21.12.2023

MUHUCTEPCTBO 3/IPABOOXPAHEHMSI POCCUNCKON OEEPALIUI

NHCTPYKLMA

10 MPUMECHCHUIO JICKAPCTBCHHOI'O IIpCrapara i MCAUIMHCKOIO IIPUMCHCHU S

BO3YJ/IN®

Perucrpanmonnsiii Homep: JII1-002711
Toprosoe HaumenoBanue: bozynug
MexayHapoaHoe HeATEeHTOBAHHOe HAUMEHOBaHue: 003yTHHHO

JlekapcTBeHHas popma: TaGIETKH, TOKPHITHIE TUICHOYHON 000JI0UKO#I

Cocras Ha 1 Ta0anerKy:

oeiicmeyioutee geujecmeo. 603ytuan6 — 100 mr, 500 Mr (B Bume 603yTMHHOAa MOHOTHIpATa
103,40 mr, 516,98 mr);

écnomozamenbhnble  eewiecmedq.  UEIUIION03a  MHKpokpucrammueckas (101,  102)
27,83 mr/139,17 mr, kpockapmerioza Harpust 5,8 mr/28,99 mr, monokcamep 4,35 mr/21,74 wr,
noBuoH K-25 2,90 mr/14,49 mr, maraust creapat 0,72 mr/3,63 mr.

Cocmag nieHouHoll 000104KU

Hosupoka 100 mr: Onagpaii |1 XKenrerit 85F12390 — 4,35 mr

(comepxkut: mnonuBuHWIOBHIM cnupt 40,00 %, Tutana guokcun 22,97 %, Makporoi
(mosmmayTrnenrukonb 3350) 20,20 %, tanbk 14,80 %, kpacutens xerne3a okcun sxentoiid (E172)
2,03 %).

Hosuporka 500 mr: Onagpaii |l Kpacusrit 85F15642 — 21,75 mr

(comepxkut: mnonuBuHWIOBHIM cnupt 40,00 %, Turana guokcun 20,60 %, Makporoi
(mommatrnenrimkons 3350) 20,20 %, tanbk 14,80 %, kpacutens xkene3a okcua kpacHbii (E172)

4,40 %).

Onucanue

JozupoBka 100 Mr: jKenTble OBaJbHBIC JBOSKOBBIMYKJIbIE TAOJETKH, MOKPBITHIEC IJICHOYHOM

06osouKoii, ¢ rpaBupoBkoii «Pfizer» Ha oxgHoii cropone u «100» - Ha aApyroit cTOpOHE.
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Ho3upoBka 500 MI: OT CBETJIO-KPaCHOTO C KOPUYHEBATHIM OTTEHKOM JI0 KPacHOTO OBaJIbHBIE

JIBOSIKOBBIITYKJIbIE TAOJETKH, MOKPBITHIC IMJICHOYHOM 000J0YKOW, ¢ rpaBupoBkoi «Pfizer» Ha

oaHOM cTopoHe U «500» - Ha Ipyroit CTOpOHE.

dapmakoTepaneBTHYecKass  IPyNNa:  OPOTHUBOOIMYXOJIEBBIE  CPEACTBA,  MHTUOUTOPHI

NPOTEUHKHUHA3bl, ”HTHOUTOPHI THpo3uHKNHA36I BCR-ABL

Koa ATX: LO1IEAO4

dapmMakoJIornyecKue CBoiicTBa

Dapmakoounamuka

Bo3yTuHNO TpUHAANEKUT K KIAacCy HMHTHOMTOPOB KuHa3. bo3yruHMO wuHruOupyer
natosorudyeckyro  kuHazy BCR-ABL, oOycnaBiauBaromyro  pa3BUTHE  XPOHHYECKOTO
muenosneriko3a (XMJI). beuto moka3ano, uTo 603yTHHUO CBSI3BIBACTCS C KWHA3HBIM JJOMEHOM Ber-
ADl. Bo3yTnHuO Takke sSBISETCS MHTHOUTOPOM KHMHA3 cemeiicTBa Src, B TOM uucie Src, Lyn u
Hck. Kpome Toro, 603yTmHHO 007amaeT MUHHMAaJIbHOH MHIHOMpYIOIIEH AaKTHMBHOCTHIO B
OTHOIICHUH PeLEenTOpoB TpoMbonuTapHoro ¢akropa pocra (PDGF) u c-Kit.

B wucciaemoBanmsx in Vitro 603yTHHHO HMHTHOMpOBal MPOIU(EpAIlMI0 W BBIKHBAEMOCTH
yCTaHOBUBIIUXCS KieTouHbX juHMA XMJI, Ph+ ocrporo mmmdobracTHOro nelko3a u
BBIJICJIEHHBIX Y MAllMEHTOB MEPBUYHBIX MPUMHUTUBHBIX KiIeTok XMJL. Kpome Toro, 603yTnHHO
uHruompoBain 16 u3 18 pesucrenTHhIX kK MaTUHNOY opMm BCR-ABL, skcnipeccupoBaBImxcsi B
MUENOUIHBIX KIETOUHBIX JHUHUAX Mblmie. Ha ¢one Tepanuum 003yTMHHMOOM OTMeudanoch
yMEHbIIIeHHEe pa3MepoB omyxonu npu XMJI y «ronbix» MbIiieH, a Takke MHTUOUPOBAHHUE POCTa
MHEJIOUTHBIX OIyXOJIEH y MBIIIEH, IKCIPECCUPYIONUX PE3UCTEHTHbIE K MMaTHHHOY (HOpMBI
BCR-ABL. bo3ytuan0 Tak:ke HHTHOMPYET perenTopsl THpo3uHkuHa3 c-Fms, EphA u B, xunassi
cemerictBa Trk, kuHa3b1 cemeiicTBa AxI, kuHa3bl cemeiicTBa Tec, psj mpeacTaBuTenel cemencTa
ErbB, nepenentopHyto TtuposunkuHazy Csk, cepuH/TpeoHMH KuHa3zy cemeicTtBa Ste20 u 1Be
KHMHA3bl, CB3aHHBIC C KaJIbMOIYITMHOM.

