHCBpaHBHBIﬁ BBIIIOT, I/IHTepCTI/IHI/IaJ'IBHBIG 3360J’IGBaHI/I$[ JICTKHUX,
TieBpajgbHas 00Jb, MIEBPUT, 00Nb B OOJACTH TJIOTKU W/WIM TOPTaHH, pa3IpakeHUE CIU3UCTON
000JIOUKH TJIOTKU;

YacToTa HEeM3BECTHA — JIETOYHAas THUIICPTCH3US, XPHUIIBI, 00JIb BO PTY U I'IOTKE.

Hapywenus co cmoporbl OiCQﬂV()OHHO-KUWQ'{HOZO mpaxkma.

Ouenp yacto — TomHoTa (14 %), 3amop (10 %), nuapes (9 %), pBota (6 %), 601b B BepXHE YacTu
xuBota (10 %);

Yacto — nuckoMdopT B 001acTH KHUBOTA, B3AYTHE KMBOTA, JAUCIENCHUs, JUCTEB3Us, TAHKPEATHT,
METEOPU3M;

Hewacto — >enyqo4YHO-KHIIIEYHOE KPOBOTEUEHUE, MEJICHA, WU3bSI3BICHUE CIU3UCTONH OO0OJIOYKU
MOJIOCTH PTa, racTpol3odareanbHbli pedIroKe, CTOMAaTUT, 0OJb B MUIIEBOJE, CyXOCThb BO PTY,
TacTPUT, MOBBINIEHUE YyBCTBUTEIBHOCTH 3yOHOM dMaIu;

Yacrota HeuszBecTHa — mepdopanusi KeIyJOYHO-KHIIEYHONW S3Bbl, PETPONEPUTOHEATHLHOE
KPOBOM3JIMSHUE, PBOTa C KPOBBIO, s3Ba JKENyJAKa, SI3BEHHBINH 330()aruT, 4acTUUHAs KHILIEYHAs
HENPOXOJUMOCTh, HHTEPOKOJUT, TEeMOpPpOH, TpbDKa MHUIIEBOAHOIO OTBEPCTUS AUapparmsl,
pEKTaIbHOE KPOBOTEUEHHUE, THHTUBUT.
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(NOCNEOOBATENBHOCTE 0002)

Hapywenus co cmoponst newenu u che]lll€6bl600ﬂmux nymeu.

OueHp yacTo — TunepOMIMpyOrHEMUs (BKIIIOYast yBeTUUYEeHUE OMIMpYOrHA KPOBH);
Yacto — HapymeHne GpyHKIUN TIeYCHU;

HeuacTo — renatur, )KenTyxa, TOKCHYeCKOe MOpaKeHUE TTEYCHH;

YacToTa HEM3BECTHA — XOJIECTa3, FeaTOMeTalusl.

Hapywenus co cmoporbl kKoorcu u NOOKONCHBIX MKAHEI.

Ouenb yacTo — koxkHast cbinb (33 %), koxubii 3y (18 %), anoneuus (10 %), cyxocts koxu (10 %);

Yacto — spurema (3 %), MOBBIIIEHHOE MOTOOT/EICHUE B HOYHOE BpPEMsl, K3€Ma, KpalHUBHUIIA,
THIIEPTUAPO3, JepMATHT (JUICPTUYCCKHA, AKCPOIMATUBHBIA W aKHE(POPMHBIH), TOJKOKHOE
KPOBOM3JIUSIHUE, AKHE;

HeuacTo — sxchonmaTuBHAS ChINb, MIPUITYXJIOCTh JIUIIA, IEKAPCTBEHHAS ChIITb, O0JIE3HEHHOCTh KOXH,
SKXUMO3FI,

YacTtoTa HeM3BeCTHA — ICOPHa3, MHOrO(hOpMHast SpUTeMa, y3J10Batas 3puTeMa, 3Ba KOXKU, CHHIPOM
JIaIOHHO-TIO/IOIIBEHHON SPUTPOAM3ECTE3Us, METeXHH, (POTOUYBCTBUTEIHHOCTH, BOJIBIPH, KHCTA
KO>KH, TUIIEPIUIAa3Hsl CAJIbHBIX JKele3, aTpoQus KOXKU, U3MEHEHUE 1IBETa KOXKH, LIEeTyIICHUE KOXHU,
THIEPIIUTMEHTAIHS KOXKH, THIIEPTPO(US KOKH, TUTIEPKEPATO3.

HapvmeHuﬂ CO CImMOpPOHDBL Mblme’{HOﬁ, KOCMHOU U COCOUHUMENbHOU MKAHU.

Ouenp yacto — muanrus (10 %), aprpairus (8 %);

Yacto — mblmeunble cnasmbl (9 %), 601 B kocTax (4 %), 6onbp B koHewHOCTsX (5 %), Oonb B
MTOIB30ITHON 00JIaCTH, KOCTHO-MBIIIEYHAs 00J1b (B TOM YHCIIe KOCTHO-MBIIIEYHAsI 00JIb B TPYTHOM
KJIeTKe), 00JIb B criuHE, 00IIb B 111ee, 6011 B OOKY;

HeuacTo — ckOBaHHOCTB, MBIIIIEUHAS CIA00CTh, OTEYHOCTh CYCTaBOB;
YacToTa Hen3BeCTHA — ApPTPUT.

Hapywenus co cmoporsl nouex u MOUQGblGO()ﬂWuX nymeii.

YacTo — noyutakuypus;
Heuwacto — qu3ypus, MIepaTUBHBIE [TO3bIBBI K MOYEHUCITYCKAHUIO, HUKTYPUS;
YacroTa HEN3BECTHA — IOYEUHAS HEAOCTATOYHOCTD, TEMATypusl, HEIEP)KaHUE MOUYH, XPOMaTypHs.

Hapywenus co cmoporbl penpodykmueHoﬁ cucnembl U MOJIOYHBIX IHCENES.

HeuacTo — 60116 B rpy1HOM KeJie3e, TMHEKOMACTHUs, SPEKTHIIbHAs TUCPYHKIUS;
YacroTa HEM3BECTHA — YIJIOTHEHUE TPYHBIX JK€JI€3, MEHOpparusi, HabyxaHHe COCKOB.

061/14146 HAPYWEHUA U peadKyuu 6 mecme 66€0eHUs.

OdeHb 4acTo — MoBbIIEHHAs yToMIIIeEMOCTh (12 %);

Yacto — acrenus (9 %), 3anepkka KUAKOCTH U OTeKH (5 %), MOBBIIIEHUE TEMIIEpaTyphl Tesa, 60JIb
B IpyAu (BKJItOUYasi HEKapIMOTE€HHYIO 00J1b), AMCKOM(OPT B rpyAu, 001ee HETOMOTaHHE;

Heudacto — oTek nuIla, rpaBUTALlMOHHbBIE OTEKH, TPUMIONOJO0HBIN CHUHAPOM, O3HOO, OILIYyIIEHHE
W3MEHEHMs TEMIIEPATyphl Teja (YepeJOBaHNE «OUIYIIEHUS )Kapa» U «OLIyLIeHus Xono1a»); Yacrora
HEU3BECTHA — JIOKAJIbHBIHN OTEK.