DapmakoKkunemuxa

Bcacvisanue

[Tocne ogaOKpaTHOTO TpreMa 0o3yTuHKOa B 03¢ 500 Mr, BO BpeMs mpuemMa MUy abCOM0THAs
O6uonoctynHocTh coctaBisia 34 %. BcacbiBanue mpemnapara ObUIO OTHOCHTEIBHO MEIJICHHBIM;
MeZaHa BpPEMEHH JI0 JOCTH)KEHUSI MAaKCUMAJIbHON KOHIIEHTpaluu (tmax) cocTaBisuia 6 4. CpenHue
3HAUCHHMST MAaKCHUMaJbHOW KOHIICHTpalMu B 1ia3Me KpPoBU (Cmax) M IJIOMIAAM TMOJ KPHBOM
«xoHteHtpanus-spems» (AUC) coctaBuiu 112 ur/ma u 2740 Hreu/mit. [ToBbliieHHE 3HAYCHUN

AUC 1 Cmax 603yTunm0a B Aranazone 103 ot 200 mMr 1o 800 Mr HOCHIIO J030IPONOPLHMOHATIBHBIHN
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xapaktep. [Iuma moseimana 3HaueHust Cmax 0603yTuHuOa B 1,8 paza u AUC 603ytununba B 1,7 paza
M0 CpPaBHEHUIO C €ro mpuemoM Hatomiak. [locnme 15 mHeW eXeTHEBHOTO MpHeMa TadJIeTOK
603yTrHKOa B 103¢ 500 Mr Bo Bpems npreMa nuiy y nanuetoB ¢ XMJI cpenaue 3naueHust Cmax
coctaBysu 200 Hr/Mn, a cpeaaue 3Hadenns AUC — 3650 Hreu/mit.

PactBopuMocTh 003yTHHHOA B BojIE IN Vitro 3aBucut ot pH. JlaHcompa3zoi MpUBOAKI K CHUKCHUIO
BO3CUCTBUS 003yTHHHOa (cM. pa3gen «B3aummopeWcTBHE C JpPYrMMHU JIEKapCTBEHHBIMU
npernaparamm).

Pacnpeoenenue

[Tocne omHOKpaTHOro mpuema 003yTMHHOAa B j03¢ 120 Mr BHYTPUBEHHO CpeaHUNl 00BeM
pacmpeneneHus Tmpemapata coctaBisuli 2441 1, 9TO CBHUAETENBCTBYET 00 WHTEHCUBHOM
pacnpeneneHnn 003yTHHHOA B 3KCTpaBa3alibHbIE TKaHU. bO3yTHHUO B 3HAYMTENHLHOW CTENICHH
CBSI3BIBANICS ¢ O€JKaMHu TUIa3Mbl KpPOBH 4esoBeka in Vitro (Ha 94 %); maHHbIN MOKa3aTeilb HE
3aBHCEJ OT KOHIIEHTpAIlUH Mpernapara.

Memabonuszm

B uccaemoBanusx In Vitro u in vivo ObUTO TOKa3aHO, 4TO 003yTHHUO (MCXOJHOE BEIECTBO) Y
YyelloBeKa MPEHMYLIECTBEHHO IMojABepraerca MerabonusMmy B rnedeHu. [locre omHokpaTHOro u
MHOTOKpaTHOTO Tpuema 003ytuHHOa B mo3ax 400 mr wim 500 Mr y 4eroBeKa OCHOBHBIMU
MUPKYJTUPYIOIUMU B KPOBOTOKE METa0OIUTAMH SIBISUTUCH OKCHAEXJIOpUpOBaHHBIN (M2) u
N-nemerunupoBaHHbld (MS5) 603yTHHHO; B MEHBIIIMX KOJIMYECTBAX MPUCYTCTBOBAN 003yTHHHOA
N-oxcua (M6). CuctemHoe BoznericTBre N-1eMeTHIMpOBaHHOTO METabOIUTa COCTaBUIIO 25 % OT
HCXOJIHOTO BEIIECTBA, OKCHAEXJIOpUpPOBaHHOTO MeTabomuTa — 19 % oT ucxomaHoro Bemiectsa. Ha
JIOJI0 BCEX TpeX MeTa0OJMTOB MPUXOAWIOCh < 5 % aKTHUBHOCTH 003yTHHHOA TMpPU OIICHKE
cBOOOHOMN mponudeparnuu Src-TpaHcGopMupoBaHHBIX (GrudpobdiacToB. B dekamusx 603yTuHNO
u N-nemeTmii003yTHHUO SABISIMCH OCHOBHBIMHM CBSI3aHHBIMU C TperapaToM KOMIIOHEHTamu. B
UCCIIeIOBAaHMSX IN Vitr0 ¢ MCIOJIb30BaHHEM MHKPOCOM IMEYEHH YeIOBeKa ObLIO MOKa3aHO, YTO
ocHOBHBIM H30(pepmenToM ruroxpoma P450 (CYP), yuacTByromumM B MmeTabonu3mMe 603yTHHHOA,
apnsiercst CYP3A4. Uzodepmentst CYPLA2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19,
CYP2D6, CYP2E1l ummu CYP3A5 He mnpuHMMaid ydacTue B MeTabonm3Me O003yTHHHOA.
®dnasuncoaepxkamiue MoHookcureHassl (FMO1, FMO3 u FMOS) cioco6Hbl MeTaboImu3nupoBaTh
003yTuHUO ¢ obpazoBanuem ero N-okcuna.