ﬂa60pam0prle U UHCIMPYMEHMAIbHbLE dannwie.

OueHb YAacTO — MOBBIINICHUE AKTUBHOCTU «IICYCHOYHBIX) TpaHCaMHWHA3, NOBLIMNICHUC AKTHUBHOCTU
Juna3sbl KpPOBH, YBCIWMYCHHEC KOHHOCHTpALUHU XOJECCTECPHHA JIUIIOMPOTCUHOB (B TOM YHCIIC,
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JUIONPOTENHOB BBICOKOM W HU3KOM IJIOTHOCTH ), YBETIMUECHUE %M@%HJ%H ');clm-gc_"relmlallfl:é

YBEIIMYECHUE KOHLEHTPALUU TPUITIULEPUIOB KPOBH;

Yacto — yMeHbIICHHE KOHICHTPAIMM I'eMOTJIOOMHA, YBEIWYEeHHE aKTUBHOCTH aMMJIa3bl, raMMma-
rmyTaMuHTpancdepaspl,  KpearuHpochoKuHA3bl,  IMIETOYHOH  Qocdara3sl,  yBEIHUYCHHE
KOHIIEHTPALlMH MHCYJIMHA B IIa3Me KPOBH, YMEHBILICHHUE WIN YBEIUUYECHHE MACChI TeJa, yMEHbIIICHHE
KOHIICHTPALIUH III00YJIMHOB B KPOBH;

Heuacro — YBCIUYCHHUEC aKTUBHOCTH JIAKTATACTUAPOr€HAa3bl, YBEJIMYCHHUEC KOHICHTPAUN MOYCBHUHBI
B IJIa3MC KpPOBH,

YacroTa HEM3BECTHA — YBEIMYCHUE KOHLICHTPAUU TPOIIOHMHOB B IUIa3M€ KPOBM, KOHILIEHTPALUH
HEKOHBIOTMPOBAHHOTO OMJIMPYOHMHA, YMEHBIICHHE KOHLIEHTpAMH MHCYIUHA 1 C-IenTuaa KpoBH,
YBEIMYCHUE KOHLEHTPALMU I1apaTTOPMOHA B I1JIa3M€ KPOBH.

Ilepeuens HedcenamenbHuIX peaxkyutl, 3apecUcCmpupoBanHHbiX Npu NPUMEHeHUU HUIOMUuHudba y
nayuenmos ¢ Ph+ XMJI xponuueckou ¢haze u pasze axcenepayuu

HHd)eKuuu u uHeasuu.

Yacto — Qowukynut, HHOGEKIMH BEPXHUX [bIXaTeNbHBIX MyTed (BKItouas QapuHrur,
Ha30(apUHTUT, PUHUT);

Heuyacto — nHeBMOHMS, OPOHXUT, MHPEKIIMY MOUYEBBIBOISIIUX MyTeH, repneruyeckas MHEKIus,
KaHJU03 (BKJItOYasi KaHU103 POTOBOM MOJIOCTH), TACTPOIHTEPUT;

YacroTa HEM3BECTHA — CEIICHUC, MTOJKOXKHBIN abcliecc, adciiece nepruaHanbHol 0061acTu, GypyHKYIIbI,
MHUKO3 TJIAJIKON KOXH CTOII, peaKTUBAIlUs BUpyca renatuta B.

ﬂO6p0Kaltecm6€HHbl€, 3/10KA4YeCme€erHHble U HEeYMO4YHEHHble H06006pa30661H1/lﬂ (67('.71}01{61}1 Kucmsl u

noJjiunsl 2 N

Yacto — nmanuiaioma KOXH,

YacTtora HEM3BeCTHA — MANNIIOMA CIIM3UCTON 000I0YKH I1OJIOCTU PTa, 1apalPOTEUHEMHUSL.

HapvmeHuﬂ CO CImMOpPOHbL KposU U ]ZuMd)dmulteC‘KOﬁ cucmemabl.

Ouenp gacto — TpomOonuroneHus (30 %*), netitponenus (31 %*), anemus (11 %*);

Yacro — neiikoneHus, ro3uHounusi, GpeOpuiibHas HEUTPONEHUS, MAHIIMUTONEHUS, JTUMQOICHUS;
YacToTa Hen3BeCTHA — TPOMOOIIUTEMHUSI, JICHKOITUTO3.

HaDVZMEHM}l CO CImMOpPOHDBL Z/IMMVHHOZZ cucmemabl.

YacToTa HEeM3BECTHA — TUIICPYYBCTBUTCIIbHOCTD.

3HaOKDLlHHbl€ HAPYVWEHUA.

Heuwacto — runeptupeos, THIIOTHPEO3;
YacroTa HEN3BECTHA — BTOPUYHBIN TUIIEPIIAPATUPEO3, TAPEOUTUT.

Hapywenus MemadoaUIMa U NUMAHUSL.

Ouensb yacto — runodocdaremus (BKI0Uas CHHXKeHue pochopa KpoBH);

YacTto — caHmkenune anmetuta (8 %), HapyleH!us BOJHO-3JIEKTPOIMTHOTO OanaHca (THOMarHueMus,
TUNEPKAIIMEMHs],  THIOKAIMEMUs,, TUIOHATPUEMHUs, TUIOKAIBLUEMHS, THIEPKAIbIUEMHUs,
runepdocdaTemust), TUIIEPTIMKEMUS, CaxapHbIil TuabeT, TunepxoieCTepUHEMUS], TUIIEPIUITHAEMUS,
TUIIEPTPUTITULIEPUICMHUS;

Heuacto — nmogarpa, neruaparanisi, HOBBIIIEHUE alETUTA, JUCTUTAIEMUS;

YacToTa HEM3BEeCTHA — T HUIICPYPUKEMUS, TUIIOTIIMKCMUSL.

17



COOTBETCTBYET ZKCNEPTHOMY OTUETY
ot 04.02.2026 N= 1926

(NOCNEOOBATENBHOCTE 0002)

Hcuxuueckue napyuienus.

Yacro — aenpeccusi, 06CCOHHUIIA, TPEBOKHOCTH;
YacToTa HeM3BeCTHA — JIE30PUEHTAIINS, CITyTAHHOCTh CO3HAHUS, aMHE3Hs, Tuchopusi.

Hapywenusa co cmoporbl H€D6H012 cucmemvl.