Bvigeoenue

[Ipyn npuMmenennn 003yTHHMOA OIHOKPATHO, BHYTPUBEHHO, B f03¢ 120 mr, cpenHee 3HaueHUE
Mepro/1a MOJTYBBIBEACHUS B TepMHUHAIBHOM (aze (t1/2) cocTarisuio 35,5 4; cpenunii kaupenc (Cl) —
63,6 1/4. Y manueHToB, MOJYYaBHIMX OJHOKPATHO MEPOPaIbHO MEUEHHBIH PaJUOAKTUBHBIM

u3otornom [*4C] 603yTHHNG, B Teuenue 9 nHel B cpeaHeM Boiensanoch 94,6 % obuieil BBeneHHOI
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036l MeueHoro mperapara. OCHOBHOW MyTh BbIBeaeHHs — uepe3 kummednuk (91,3 % or
BBEICHHOM 103b1); 3,29 % OT BBeleHHON [103bI BHIBOJUTCS Yepe3 MOYKU. DKCKpELus mpernapara
ObL1a OBICTpOI: 75 % OT BBEACHHOM /103bI BRIBOJIUIIOCH Uepe3 96 4. DKCKpelrs HeM3MEHEHHOTO
003yTHHNOA Yepe3 MOYKH OblJIa HU3KOU, MpUOMM3uTenbHO 1 % OT BBEIEHHO T03HI.
Ilpumenenue 6 ocodvix nonynayuax

Tayuenmoi ¢ HapyuwieHuem QYHKyuU neveHu

Bruto nokaszano, uto 3HaueHUs! Cmax 003yTHHNOA Y MAIIMEHTOB C HApyIIEeHHEM (DyHKIIUM TeUeHH
kiaccoB A, B u C no knaccudukanuu Yaitna-ITero Bo3pactanu B 2,4 pasa, 2 paza u 1,5 pasa,
COOTBETCTBEHHO, a 3HaueHnss AUC 603yTrHHOA B 11a3me KpoBu — B 2,3 pa3za, 2 paza u 1,9 pasa,
COOTBETCTBEHHO. Kpome TOro, y marieHToB C HapylleHHEeM (QYHKIUH TEUYeHH OTMEYalIoCh
yIUIMHEHNE 3HaYCHUH t12 003yTHHHOA.

CornacHo pe3yibTaTaM MOJAETUPOBaHUS (APMAKOKUHETHKH TMPEANONaraeTcsi, 4ro MpueM
003yTHHMOA y TAIMEHTOB C HapylieHHeM (YHKIUM TedeHHn B cyTouHo mo3e 200 mr
obecnieunBaer 3HadeHust AUC, aHAIOTUYHBIC TAKOBBIM Y MAIIMEHTOB, UMEIOIINX HOPMAIbHYIO
(GYHKLIMIO TIEYeHH W TMoiyvarommux mnpemnapar B go3ze 500 mr B cytku (cM. pazzaen «CmocoO
MPUMEHEHHUS U JA03bD»).

Ilayuenmul ¢ Hapywenuem yHKyuu novex

VY manueHnToB ¢ HapymenueM QyHknuu nouek cpenseit (30 mu/muH < kimpenc kpearuanHa (KK)
< 50 ma/muHn) u Tsokenoi (KK < 30 Mi/MHUH) CTENEHH OTMEUaaoch MoBbiieHue 3HadyeHni AUC
Ha 35 % u 60 %, COOTBETCTBEHHO. Y MallMEHTOB C HApyIIeHWEeM (YHKIMH [TOYEK JETKON CTEeNeH!
HE OTMEYaJIOCh U3MEHEHUH B BO3JICHCTBUU Tpenapara.

CormacHo pe3ynbTaTaM MOAETUPOBaHUS (PAPMAKOKMHETUKH, MPEANONAracTcs, 4YTO IMpUEM
mpernapara y MalydeHTOB ¢ HapylmIeHHeM (YHKIMH MOYEK TSHKEJION CTENeHU B CyTOYHOU /03¢
300 mr obecmeunBaer 3HaueHHs AUC aHaJOTMYHBIE TAKOBBIM Yy IAIlMEHTOB, WMEOIINX
HOPMAJIbHYIO (DYHKITMIO TIOYEK M ToJydaronux mpenapar B go3e 500 Mr B cyTku (cM. pasjaen
«Cnocob MPUMEHEHUS | JI03bI1»).

3HaueHus] IEpUoIa MOTYBBIBEICHUsI 003YTUHNOA Yy TIAIIMEHTOB C HapylIeHueM (YHKIIUU MOYEeK

COOTBETCTBYIOT HOPMAJIbHBIM ITOKA3aTCIIAM.

Iloxka3zaHus K NPUMEHEHHIO

Bo3yTnHn6 nokasas A Je4eHHs BIEPBbIC IUArHOCTUPOBAHHOTO XPOHUYECKOTO MHENOJIeHKOo3a
C MOJOXKUTENbHON (unanenbduiickoir xpomocomoirt (XMJI Ph+) B xponnueckoii daze (XD) y
B3POCIIBIX.

Bo3ytTnHnO TmOKasaH AN JICUEHWS XPOHMYECKOrO MHUENONEeHKo3a C  TOJOXKHUTEIbHOM

bunanenpduiickoit xpomocomoii (XMJI Ph+) B xponmueckoit (aze, daze akcenepanuu HiIu
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0JIACTHOM KpH3€ Y B3POCIBIX IPH HEMEPEHOCHMOCTH WM HEedI(P(PEKTUBHOCTH MPEIbIyIIeH
Tepanuu XOTs ObI OJTHUM W3 UHTHOMTOPOB TUPO3MHKUHA3, BKIIIOYAs UMATHHUO, HUIOTUHUO WIH

na3aTuHUO.

IIpoTruBonokazanusi

- TUINEPUYYBCTBUTEIBHOCTE K 003yTMHHOY WM K J000MYy BCIIOMOTaTelIbHOMY BEILECTBY,
BXO/JISIIIEMY B COCTaB Ipemnapara;

- cneayeT n30eratb OJJHOBPEMEHHOTO MPUMEHEHUS ¢ MOILHBIMU MJIM YMEPEHHBIMU HHTHOUTOpaMU
nnn  uHayktopamu m3odpepmenta CYP3A (cm. paspen «BszaumopeicTBue ¢ Japyrumu
JICKapCTBEHHBIMU TIpeTriapaTaMm»);

- 0EpPEMEHHOCTb, IEPHO] TPYTHOTO BCKAPMITUBAHUS;

- IeTCKui Bo3pacT 10 18 et (HeqocTaTouHO MaHHBIX MO 0€301macHOCTH B 3()PEKTUBHOCTH).