Ouenpb yacto — rosioBHas 60156 (15 %);
Yacrto — rooBoKpyKeHue, nepudepruueckas HelpomnaTus, THIeCTe3us, MapecTe3us;

Heudacto — BHyTpHuepenHOe KpOBOU3IMSIHUE, UIIEMHUYECKUI HHCYNbT, IPEXOoAsliee HapylIeHHe
MO3TOBOT0 KpoBOOOpameHus, nH(PAPKT MO3ra, MUTPEHb, IOTEPs] CO3HAHUS (B TOM YHCJIE CUHKOIIE),
TpPEMOp, HapylLIeHNEe KOHLEHTPAllM1 BHUMaHUs, TUIICPECTE3 1S,

YacrtoTa HEW3BECTHA — OCTPOE HAPYIICHHWE MO3TOBOTO KPOBOOOpAIICHHS, CTEHO3 Oa3WIIsIpHOM
apTepvM, OTCK MO3ra, HEBPUT 3PHUTEILHOTO HEPBA, 3aTOPMOXKEHHOCTh, IU3ECTE3Hs, CHHIPOM
«OECIOKOMHBIX)» HOT.

Hapywenus co cmoponsl opeana 3penus.

Yacto — BHYTPUIIa3HOE KPOBOM3IMSIHUE, IEPUOPOUTATIBHBIN OTEK, KOHbIOHKTUBUT, 3yl B Ija3ax,
CHHJIPOM «CYXOI'0» IJl1a3a (BKJIIouasi KcepopTaabMHUIO);

HeuacTto — yxyamienue 3peHus, 3aTyMaHUBaHUE 3PEHHUS, CHIKEHHE OCTPOTHI 3PEHHS, OTEK BEK,
dortoricusi, rumnepemus (Ckiep, KOHBIOHKTHBBL, TIJIa3HOrO s0J0Ka), pa3ApaxxeHue rias,
KPOBOUBIIMSHUE B KOHBIOHKTHUBY;

YacroTa HEU3BECTHA — OTEK JKUCKA 3pUTEIBLHOIO HEPBA, TUILIONUS, CBETOOOSI3HB, MPUITYXJIOCTh BEK,
onmedapur, 00Jdb B TIJIa3y, XOPHUOPETUHOMATHS, ALICPTHUYCCKHA KOHBIOHKTUBHT, 3a00JICBaHUS
CIIU3UCTON 00OJIOUKH TJ1a3a.

Hapyuwenus co cmoponsl opeana cayxa u ]lCl6Z/lDZ/led.'

Yacto — BEpTHUTO;
YacroTa HEU3BECTHA — CHUYKEHUE OCTPOTHI CiIyXa, 00JIb B ylIax, IIyM B yIIax.

HaDVZMEHM}l CO CImMOpPOHDBL cepdua:

Yactro — cTeHOKapaus, apuUTMHs (BKJIIOYas AaTpUOBEHTPUKYJISIPHYIO OJIOKady, TpeneTaHue
Mpencepauii W KelyJ0YKOB, SKCTPACHCTONMIO, TaxXUKapAui, Opamukapauio, (QUOPHILIISINIO
npeacepauit), ourymenue cepamneonenus, yamnaenue nateppana QT na OKI;

Heuacto — cepaeuyHas HeJOCTaTOYHOCTb, MHGAPKT MUOKapJa, HUIIeMHdeckas OoJie3Hb cep/la,
MTOSIBJICHNE LIYMOB B CEpJLE, IEPUKAPAUAIBHBIN BBINIOT, IHAHO3;

YacrtoTa HeusBeCTHa — HapylIeHHs (DYHKIUU JKETyJO0UYKOB, MEPUKAPIAUT, CHIDKEHHE (paKIuH
BBIOpOCA, AMacToaudecKkas qucyHKims, 0JI0kana JeBo HOXKKH myyka ['uca.

HaDVZMEHM}l CO CImMOpPOHDBL COCV&OG.’

Yacro — yBenuueHue apTepuanbHoro aasieHus (All), «1puiuBbD) KpOBH;

HedacTto — TrHNEepTOHMYECKUI KpU3, OKKIIO3MS TNepuepruecKux apTepuil, MepeMekKaroiascs
XpOMOTa, CTEHO3 apTepuil KOHEYHOCTEH, 00pa30BaHNE FeMaTOM, ApPTEPUOCKICPO3;

YacToTa HEM3BECTHA — reMOpparuvyeckuil mok, cHkenne AJl, Tpom603, cTeHo3 nepudepruuecKkux
apTepuil.

Hapywenus co cmoporbl OblXamenbHoll cucmemsl, opeaHoe ZDV()HOZZ KJlemKku u CD@@OCmeHU}Z.'

YacTto — of1plIIKa B MOKOE U MPU PU3NUECKON Harpy3Ke, HOCOBOE KPOBOTEUEHHE, Kalllelb, UCPOHHUS;
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Hewacto — oTek Jerkux, TJICBPaJIbHBIA BBITIOT, I/IHTCDC‘II;I/IHI/I'&}EFH') B4 3;@35@;{&;{ J'IEFIICIFI:X

TieBpaibHas 0oJib, TUIEBPUT, O0Nb B 0ONACTH TJIOTKM W/WIM TOPTAaHH, Pa3[pa)KCHUE CIU3UCTOU
000JIOUKH TIOTKH;

YacToTa HEU3BECTHA — JIETOYHAs TUIIEPTEH3US, XPUIIBI, 00JIb BO PTY U TJIOTKE.

Hapywenus co cmoponbl .?ice.flVdO'-lHO-Kul/blellHOZO mpaxkma.

Ouens yacto — tomHoTa (20 %), 3amop (12 %), auapest (11 %), pora (10 %), 6onb B BepxHei yacTu
xuBota (5 %);

Yacro — muckomMdopT B 00JIaCTH )KHBOTA, B3AYTUE KUBOTA, JUCICIICUS, TUCTEB3US, MAaHKPEATHT,
METEOPU3M;

Hewacto — »enyJo4YHO-KMILIEYHOE KPOBOTEUEHUE, MEJIEHA, WU3bBSI3BICHUE CIM3UCTONH OO0O0JIOUYKU
MOJIOCTH PTa, racTpol3odareanbHbli pedIroKc, CTOMAaTUT, 0OJIb B MUIIEBOJE, CyXOCTb BO PTY,
TacTPUT, MOBBINICHUE YyBCTBUTEIBHOCTH 3yOHOM dMaIIH;

YacTrora HEHW3BEeCTHA — nep(bopaulm KCIYAOYHO-KHIICYHBIX A3B, PETPOICPUTOHCATIBHOC
KpPOBOU3JIUAHUC, PBOTA C KpPOBBIO, fA3Ba XKCIIyAKa, SI3BCHHBIN 330(1)aFI/IT, qaCcTU4dHasad KUIICYHadA
HCIIPOXOAUMOCTb, OHTCPOKOJIUT, FCMOppOﬁ, I'pblxkKa IMHIICBOJHOI'O OTBCPCTHUA ,Z[I/Iaq)pal"MLI,
PEKTAJIbHOC KPOBOTCUCHUC, TMHI'MBUT.