C 0CTOPOKHOCTHIO

Crenyer ¢ OCTOPOXHOCTBIO MIPUMEHATh OO3YTHHUO OJTHOBPEMEHHO CO ca0bIMU MHTHOUTOpaMu
win naaykropamu uzodhepmenta CYP3A, cydcrparamu P-riimkonporenna (P-gp), mHruOuTopamu
npotonHo# mommsl (UITIT).

Crenyer co0mo1aTh OCTOPOKHOCTD NMPU MPUMEHEHUHN 003yTHHNOA y MALMEHTOB C ApUTMHUSIMU B
aHaMHe3e WM ¢ (akTopamu, NpeApacloyiaraloliuMi K yIiIMHeHuIo uHTepBasa QTcC, ¢
HEKOHTPOJMPYEMBIMHA MM TSDKEIBIMHA  CEPJACYHO-COCYAUCTHIMH 3a00JICBAaHUSAMH, BKIIOYAs
HEJaBHO TIEPCHECEHHBIH WH(ApPKT MHOKapHa, 3acCTOWHYIO CEepACYHYI0 HEIOCTaTOYHOCTS,
HECTaOMJIBbHYIO CTEHOKAPAMIO MM KJIMHUYECKH BBIPAKECHHYIO OpaJMKapAHI0O M Yy MAIMEHTOB,
NPUHUMAIOIIUX JICKAPCTBEHHBIE CPEJICTBA, KOTOPHIE MOTYT BBI3BaTh yAJMHEHUE MHTepBana QT
(HampuMep, aHTHAPUTMHUYECKHE Npernaparsl M APYTHe BEUIeCTBA, KOTOPHIE MOTYT BBI3BAaTh
yumHenne wuHTepBana QT (oM. pasmen «B3ammoneicTBHe ¢ IpyruMH JIEKapCTBEHHBIMHU
npenapaTamMmu»), a TakXke y MaleHTOB C HapyUIeHHEM (YHKIMH JKeITyI0YHO-KUIIEYHOT'O TPAKTa

(HeaBHUE COCTOSIHHSI HITH OCTPBIE).

I[IpumeHeHnne npu 6epeMEHHOCTH M B MIEPUO/I TPYAHOI0 BCKAPMJIUBAHUSA

DepmunbHocms

CornacHo pe3yJibTaTaM JOKJIMHHUYECKUX HCCIeOBaHUN, OO03yTMHHO CcIocoOeH HapylaTh
PEnpOAYKTUBHYIO (PYHKIINIO U (HePTHILHOCTD Y YeIOBEKa.

bepemennocmo

He pexomenayercs npumMeHeHne 003yTHHHOA B MEpHOJ] OEPEeMEHHOCTH, a TaKXe y KCHIIUH C

PCIPOAYKTUBHBIM IMMOTCHIHUAJIOM, HC HCIIOJIB3YIOINIUX KOHTPAUCIITUBLI. >K€HH_[I/IHaM, CIIOCOOHBIM
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K JIETOPOXKJIEHUIO, CJEeAyeT HCIHOJb30BaTh 3((eKTHUBHBIE METOABI KOHTpPALEMLHUU BO BpeMs
aeyeHust 003yTHHHOOM M B TE€YeHHME HE MeHee | Mecsla mocie mpueMa IMocienHeil 1036l
npenaparta. Kpome Toro, manueHTka A0JDKHA OBITH TPOMH(MOPMUPOBAHA O TOM, YTO PBOTA WU
nuapes MOTYT CHU3HUTH 3()()EKTUBHOCTh OPaJbHBIX KOHTPALIEITUBOB IMyTEM INPEAOTBpAIleHUs
MOJIHOTO BcachkiBaHMsl. ONbIT MpUMEHEHHs] 003yTHHHOA B mepuoja OepeMEHHOCTH OTpaHUYEH.
AZICKBaTHBIX M XOPOIIO KOHTPOJUPYEMBIX HCCIEI0BaHMM O03yTHHMOA B 3TOT MNEPUON HE
npoBoawiock. [Ipu mpumeHneHun 003yTHHHOA B MEpUOA OCPEMEHHOCTH JHOO HACTYIJICHUU
OepemeHHOCTH Ha (OHE Tepanuu 003yTMHHOOM HEOOXO0IUMO MPOUH(POPMUPOBATH MAIUEHTKY O
MOTEHLIMAJIbHOM PHUCKE Mpenapara Ajs Iioja.

Jlakmayus

XKenmunsl, nomyyarone 603yTUHUO, HE JOJDKHBI KOPMHUTH I'PYIBIO M JJaBaTh TPYJHOE MOJIOKO
netsiM. ITlockoiabKy MHOTHE JIEKapCTBEHHBIE CPENCTBA IKCKPETUPYIOTCS B TPYAHOE MOJIOKO,
HeNb3s HWCKIIOYUTh NOTEHUUANbHBIH pPHUCK [Uid pebeHKa, HaXOASIIErocs Ha TPyAHOM

BCKapMJIMBaHUH.

Cnoco0d npuMeHeHHs U 103bI

Pexomennyercs mpuHUMaTh OO3YTHHUO BHYTpPh, | pa3 B CyTKH, BO BpeMsl MpUEMa MUIIIH.
[Iponucannyro 103y mpernapara HeOOXOIUMO MPUHUMATH KAXKIIbIH JIeHb B OJTHO M TOXE BPEMH .
Tepanuto 603yTHHHOOM ClleyeT MPOJ0JIKATh 10 POTrpecCUpOBaHUs 3a00JI€BaHUSI WIIH Pa3BUTHUS
HENEPEHOCUMOCTH K TEpaIuu.

B cnyuae nporrycka 10361 60siee uem Ha 12 4acoB HE ClelyeT MPUHUMAThH JOMOJHUTEIHHYIO 03y
mpernapara; HeoOX0AUMO MPUHATH OOBIYHYIO HA3HAYCHHYIO 03y Ha CIEAYIONIUN ICHb.

Bnepevie ouacnocmuposanuwiit XMJI Ph+ 6 xponuueckou ¢haze

Pexomenayemas no3a 603yTuHuOa cocrarisier 400 Mr BHYTpb, 1 pa3 B CyTKH, BO BpeMsl IIprueMa
TTUTIIH.

XMUJI Ph+ 6 xponuueckoii ¢paze, ¢pase axcenepayuu unu O1ACMHOM Kpu3e npu HenepeHoCcumocmu
unu HeagdekmusHocmu npeodvloyuell mepanuu

Pexomenayemas no3a 603ytuHu6Oa cocraisier 500 Mr BHYTpb, 1 pa3 B CyTKH, BO BpeMsl IprueMa

IIHUIIH.

Ilogvtuenue 003wl

Jo3a 603yTHNOA MOXET ObITH TTOBBIIeHA Ha 100 Mr B cyTkH 10 Makcumyma 600 Mr 1 pa3 B cyTku
y TAIMEHTOB, Y KOTOPHIX B TEUEHHUM TEpAllUU HE JIOCTUTHYTHI MOJIHBIE T'€MaTOJOTUYECKHE,
IIUTOrCHETHUCCKUE UK MOJICKYJIIPHBIC OTBETHI, & TAKIKE Y KOTOPBIX HE OTMEYAIOTCS TshKEbie (>

3 cTereHn) HeXenaTelIbHbIC PEaKIIUy MPU PEKOMEHIYEeMON HadyaIbHOM J103€.
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H3zmenenue 0o3vl npu pazeumuu Heafceﬂameﬂbublxpeakuuﬁ
Hezcemamonoeuueckue HeofcenanmelbHbvle peaKkyuu

[loBpIeHNE aKTHBHOCTH TNCYCHOYHBIX aMI/IHOTDaHC(beDaSZ IIpyU TIMOBBIIICHHWHU AKTHUBHOCTHU

MEYCHOYHBIX aMUHOTpaHcdepa3 Oosnee yeM B 5 pa3 OTHOCUTENBHO BEpXHEH TpaHUIIbI HOPMBI
(BI'H) Heo0XoauMO BpEMEHHO MPEKPaTUTh MpHEeM O03yTHMHHOA MO CHIDKEHHS IMOKa3aTelns 10
< 2,5 pa3 Beimie BI'H, mocne dero Bo3mMokHO Bo300HOBiIeHUE Tepamuu B go3e 400 mr, 1 pa3 B
cytku. Ecnu BoccTaHoBeHe 3aHUMAET OoJiee 4 Helelnb, ClieAyeT pacCMOTPETh BOIIPOC 00 OTMEHE
0603yTrHMOA. [TpH MOBBITIICHUN aKTUBHOCTH aMUHOTpaHcdepas Oosee yeM B 3 pa3a OTHOCUTEIHHO
BI'H, compoBoxpmaromielics MOBBIICHUEM KOHIICHTpAIMU OunupyOmHa Ooiiee yem B 2 pasa
otHocutenbHO BI'H m aktuBHOCTH mienouHol (ocdara3sl MeHee yeM B 2 pa3a OTHOCUTEIBHO
BI'H, 603yTrHUO ciaeayer oTMEHHTH (cM. pasaen «Ocolble yKazaHHs»).

Jluapesi: mpu pa3Butuu auapeu 3 — 4 creneHu (MOBbIIEHNE KoJInyecTBa e ekalnii B CyTKU B
> 7 pa3 OTHOCHUTEIBHO MCXOJHOTO YpPOBHS JO Hauyala Teparuu) HEOOXOJUMO BPEMEHHO
IPEKpPaTUTh Tepanuio 003yTUHHOOM; MOCTe pa3pelIeHns] HeKENaTeIbHOTO SBJICHHUS IO YPOBHS,
COOTBETCTBYIOIIETO < | cTerneHun, BO3MOXXHO BO30OHOBJICHUE MpreMa npenapara B 103e 400 mr,
1 pa3 B cytku (cM. pasaen «Ocobble yKazaHHs»).

[Ipu pasButuM ApPYyrux BUIOB KIMHUYECKHM 3HAYMMON HETEMATOJIOTHYECKOW TOKCHYHOCTHU
CpedHEeW WM TSDKENOH CTEerneHH HEeoO0XOAMMO IPUOCTAHOBUTH HpuUeM O003yTHHHOa; Tmocie
paspelieHus NposIBICHUH TOKCHYHOCTH BO3MOXKHO BO300HOBJIEHHME Mpuema mpemnapara 1 pa3 B
CyTKH, cHIKast 103y Ha 100 mr. Eciu KITMHUYECKH 3TO BO3MOKHO CIEAYET PACCMOTPETH BOIPOC
0 TIOBTOPHOM TIOBBILICHUH JI03BI 10 HAYaJIbHOM /103bl, 1 pa3 B cyTku. bo3yTnHu® npumensics B
no3ax menee 300 Mr B CyTKH, TeM He MeHee Y3PPEKTUBHOCTh HE YCTAHOBJICHA.
T'emamonocuueckue Hedxcenramenvhvie peakyuu

[Ipy pa3BuUTUM TSHKEIOW WM TIEPCUCTHPYIOMEH HEHUTPONIEHHMH U TPOMOOIMTONECHUN
pPEKOMEHAYEeTCS CHU3UTH /103y Ipernapara, Kak yka3aHo Huke. MOXeT Takke MOoTpeOOoBaThCA
BpPEMEHHOE IMpeKpalleHue IpHeMa Ipernapara W/WIM CHIKEHHE €ro J03bl NpPU Pa3BUTHU
reMaTOJIOTHYECKOW TOKCUYHOCTH (HEUTPOTICHUH, TPOMOOIIMTOIICHUH ), HE CBS3aHHOM ¢ ()OHOBBIM
aeiiko3om (tabmuma 1).