HapvmeHuﬂ CO CIMMOPOHbL ne4eHu u Diceﬂll€6bl600ﬂu4ux nymeﬁ:

OdeHp 9acTo — TUNepOMIIUPYOHHEMUS (BKITFOYAs YBEIHUECHUE ONITUpyOrHA KPOBH);
Yacro — HapyuieHue GyHKIUU TIEUYEHU;

HeuacTto — rematur, xenTyxa, TOKCHYECKOE TTOPaXKEHUE TICYCHH;

YacroTa HEeM3BECTHA — XOJIECTa3, TeMaTOMETaNIHS.

Hapywenus co cmoporbsl koorcu u NOOKONCHLIX MKAHEI.

OueHb yacTo — KoxHas cblmib (28 %), koxHbIH 3y1 (24 %), anonenus (9 %);

Yacto — MOBBIILIEHHOE IMOTOOTAEICHUE B HOYHOE BpEMsl, DK3€Ma, KpalMBHHIA, TMIIEPIHIPO3,
JepMaTUT (aJuIepruueckuit, SkconaTUBHBIN U YTPpEeBUIHBIHN ), TOAKOKHOE KPOBOU3IIUSHUE, aKHE;

Heuacto — BKC(i)OJII/IaTI/IBHaﬂ CBIIlb, TPUITYXJIOCTD JIMIA, JICKAPCTBCHHAS ChIIIb, 00JIC3HEHHOCTh KOXH,
OKXHUMO3BEI,

YacToTra HEM3BeCTHA — IICOpHUa3, MHOTO(OPMHAs SpUTEMA, Y3JI0BaTas IPUTEMA, SI3Ba KOXKHU, CHHAPOM
TaJIOHHO-TIO/IONIBEHHON JPUTPOJIM3ECTE3UH, METEXUH, (POTOUYBCTBUTEIHLHOCTH, BOJABIPH, KHUCTA
KOXKH, THIEPIUIAa3Hs CAIbHBIX )Kelle3, aTpodus KOXKH, U3MEHEHHUE I[BETa KOXKH, IISTyIICHHE KOXH,
TUMEPIUTMEHTAIUS KOXH, THIEPTPO(DUs KOXKH, THIIEPKEPATO3.

Hapywenus co cmoponbl MblueyHou, KOCIMHOU U COCOUHUMEIbHOU MKAHU.:

Ouensb yacto — muanrus (10 %);

Yacto — aprpanrus (7 %), meiieunsiii cria3m (8 %), 60716 B kocTsx (6 %), 60JIb B KOHEYHOCTSIX, 00JIb
B TIOJIB3/IONIHOM 00JIaCTH, KOCTHO-MBIIIEYHas 00JIb (B TOM YHCII€ KOCTHOMBIIIEYHAsi 00Ib B TPYIHOM
KJIETKe), 00JIb B CTIHHE, 00JIb B 111€€, 00JIb B OOKY, MBIIIIEYHAs CIa00CTh;

HewacTo — CkOBaHHOCTB, OTEKH CYCTaBOB;
YacToTa Hen3BeCTHA — apTPUT.

Hapywernus co cmoporbl nouex u MOU@@blGO@ﬂWZ/DC nymeli.

YacTo — nosaknypus;

Heuacto — AU3ypusl, UMIICPATUBHLBIC TTO3LIBEI K MOYCUCITY CKAHUTO, HUKTYPUS;
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COOTBETCTBYET 3KCNEPTHOMY OTUYETY

Hapywenus co cmoporbl penpoéwcmueﬂod cucmemsbl U MOJIOYHDBIX JHCenes.

Heuacto — 60716 B rpyIHOI kele3e, THHEKOMACTHS, SPEeKTUIIbHAS TUCHYHKIUS;
YacToTa HeM3BeCTHA — YIUIOTHEHUE TPYAHBIX JKeJe3, MeHOpparus, Ha0yXaHue COCKOB.

061/141/!6 HapyuweruAa u peakuyuu 6 mecme 66e0eHUsL.

Ouenb yacTo — noBblIeHHAsA yToMmiiieMocTh (17 %);

Yacro — acrenus (6 %), 3aepKKa KUAKOCTU U OTeKH (6 %), MOBBILICHHE TEMIIEpaTyphl Teia, 00Jb
B Ipyau (BKIItOUYasi HEKapIMOTEHHYIO 00J1b), AuCKOM(OPT B rpyau, 00IIee HEIOMOTaHHE,

Heuyacto — oTek nuIa, rpaBUTALIMOHHBIE OTEKH, I'PUMIONOJOOHBI CHHAPOM, O3HOO, OLIYyILIECHHE
M3MEHEHHUS TEMIIEpATYphl Tella (Yepel0BaHUE «OLIYIEHHUS )Kapa» U «OLIYLIEHUs Xo01a»); YacTora
HEU3BECTHA — JIOKAJIbHBIN OTEK.

ﬂa50pam0prle U UHCIMPYMEHNIATIbHbLE oanuble:

OdeHb 4acTO — yBEJIMYEHUE AKTHUBHOCTU «II€YEHOYHBIX» TPAHCAMUHA3, YBEINYCHHE aKTHUBHOCTH
Juna3bl KpPOBH, YBEJIWYEHHE KOHLEHTPALMM XOJIECTEpHUHA JIMIONPOTEUMHOB KpOBU (B T.4.
JIMIONPOTENHOB HU3KOM U BBICOKOH IJIOTHOCTH), YBEIMUEHHE KOHIIEHTPALMK OOLIEro X0olecTepuHa,
YBEIMYEHUE KOHLIEHTPALUU TPUTIIULEPHUIOB KPOBH;

Yacto — yMeHbIlIEHUE KOHLEHTpAlMM IeMOIJo0MHA, yBEIUYEHUE aKTMBHOCTH aMMWJIa3bl, ramMma-
rimyraMuHTpancdepassl,  KpearnHpochOKMHA3Bl,  IMIETOYHOH  Qocdara3sl,  yBEIHUYCHHE
KOHIIEHTPALMU HHCYJIMHA B IU1a3Me KPOBH, YMEHbILIEHHE WM YBEJIIMYEHNE MAcChl Tella, yMEHbLICHHE
KOHLEHTPALUU TJ100yJIMHOB B KPOBH;

Heuacto — YBCIUMUCHUC AKTUBHOCTHU JIAKTATACTUAPOTrCHA3bI, YBEJIIMYCHNUEC KOHICHTPALIUN MOYCBHUHBI
B IJIa3MC KPOBH;

YacTtoTa HEU3BECTHA — YBCIIMUYCHUEC KOHICHTPAOHWHW TPOIIOHWHOB B IIA3MC KpPOBH, KOHICHTpALlUH
HCKOHBIOT'MPOBAHHOT'O 61/1J11/1py61/1Ha, YMCHBIICHUC KOHLCHTPAIIMU MHCYJIHMHA U C-HGHTI/II[a KpOBH,
YBCIIMYUCHUC KOHLICHTPAUHU ITAPATTOPMOHA B IIJIa3ME€ KPOBH.

*- 3 m 4 crenenp Tsokectr o kKinaccupukanmun CTCAE (Common Terminology Criteria for Adverse Events) y manmeHTOB
C BHOBB JAHarHoctupoBaHHbEIM Ph+ XMIJI B xpoHudeckoii ¢ase.