Tabmuua 1. U3MeHeHuUs1 10361 NPH HEHTPONEHNH U TPOMOOIMTONEHUH

Heiirpodunst < 1,0x10%n |[IpuoctaHoButh mpueM  603yTMHHOA O  BOCCTAHOBIEHHUS
o 9
WIn KonudyecTBa HeWtpoduimoB mo >1,0x10°/m wm  komuyecTBa

tpomboruThl < 50%10%1 | TpoMbomuToB 10 > 50x10%/71.
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Bo3o6HOBUTE Tepanuio 003yTHHHOOM B TOH XKe J03¢ TpH
BOCCTAHOBJICHUM IIOKa3aTejieM B TedeHWe 2 Hedenb. Ecian
MOKa3aTeI KPOBH OCTAIOTCS HU3KUMU Oojiee 2  HEHenb,
HEOOXOAMMO TPU BOCCTAHOBICHMHM CHU3HUTH 103y Ha 100 Mr m

BO300HOBHTH TEPATIHIO.

IIpu peumauBe LUTONEHHH JOOOTO U3 YHNOMSHYTBIX THIIOB —
CHU3WTH 1103y  jgomosHMTenbHO Ha 100 Mr,  moxmarbes
BOCCTAHOBJICHHS MTOKa3aTesei 1 BO30OHOBUTH TEPAIIHIO.

Bo3ytunn6 npumensics B no3ax menee 300 Mr B CyTKH, TeM He

MeHee (D (PEeKTUBHOCTh HE YCTAaHOBJICHA.

Ilpumenenue y oemeii

bezonacnocts u 3¢ddexkTuBHOCTS 603yTHHMOA y MAIMEHTOB B BoO3pacTe Mulajime 18 jer He

OLIEHUBAJIUCD.

Ilpumenenue y nayuenmos ¢ HapyuieHuem YyHKyuu nevenu

Y nanueHTOB ¢ HapymieHHeM (YHKIMM I€YeHU JIETKOM, CpeIHed W TSDKEIOH CTeleHH

pekoMeHmyemass go3a Oo3ytmHHOa coctaBiasier 200 mr B cyTku. KinHHMuYeckwe aHHEIE,

kacarorquecs 3gdexTuBHOCTH Npemnapata B 7o3e 200 Mr 1 pa3 B I€HB Y MAIIMEHTOB ¢ HAPYIIEHUEM

¢yHkunu neyenu npu XMJI oTCyTCTBYIOT.

Ilpumenenue y nayuenmoe c HapyuieHuem QyHKyuu nouex

Bnepsvie ouacnocmuposannwviti XMJI Ph+ 6 xponuueckotl ¢haze

VY manueHToB ¢ HapymieHneM GyHKIHH odek cpeanert crenenu tsokectu (KK 30-50 mu/mMuH 10

dbopmyne Kokkpodra-I'onta) pekomenmyemas go3a 6o3yruauda cocrapisier 300 Mr B CyTKH BO

BpeMs [TpUeMa IUIIH.

VY nanueHnToB ¢ HapymeHueM QyHkuuu nouek Tsoxenon crenenu (KK < 30 mu/mun no ¢opmyne

Kokkpodra-I'onra) pekomenmyemas moza 603ytuanba cocrasiser 200 Mr B CyTKH BO BpeMs

npueMa MnuiImu.

[oBbienue 10361 603yTHHKUOA 10 400 Mr B CyTKM BO BpeMsl IpueMa MULIH y MalUEHTOB C

HapyleHneM (pyHKIIUHM TOYeK CpeJHEH CTEeNeHHU TSHKeCTH, a Takxke 10 300 Mr B CyTKH BO BpeMs

npueMa MUIM Y MalUEHTOB C TSKENION CTENeHblo0 HapylleHus (PYHKUUMU MOYEK BO3MOXKHO
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paccMaTpuBaTh TOJBKO €CIIM Y HHUX HE OTMEUYAeTCs Pa3BUTUE CEPBE3HBIX HEXKENATEIbHBIX
peaKLui WU yCTOMYMBBIX HEXKEIATCIIbHBIX PEAKLIUM CPEIHEH CTEIICHU TSHKECTH, U Y KOTOPBIX B
TE€YEHHE TEpallud HE JOCTUTHYTHI aJ€KBATHBIE I'E€MAaTOJIOIMYECKHE, LUTON€HETHUYECKHUE WU
MOJIEKYJISIPHBIE OTBETBHI.

XMJI Ph+ 6 xponuueckoii ¢asze, ¢haze axcenepayuu unru 6racmuom Kpusze Npu HenepeHoCUMOCmu uiu
Heahpexmusnocmu npeovioyuweri mepanuy. Y TALUEHTOB C HapylIeHHEM (QYHKIMU TOYEK
cpenneii crenienu Tsokectd (KK 30-50 ma/mun no ¢popmye Kokkpodra-I'onra) pekomengyemast
no3a 6o3yruHuOa cocraBnsger 400 Mr B CyTKM BO BpeMs IMpuUeMa TUIIU. Y TaIMeHTOB C
HapymienueM ¢yHkuuu modyek Tspkenoi crenenn (KK < 30 mu/mua mo ¢gopmyne Kokkpodra-
I'onra) pexomenayemast 1o3a 603ytruHHOa coctaBisetr 300 Mr B CyTKH BO BpeMsl pHeMa HILH.
[oBbimenue 10361 603yTHHKMOA 10 500 Mr B CyTKM BO BpeMsl IpueMa MULIH Y TalUCHTOB C
HapymeHrneM (QyHKIMHA TTOYeK CPEeTHEH CTENEHHU THKECTH, a Takxke 10 400 Mr B CyTKH BO BpeMs
npueMa MUIM Y MAlUeHTOB C TSKENION CTENeHblo0 HapylleHus (PYHKUMU MOYEK BO3MOXKHO
paccMmaTpuBaTh TOJBKO €CIM Y HMX HE OTMEUAETCSl CEPhE3HBIX HEXKENATENIbHBIX PEAKIUN MM
YCTOMYMBBIX HEXKEJIATENbHBIX PEAKIUI CpeIHEH CTENEHU TSKECTH, U y KOTOPhIX B TEUEHHE
TE€panuu He JOCTUTHYTHI a[IEKBATHBIE T€MATOJIOTNYECKHE, IIATOT€HETUYECKHUE UIIH MOJIEKYJIIPHBIE

OTBECTHI.