Tabauya 2: Omxnonenus 1a60pamopHbix napamempos om Hopmul 3 u 4 cmenenu

HA Brnepsbie BbisBieHHbI Ph+ XMJI B xpoHHMuyeckon
daze

Hunotunu6 300 mr 2 pasa B cyTkH, %

T'emamonocuueckue napamempbul

Helitponenus 12
TpomOouuToneHus 10
Anemus 4

Buoxumuueckue napavempbsl

VYBenuueHne KOHIEHTPAIMU KpeaTuHa 0
VYBennueHnrne akTUHBHOCTH JIMIIA3EI 9
VBemnmuenne akTuBHOCTH ACT 1
VBennuenne akTuBHOCTH AJIT 4
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VYBenuueHne KOHIIGHTpAlud  0OIIero 4
OounpyOuHa
VYBennueHne KOHIEHTPAUU TIT0KO3bI 7
VYBennueHue KOHIICHTPALIUH 0
X0JIeCTeprHa
YBennueHue KOHIICHTPALIUU 0
TPUTJIULICPUIOB

Tabnuya 3. Omrnonenus 1a60pamopHulx napamempos om Hopmol 3 u 4 cmenenu HA

H

Ph+ XMJI mnpu pe3sUCTEeHTHOCTH WJIM HENEPEeHOCUMOCTH
IIPEIUIECTBYIOLIEN Tepanuu

Xponuueckas paza, % da3za akceneparuu, %
T'emamonocuueckue napamempul
Helitponenus 31 42
TpomOoruTonIeHUS 30 42
Anemus 11 27
bBuoxumuueckue napamempeol
VYBenuyeHue KOHLEHTpaIuu 1 <1
KpeaTHHHHA
VBennueHue AKTUBHOCTH 18 18
JIVIIa35l
VYBennueHue AKTUBHOCTH 3 2
ACT
YBenuuenue aKTUBHOCTH 4 4
AJIT
l'unogocharemus 17 15
VYBennueHrne KOHLEHTpaluuu 7 9
oOmiero 6unpyOuHa
YBennueHue KOHILCHTPALUU 12 6
TIIFOKO3EI
VBenuueHne KOHIEHTPALUU Her nannsix Her nannanix
X0JIeCTepuHa
VBenuueHne KOHIEHTPALUU Her nannsix Her nannanix
TPUTJIALIEPUIOB

Onucanue OTACIbHEIX HSXKEIATSIbHBIX PEAKITUM

Ommena mepanuu y nayuenmog ¢ Ph+ XMJI 6 xponuueckoii ¢aze, docmuewiux cmabuivbHo2o

anyborxozo MO

[Ipu oT™MeHe Tepanuu HIIOTHHUOOM TTPH MTOTBITKE JJOCTHXKEHHSI PEMUCCUU 0€3 JICUSHUsI MOTYT OoJiee
4acTo, Y€M JI0 OTMEHBI TEPANUH, BOZHUKATH ciieayromue H: cuMIIToMbl CO CTOPOHBI MBILLIEYHOM,
CKEJIETHOM U COCTMHUTEIIbHON TKaHH, TAKWe KaK MUAJTHS, 0OJIb B KOHEYHOCTSIX, apTpajrus, 00Jb B
KOCTSIX, 0OJTb B IO3BOHOYHHKE HITU CKEJIETHO-MBIIIIeUHast 00JIb.
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B xnmHHUYEeCKOM HCCIeIOBaHUM B TEUCHHE ToAa IOdJe OTMGI—'[ll: T-'GBEIHH EIV Eggh’ﬁ TIa I/I'GH”I:O:B—'C

COOTBETCTBYET 3KCNEPTHOMY OTUYETY

BIiepBble BBIABICHHBIM Ph+ XMJI B XpoHudeckoil ¢a3ze OTMEYaIHCh CHUMITOMBI CO CTOPOHBI
CKEJICTHO-MBIIIEYHOW CUCTEMBbI IO CpaBHEHUIO ¢ 16,3 % Ha NpOTSHKEHUM NPEABbLIYLIEro Troja
Teparuy HUJIOTHHUOOM.

Onvim NpUMEHEHUS 6 KIUHUYECKOTL npakmuke

Ha ¢one tepanuu HUIOTHHHOOM oTMeyanuch ciemyroume HS 6e3 yka3zaHuwii Ha HPUYUHHO-
CIICICTBEHHYIO CBSI3b C IPUMEHEHMEM HWIOTHMHHOa (uactora HS He ycraHoBieHa): cityyau
CHHJIpOMa JIM3UCA OIyXOJIU, Iapajuy JIULEBOrO HEPBA.

COO6I_HCHI/IC 0 IMOA03PEBACMBIX HCXKECIIATCIbHbBIX PCAKIINAX

BaxHo coolmarh 0 mogo3peBaeMbIX HEKENATENbHBIX PEAKLIUAX MOCIe PErHCTpaluy Ipenapara ¢
LeJIBI0 00eceueHHs] HEPEPHIBHOTO MOHUTOPHHIA COOTHOLIEHUS I10JIb3a-PUCK» JIEKAPCTBEHHOTO
npenapara. MeIuIMHCKUM pPa0OTHUKAM PEKOMEHAYeTCs COOOIIaTh O JIOOBIX IOJ03PEBACMbIX
HEXXEJaTeNNbHbIX PEAKIMAX JIEKAPCTBEHHOr0 MpernapaTa yepe3 HallMOHaIbHbIE CUCTEMBI COOOLICHUS
0 HEXEJIaTeNbHbIX PeaKlUsiX rocyJapCTB-4IeHOB EBpa3uiickoro 3KOHOMHUYECKOT0 CO03a.

Poccuiickas ®@edepayus

®enepanbHas ciryx0a 1Mo Haa30py B cdepe 3ApaBOOXPaHECHUS

Anpec: 109012, r. MockBa, CnaBsiHcKasi miiomanis, a. 4, ctp. 1

Tenmedon: +7 800 550 99 03

OnextponHas noura: pharm@roszdravnadzor.gov.ru unu npr@roszdravnadzor.gov.ru
CaiiT B uHpOpPMaIIMOHHO-TEIEKOMMYHHUKAIIMOHHON ceTH «IHTepHeT»:
https://www.roszdravnadzor.gov.ru/

Pecnyonuxa benapyco

VII «llenTp oKCcHepTU3 W UCHBITAHUN B 3ApaBOOXpPAaHEHHM», PecmyOinMKaHCKas KIMHHKO-
bapmakosoruveckas adoparopus

Anpec: 220045, r. MuHck, np-t J{3epxxunckoro, 83, kopmyc 15, 8 atax

Tenedon: +375-17-242-00-29

OnexkTpoHHas noura: repl@rceth.by

CaiiT B m”HpOpMaIMOHHO-TEIEKOMMYHUKaIMOHHON ceTH «HTepHe: https://www.rceth.by/
Pecnybnuxa Kasaxcman