ITo0ouHOE neiicTBHE

Pesrome mpoduiist 0e300acHOCTH

B o0meii cnoxxnoctu 1372 manueHTa ¢ JIGWKO30M TMOJYYMIM TIO MeHbIIed wmepe 1 mo3y
003yTMHHOA B KadyecTBe MOHOTepanuu. MeauaHa MPOJOHKHTEIFHOCTU JIEYCHHS] COCTaBHIIA
26,30 mecsma  (muanazon: ot 0,03 mo 170,49 mecsima). Y 3TUX TAlMEHTOB OBUT BIIEPBBIE
nuarHoctupoBad XMJI B XD, nu6o y Hux umerncs XMJI B xpornueckoii daze, (aze akcenepanun
WM OJTACTHOM KPH3€ HIIA OCTPBINA JTMMGPOOIACTHBIHN JIEHKO3 C MOJI0KUTEIHOU (uanenbuiickon
xpomocomoii (OJUJT Ph+) mpu Hed(h(HeKTHBHOCTH WIIM HENMEPEHOCHMOCTH IPEIICCTBYIOMICH
tepanuu. VM3 sToii rpymiel, 268 (HavanbHas no3a 400 mr) u 248 (HavanbHas no3a 500 mr) ObUTH
nanueHTaMu u3 2-x ucciaenaoanuit |1 ¢aspl, panee He moydyaBmmMu Tepanuio mo moroay XMJI,
60 manuenToB (HavanbHas no3a 400 mr) Obuth manuenTamu U3 uccnenosanus |l gasel, panee He
nosydaBImuMu Tepanuto mo nmoBoxy XMJI, 570 manuentoB u 63 manuenta (Il ¢aza: HauanpHas
no3a 500 mr) ObuiM marmeHTamMu u3 2-x uccienosanuid /11 gpasel, KoTOpBIe paHee moirydanu
Tepanuto o nmoBoay Ph+ neitko3os, u 163 (HauansHas qo3a 500 Mr) marueHTa U3 UCCIIeI0OBAHUS
IV ¢a3el, panee momyuaBmme Tepanuio 1Mo moBoxy XMJI. Memmana mpoaoJDKATEIBHOCTH
naedyeHus cocraBmiia 55,1 mecsana (auana3on: ot 0,2 mo 60,05 mecsma), 61,6 mecsma (ot 0,03 go

145,86 mecsma), 15,3 mecsana (auanason: ot 0,3 mo 21,8 mecsama), 11,1 mecsaneB (auamna3oH: oT
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0,03 no 170,49 mecsma), 30,2 mecsinieB (nuamazon: ot 0,2 mo 85,6 mecsma) u 37,80 mecsia
(mmamazon: ot 0,16 mo 50,0) cooTBeTCTBEHHO. AHAIM3 JAHHBIX MO 0OE30MACHOCTH BKIFOYAI

JAHHBIC U3 3aBEPIIICHHOTO UCCIICIOBAHUSI POIJICHHOTO HAOIIIOICHUSI.

Nmeercs cooOmieHrne o0 MEHbBIIEH Mepe 00 OJIHOW HEXKeNIaTeTbHON peaKIuu JIF0OOW CTereH!
TokcHYHOCTH Y 1349 manmenTtoB (98,3 %). Hanbomnee yacThiMu HEXKENATETbHBIMU PEAKIIHSIMH,
3aperucTpupoBaHHbIME Y > 20 % mauuenToB, Obutn: nuapes (80,4 %), romHora (41,5 %), 60756 B
xuBote (35,6 %), Tpombouuronenus (34,4 %), psora (33,7 %), ceimb (32,8 %), MOBEIIICHUE
aktuBHocTH AJIT (28,0 %), anemus (27,2 %), nupekcus (23,4 %), noBeiienue aktuBHoctd ACT
(22,5 %), noBeimenHas yromiasieMmocts (32,0 %) u rosoBHast 601b (20,3 %). [To MeHbIIel Mepe
1 HexxenaTenbHas peakius 3 win 4 CTEIICHU TSHKECTH ObLTa 3aperucTpupoBaHa y 943 manueHToB
(68,7 %). HexxenaTenbHBIMU peakmusMU 3 WM 4 CTETICHH TSDKECTH, 3apPErHCTPUPOBAHHBIMH Y
> 5 % nanueHToB, 6butH: TpomOoruTonenus (19,7 %), nossienue aktuBuoctd AJIT (14,6 %),
uHeiitponenus (10,6 %), muapes (10,6 %), anemus (10,3 %), MOBBIIEHHWE YPOBHS JIHMITA3bI

(10,1 %), mobrmenue aktuBHocTH ACT (6,7 %) 1 cbib (5,0 %).

TabauyHbIM DEepeYeHb HEXKEIATENbHBIX PEAKIIAN

NmMetotess cooOmieHus O CIEAYIONUX HEXKENaTeNbHBIX pPEakIMsIX Y MalUeHTOB B paMKax
KIIMHUYECKUX HCcCcaeaoBaHui 003yTnHNOa (Tabmuna 2). OHU TPEACTABISIIOT OICHKY JaHHBIX 110
HEXENNaTeJIbHBIM PEaKIHsIM, TOJYYCHHBIX MPHU aHamu3e rpynmbl U3 1372 manueHToB ¢ BIIEPBHIC
nuarHoctupoBaHHbIM XMJI B X®, unn ¢ XMJI B xponuyeckoit (aze, (aze akcenepanuu UM
0JIaCTHOM KpH3€ IMPHU HETIEPEHOCUMOCTH WK Hed(h(DEKTHBHOCTH MPEANISCTBYIOIICH Tepanuu, WiIn
¢ OJIJT Ph+, mony4yuBImx mo MeHbIICH mepe 1 103y 003yTHHHOA B BHJE MOHOTEpAIHH. DTH
HEe)KeNaTelIbHbIE pEeaklMHM TMpEeACTaBIeHbl [0 CHCTEMHO-OPTaHHBIM KjaccaM H 4acToTe
BO3HMKHOBEHMS. YacToTa HEXKENATENbHBIX PpPEAKUMM MOPEACTaBICHA MO  CIEIYIOLIECH
kiaaccupukanuu. oueHb yacteie (> 1/10), gacteie (o> 1/100 mo < 1/10), Heuactsie (o> 1/1000
no <1/100), penkume (or>1/10000 mo < 1/1000), ouennr peakue (< 1/10000) u wyacrora
HEU3BeCTHA (OIICHKa HE MOXKET OBITh ClieJlaHa Ha OCHOBAaHWHU JTOCTYIHBIX JaHHBIX). B kaxmon
YaCTOTHOW TPYTIie HEXeNaTeIbHbIE PEaKI[UU PACTIONOKEHBI B TIOPSAKE MOHMKCHUS CTETICHH UX