«HannoHAIBHBIN LIEHTP SKCIEPTHU3BI JIEKAPCTBEHHBIX CPEICTB U MEIUIIMHCKUX n3aenuin» Komurera
MEAHUIIMHCKOTO M (hapMalleBTUUECKOTO KOHTPOIsi MuHHCTEpCTBa 3/paBooxpaHeHus PecrmyOmuku
Kazaxcran

Anpec: 010000, r. Actana, yn. A. Imanosa, 13

Tenedon: +7 (7172) 78-98-28

OnexrponHas noura: pdlc@dari.kz

CaiiT B mHGOpMaAIIMOHHO-TEIEKOMMYHUKaIIMOHHON ceTH «HTepHe»: https:// www.ndda.kz/
Kuvipevisckas Pecnyonuka

JlemapTaMeHT JIEKApCTBEHHBIX CPEICTB W MEAMIMHCKMX UW3Aenuil mnpu MuHucTepcTBe
3npaBooxpaneHus Koiproizckoit PecriyOnuku

Anpec: 720044, r. bumikek, yn. 3-a JIuaus, 25
Tenedon: 0800-800-26-26, + 996-312-21-92-86
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(NOCNEOOBATENBHOCTE 0002)

OnektpoHHas moura: dlsmi@pharm.kg

CaiiT B nH(pOpMaIIMOHHO-TEIEKOMMYHUKAMOHHON cetn «HTepHeT»: https://www.pharm.kg/
4.9. [lepeno3upoBka

CHUMIITOMBI

Coobmanoch 00 €IMHUYHBIX CllydasX MpeJIHAMEpEeHHON IepeJo3UpPOBKH HUJIOTHHHOOM, Korja
HEYCTaHOBJICHHOE KOJIMYECTBO KaIlCyJl IPUHAUMAJIOCh BHYTPb B COUYETAHUHU C AJIKOTOJIEM U JPYTUMU
JIEKapCTBCHHBIMU CpEACTBAMM. Peaknny Ha Nepelo3UpOBKY BKIIIOYAIM HEHUTPOIEHHUIO, PBOTY U
coHnuBocTh. M3menenuit OKI' u MpU3HAKOB TOKCHYECKOTO MOPAKEHUsS IE€UEHU HE OTMeueHOo. Bo
BCEX CIIy4asix OTMEYaJIOCh BbI3IOPOBIICHHUE.

Jleuenue

B cinydae mepeno3upoBku clieyeT HaOMIOAATh 3a MAalMEHTOM U Ha3HAYUTh COOTBETCTBYIOIIYIO
CUMIITOMATUYECKYIO TEPAIUIO.

5. PAPMAKOJIOTHYECKHWE CBOMCTBA

5.1. ®apmakoauHaMu4ecKHne CBOiCTBA

dapmakoTepaneBTHUECKasi TPyINa: IPOTUBOOIYXOJEBbIE CPEACTBA; MHIMOUTOPHI MPOTEMHKUHA3;
uHTHOUTOPH TUpOo3uHKKUHa36l BCR-ABL.
Kox ATX: LOIEAO3

MexaHu3M AeiCcTBUS

Hunotuau6 >¢dektnBHO MHTHOMpPYEeT THUPO3WHKHUHA3HYI akTUBHOCTH BCR-ABL onkompoTenHa
KJICTOYHBIX JIMHHA W TICPBUYHO TOJOXKHUTEIBHBIX 10 (uiaanenbpuiickoir xpomocome (Ph+)
JIEHKO3HBIX KIIETOK.

[Ipenapar oGnamaer BBICOKHM CpPOACTBOM K ydacTkaM cBsizbiBaHus ¢ AT® u takum obOpazom
OKa3bIBaeT BbIpakeHHOE MHruoOHpymomee BiusHue Ha BCR-ABL onkompoTenH AMKOro THma, a
TaKkKe JEMOHCTPUPYET aKTUBHOCTh B OTHOIIEHMH 32 U 33 OCHOBHBIX MMATHHHO-PE3UCTEHTHBIX
MyTaHTHBIX (popmM BCR-ABL-THpo3uHKkuHa3bl, 3a uckmoueHueM 13151 myrtauuu. Humotunu®
CEJICKTUBHO MHTUOMpYeT mposvdepanuio U HHIYHUPYET aronTo3 KIETOYHbIX JuHUMl u Ph-
MOJIOKUTEIBHBIX JTEUKO3HBIX KJIETOK Y MAlMEHTOB ¢ XPOHUYECKUM MuenosneiikozoM (XMJI).

Hunotunu® He oOKa3bplBaeT WM OKa3bIBAeT HE3HAUMUTEIbHOE BIMSHUE Ha JApPYTU€ H3BECTHbHIE
IPOTEeMHKHMHA3bI (BKJIIOYasi KMHa3y OElIKOB ceMelcTBa Src), KpoMe KHHa3, MMEIOLINX PEeIenTophl K
¢aktopam pocra TpomboruToB (PDGRF), KIT-, CSF-1R, DDR-peuentopsl u 3QpuHOBBIE
PELENTOPBI.

WurubupoBanue NpPOTEMHKHHA3 JAaHHOIO TUIA MPOUCXOJUT NpPU KOHILIEHTpALMSX IpernapaTa B
IpeAesiax Juana3oHa TEpaleBTUYECKUX 103, PEKOMEHIOBaHHBIX Ui JedeHus XMJI npu
IIEPOPaIBLHOM IPHUEME.

dapmakonmaamudeckue 3O GEKTHI

Ha ¢one tepanuu HunotnHn60oM B 103e 400 Mr 2 pasa B CyTKH y B3pOCibIX narueHToB ¢ Ph+ XMJI
B XpOHUYECKOU (pa3e mpu HEMmepeHOCUMOCTH WM HeI(PPEKTUBHOCTU MPEALIECTBYIONMIECH TEpanuu,
BKJIFOYAas UMATUHHUO, 4acTOTa JOCTHKEHHMS OOJIBIIOr0O IMTONEHETHYECKOI0 OTBETA cocTaBmia 59 %,
MPUYEM STOT OTBET JOCTHUTaJCs JOCTATOYHO OBICTPO — B TEUEHHE MEPBBIX 3-X MECSIEB TEparuu
(Menmana — 2,8 MecsiIa) - ¥ COXpaHsuics Ha (hOHE TPOOIKAIOIET0Cs TpUeMa Iipernapara (B TeUeHHe
24 mecsneB) y 77 % namuenToB. O01as BBDKUBaEMOCTh depes 24 mecsiia Tepanuu coctapuia 87 %.
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ITpu npumenennn HuitotnHMOA B 103€ 400 Mr 2 pa3a B CYTKH &@'&b&é‘ﬁ%&éﬁﬁ%#é#ﬁ@:‘m&% :IB
pu p p

¢daze akcenepanuu MPU HEMEPSCHOCUMOCTH WM PE3UCTCHTHOCTU K TIPEIIICCTBYIOIICH Teparuu,
BKJIIOYAsi UMAaTUHUO, YaCTOTa TOCTUKEHUS TOJTHOr0 TeMaTOJIOTHYeCKOro OTBeTa coctapisiia 55 %,
IMPpHUYEM O3TOT OTBCT AOCTUTAJICA JOCTATOYHO 6BICTpO - B TCUCHHUC IICPBOT'O MECslla TCpaltnnu (MCI[I/IaHa
— 1 MecsiIr) — 1 coXpaHsuicsl Ha pOoHE MPOAOIDKAIOIIETOCs MpHeMa rpernaparta (B TeueHue 24 MecsIeB)
y 49 % nanueHTos.

Yactora IOCTHXKEHUS OOJBIIOTO LMTONEHETHYECKOro oTBeTa cocraBuia 32 %, W 3TOT OTBET
coXpaHsics y 66 % manueHToB MpH MPOI0JKAIOLIEMCS ITIPUEME TTpenapaTa (B TeueHue 24 Mecs1eB).

5.2. ®DapMakoOKHHETHYECKHE CBOMCTBA

AOGcopOrms

Cpennee BpeMsi TOCTHXKEHUSI MAaKCUMAJIbHON KOHIIEHTpAIlMM HUJIOTUHUOA B IUIa3Me KPOBHU (tmax)
COCTaBJISIET OKOJIO 3 yacoB. AGCOpOIHS HIIIOTHHHUOA TTOCIE MTEPOPATBHOTO TPUMEHEHUs — 0koJio 30
%. AbcontoTHas OMOAOCTYIMHOCTh HHJIOTMHHUOA He ompenesneHa. [Io cpaBHEHHIO ¢ pacTBOPOM st
nepopainbsHoro npuema (pH ot 1,2 no 1,3), oTHOCcUTENBbHAST OMOJOCTYITHOCTh KarcCyJl HAJIOTHHUOA
cocraBisieT nmpumepHo 50 %.

VY 310poBBIX JOOPOBOJIBIEB NPU OAHOBPEMEHHOM IpHEME TpernapaTra ¢ MUIIeH MaKCHUMalbHas
koHUeHTpauus (Cmax) M TUIOMIAAL TMOJA KpHBOW «koHUeHTpauus-Bpems» (AUC) nunotuHuba
noBeimayichk Ha 112 % u 82 % COOTBETCTBEHHO IO CPAaBHEHUIO C MPUMEHEHHWEM HHUJIOTHHHOA
Hatomak. [IpumeneHue npemapara vepe3 30 MUH WM 2 Yaca MOCJIE MPHEMa MUIIK MOBBIIIAIO
OonomocTynHOCTh HWIIOTHHHOA Ha 29 % u 15 % coOoTBeTCTBEHHO. Y MAIMEHTOB, MEPEHECHINX
TOTQJIbHYK) WJIM YaCTUYHYI) TacTPIKTOMHUIO, BCAChIBAHHE HWIOTHHHOA (OTHOCHTEIbHAsS
OMOI0CTYITHOCTh) CHIDKACTCS MPUOIM3UTEIHHO Ha 48 % 1 22 % COOTBETCTBEHHO.

OnnoxparHoe npumeHenue 400 Mr HUIOTUHNOA B BUJI€ PACTBOPEHHOI'O B YalHOM JIOKKE sI0JI0YHOTO
IIIOpE COJIEPKUMOTo ABYX Karicyil o 200 Mr OMO3KBUBAJIEHTHO IPUMEHEHUIO 2 UHTAKTHBIX KaIlCyJl
1o 200 mr.

Pacnopenenenne

CooTHoIIeHrEe KOHIIEHTpaIuii HUJIOTUHKUOA B KpoBU U muiazme coctapisieT 0,71. Cs3b ¢ Oenkamu
IUTa3MBI i1 Vitro cOCTaBisIeET OKOJIO 98 %.

B paBHOBECHOM COCTOSIHMM CUCTEMHAs SKCIIO3UIMS HUJIOTHHHOA ObL1a 10303aBUcUMON. OHAKO pU
NPUMEHEHUH TpenapaTta B Jo03e, npesbimatonieil 400 mr 1 pa3 B CyTKH, MOBBIIIEHHUE SKCIIO3UIIUU
HWJIOTHHMOA B 3aBUCMOCTH OT YBEIHUEHHs JJO3bI Tpernapara ObUIO BHIPAXKEHO B MEHbILIEH CTEIICHH.
CyTouHas nja3MeHHasi KOHIIEHTpaI|s HUJIOTHHNOA B paBHOBECHOM COCTOSIHUHU Obu1a Ha 35 % BbIlIE
pu npuMeHeHny B 1o3e 400 mr 2 pas3a B CyTKH, 4eM IIpu npuMeHeHnH B 1o3e 800 mr 1 pa3 B CyTKH.
AUC Hunotuau6a mpu npueme B 103¢ 400 mr 2 pasza B CyTku Obu1a mpubian3uTeabHo Ha 13,4 % Boite
TaKOBOHM IpY NpUMEHeHuu mnpenaparta B no3e 300 mr 2 pasa B cytku. lIpu npueme npemnapara B
TeyeHue 12 mecsueB BHYTph B ja03e 400 mr 2 pasa B CyTKM MUHUMaJIbHas W MaKCUMallbHas
KOHIIEHTpaluu HUI0THHUOA Ha 15,7 % u 14,8 % Obliu BbIIIE TAKOBBIX IPU MPUMEHEHUH MpenapaTa
B 03¢ 300 mr 2 paza B CyTKH COOTBETCTBEHHO. He OBLIO OTMEYEHO 3HAYMTEIHLHOTO YBEIMYCHUS
PaBHOBECHOM KOHIEHTpallMK HUJIOTHHUOA U MOBkIIeHUH 10351 ¢ 400 Mr 2 pa3a B cyTku 10 600 mr
2 pa3a B CyTKH.

[Ina3MeHHas OHKCMO3WIUS HUJIOTHHUOA B TEPHOJ MEXIy NPUMEHEHHEM TMepBOM O3Bl U
JOCTH>KEHHEM PaBHOBECHOM KOHIIEHTPALIMY MOBBIIIAETCS IPUMEPHO B 2 pas3a Ipu IpUeMe Ipenapara
OIMH pa3 B CyTKd U B 3,8 pa3 mpu mnpuemMe JBa paza B CyTKU. PaBHOBecHass KOHIIEHTpalUs
JIOCTUTANAch K 8-My JTHIO.

Buorpanchopmariust
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VY 310pOBBIX TOOPOBOJIBIICB OCHOBHBIMU Iy TSIMU MET. GonmaMa Ehﬁo‘;ll%ﬂfﬁ i;‘fgﬁ%kﬁf‘ﬁ'g&éﬁgﬁﬁ%h

THJIPOKCHIIMpOBaHue. B miazme KpoBU HUJIOTUHUO HUPKYIUPYET B OCHOBHOM B HEM3MEHEHHOM BU/IE.
Bce merabonuTel HUIOTMHNIOA 001a1a10T HE3HAYUTENBbHOM (papMaKoI0ruyeckoil akTHBHOCTBIO.

ONMMUHALMS

[Tocne ogHOKpPAaTHOrO MPUMEHEHUS HUJIOTMHUOA Y 3J0pOBBIX 100poBOJbIEeB Oonee 90 % 1036
BBIBOJIUTCSI B T€UEHUE 7 JIHEW B OCHOBHOM C KajioM. 69 % mpernapaTta BHIBOJUTCA B HEU3MEHEHHOM
Buze. [lepmon moyBBIBeNEHHs] NMPH MHOTOKPATHOM TPUMEHEHHH CYTOYHOH JI03bI COCTABIISLI
npuOIM3UTENBHO 17 9acoB.

[Ipy nmpumMeHeHHH HWIOTMHHOA y MAlUMEHTOB C HapylIeHUsSMU (YHKIUHU MEYECHH HE OTMEYalloCh
3HAYUTEIBHOTO U3MEHEHUsI (PapMaKOKMHETHYECKUX MapamMeTpoB HWIOTHHHOA. IIpu onHOKpaTHOM
npueme npenapata Habmroaanocs cumxenne AUC Hunotunu6a Ha 35 %, 35 % u 19 % y nanueHToB
C HapymeHueM (YHKIMM TEYEeHU JIETKOW, CpPeJHEeW M TSKENOW CTemeHu (MO CpaBHEHHIO C
nanueHTamMu 6e3 HapyuieHui (yHKIuM nedeHH). Cmax HUIOTUHMOA B PaBHOBECHOM COCTOSIHUU
yBenuuuBanach Ha 29 %, 18 % u 22 % cooTBETCTBEHHO.

I/IHI[I/IBI/II[yaHBHBIe pasjinuus q)apMaKOKI/IHCTI/IKI/I cpeau IallMCHTOB ObUIH OT YMCPCHHBIX 10
BBIPAKCHHBIX.

6. PAPMAIIEBTUYECKHE CBOMCTBA
6.1. Ilepeuenb BcioMoraTe/ibHbIX BellECTB

JlakT03b1 MOHOTHAPAT

Kanbius dpocdar ny3amenieHHbII

Kpockapmennosza Hatpust

KucnoTel TMMOHHON MOHOTHIpAT

KpemH#s 1MOKCHT KOJIJIOUTHBIN O€3BOIHBIN

Maruus creapat

Obonouxa kancynvl:

Kenatun

Bona

Tutana nuoxcun (E171)

UYepHuina yepHble (LIeIaK, STaHOJ, U30MPOMAHON, OyTaHO, MPOMUJICHIIINKOIb, aMMHUAK BOHBIH,
KpPaCUTEIb KeJie3a OKCHUJ] YePHBIH, KaJTusl THAPOKCU/I, BOIA OUHIIICHHAS ).
6.2. HecoBmecTHMOCTH

He nmpumenunmo.

6.3. Cpok rogHocTH (CpOK XpaHeHus1)

2 roja.

6.4. OcoOble MepbI NPEAOCTOPOKHOCTH NIPH XPAHECHUH

XpanuTh pu Temneparype He Boime 25 °C.

6.5. Xapakrep u cofep:kaHue YIaKOBKHU
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COOTBETCTBYET 3KCMEPTHOMY OTUETY
ot 04.02.2026 Ne 1926

(NOCNEQCBATENEHOCTE 0002)

IIpu npoussoacTse Ha Xerepo Jladc Jlumuren, Mumaus

[To 10 kamcyn B KOHTYpHOH sYeiikoBOi ymakoBke (Onmucrtepe) w3 (JlamuHMpoOBaHHas TUICHKa-
AmomuHUR-OCymuTeNs) /ATIOMAHAMN.

[To 3 unM 6 KOHTYPHBIX TYCUKOBBIX YIIAKOBOK (OIUCTEPOB) BMECTE C TUCTKOM-BKJIQIBIIIEM B MTAYKE
KapTOHHOM.

IIpu yomakoske Ha OO0 «MAKHN3-ODAPMA, Poccust

[To 3 unu 6 KOHTYPHBIX TYEUKOBBIX YIIAKOBOK (OJUCTEPOB) BMECTE C TUCTKOM-BKJIAIBIIIEM B MaYKe
U3 KapToHa Ui NOTPEOUTEIHCKON Taphl.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH NMPU YTHIH3AMUN MCIOJIb30BAHHOTO JIEKAPCTBEHHOI0
npenapara WM OTXO0J0B, MOJYYEHHBIX MOCJ€e NMPUMEHEHHUs JIEKAPCTBEHHOr0 Mpenapara, u
Apyrue MAHMIYJSLHMHU € IPenapaTom

Oco0ble TpeOoBaHUsI OTCYTCTBYIOT.

7. AEPKATEJIb PETUCTPAIMOHHOI'O YIOCTOBEPEHMUSA

Nunusa
Xerepo Jladc JImmuten

«Xerepo Kopnopeitr», 7-2-A2, Wupactpuan Ocreiire, Canat Harap, Xaiigapaban -
500018, Temanrana, Mumgus

On. nouma: DrugSafety-Russia@hetero.com

7.1. IIpeacTaBUTENb AepPrKATE/IsI PETHCTPALMOHHOIO YI0CTOBEPEHHUS

[Iperen3un nmoTpeduTeNeii HAPABIATH 110 APECY:

Poccuiickas @edepauuﬂ, PECI’ZV6JZMKG BeﬂaDVCb, Pecnv@nma KasaxcmaH, KblprlS’CKCl}l DECI’ZV6]ZZ/IKCI

MockoBcKO€ MpeicTaBUTENbCTBO KoMnaHuu «Xetepo Jlade Jlumureny», (Muaus)
109029, r. MockBa, ABTOMOOUIBHBIN TIPOE3, 1. 6, CTp. 5.
Ten./gpaxc: +7 (495) 981-00-88

In. nouma: DrugSafety-Russia@hetero.com

8. HOMEP (HOMEPA) PETUCTPAIMOHHOI'O YAOCTOBEPEHUA

9. KATEI'OPHUSA OTITYCKA JIEKAPCTBEHHOTI' O ITPEITAPATA

JlexapcTBEeHHBIN MTpenapaT OTHOCUTCS K KATETOPUM OTITYCKa 10 PELENTY.

OO0miasi xapakTepucTUKa JIEKapCTBEHHOTO Mpemapata HUIOTHHUO NOCTymHA B €IWHOM pEecTpe
3apETHCTPUPOBAHHBIX JIGKAPCTBEHHBIX CPEACTB EBpPa3sHiiCKOro SKOHOMHYECKOTO CO03a M Ha
oduHMaTEHOM caiite YHIOJTHOMOYEHHOTO oprana (axcTepTHOM OpTraHHU3aIIH)
(https://lk.regmed.ru/Register/ EAEU_SmPC).
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