CCPBEC3HOCTH.

Tabnuna 2. HexkesaTe/ibHbIE peakilui HA 003y THHUO

Ctp. 10 u3 25



Nudexunonnbie n napasuTapHbie 3a00J1eBaHus

OuyeHn YacTble

Nudeknus apixaTenbHbIX MmyTed (B TOM uucine WHQEKIUA HIDKHUAX
JBIXaTeIbHBIX MyTEeH, BUPYCHbIC HH(PEKIIUU JBIXaTeIbHBIX IMyTeH, HHPCKIIUN
BEPXHHUX JIBIXaTEIbHBIX IMyTeH, BUPYCHBbIC WH(MEKIIMA BEPXHHUX JBIXATCIbHBIX

nyTeit), Ha30(apuHTUT

YacTtrle

ITneBMoHMs (B TOM 4YHUCJIC aTUIIKMYHAasA ITHCBMOHM A, IHCBMOHU A 6aKTepHaana;1,

ITHEBMOHMUA FpI/I6KOBaﬂ, ITHEBMOHHA HEKPOTU3HUPYIOIIIasd, ITHEBMOHHA

CTpenTOKOKKOBast), rpumit (B Tom urcie rpurn HINL), 6porxut

JoOpokavyecTBeHHbIE, 3JI0KAYECTBEHHbIEC U HEYTOYHEHHbIE HOBOOOPa30BaHus (BKJIIOYAs

KHCTBI U MOJIHUIbI)

Heuactrie

**x
Cunapom JM3uca OnyxoJiu

Hapymenus co

CTOPOHBI KPOBU M TUM(PATHYECKOHN CHCTEMBbI

OuyeHn YacTble

TpomboruTonenuss (B TOM 4HCIE CHI)KCHHE KOJIMYECTBA TPOMOOIIMTOB),
HEeWTporeHus (B TOM YHCIIe CHUKEHUE KOIMYIeCTBa HEHTpouIioB), anemus (B

TOM YHUCJIC CHHXKCHHEC FCMOFJ'IO6I/IH3, CHHMXXCHHEC KOJIMYECTBA BpI/ITPOHI/ITOB)

YacTtrle

Jleiikonienust (B TOM YUCIIe CHUKCHHUE KOJTMYECTBA JICHKOIIUTOB)

Heuactrie

®ebpunibHasE HEUTPOTICHUS, TPAHYJIOIUTONICHHUS

Hapymenus co

CTOPOHBI MMMYHHOM CHCTEMbI

YacTtrle

HeKapCTBeHHaH THUIICPYYBCTBUTCIIbBHOCTD

Heuactrie

AHapUITaKTHYECKUNA ITOK

Hapymenus co

CTOPOHBI o0MeHa BC€IIECTB U ITUTAHUA

OuyeHn YacTble

CHIKeEHNE arnmneTnTa

YacTele

Jleruaparanusi, runepkaiueMusi (B TOM YHCJIE MOBBIIIEHUE YPOBHS Kaius B

KpoBH), Tutoocharemus (B TOM YKCIe MOHMKEHHE YPOBHS (hochopa B KpOBH)

Hapymenus co

CTOPOHBI HEPBHOM CHCTEMbI

OuyeHn YacTble

I'onoBokpyskeHue, ro1oBHas 00JIb

YacTele

Jucres3ust

Hapymenus co

CTOPOHBI OPraHa cJ1yxa U JaOUPMHTHbIE HAPYLIEHH

YacTtrle

3BOH B yIlIax

Hapymenus co

CTOPOHBI cepana

YacTtrle

[lepukapauanbHbIi BBIIIOT

Heuactrie

Ilepukapaur

Hapymenus co

CTOPOHBI COCY/I0B
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YacTtrle

FI/IHepTeH3I/I}I (B TOM YHUCJIC MOBBINICHUC KPOBAHOI'O HABJICHUS, IMOBBIIICHUC
CUCTOJIMUCCKOTO AaBJICHU, 3CCCHIHAJIbHAA TUIICPTCH3UA, I‘HHGpTOHI/I‘IeCKHﬁ

KpHu3).

Hapymenus co

cpeocTeHust

CTOPOHBI AbIXaTeJIbHOH CHCTEMbI, OPTraHOB IPYIHOI KJIETKH U

OuyeHn YacTble

[IneBpanbHBIi BBINIOT, AUCITHOD, KALLIETh

Yacteie JlerouHas runepTeH3us (B TOM YHCIIC JISTOYHAs apTepralibHast THIICPTCH3H,
MOBBIICHHOC JICTOYHOC apTCPUAIILEHOC ,Z[aBJIeHI/Ie), AbIXaTCJIbHas1
HEJIOCTaTOYHOCTh

Heuactoie OcTphlii OTeK JIETKUX (B TOM YHCIIE OTEK JICTKHX )

YacTora HNHuTepcTuninansHas 00JI€3Hb JTETKUX

HEU3BECTHA

Hapymenus co

CTOPOHBLI KEJIYTOUYHO-KUIICYHOI'0 TPAKTa

OuyeHp YacTble

Huapesi, ppoTa, TOIMHOTA, 00JIb B )KHBOTE (B TOM YHCIIE TUCKOM(OPT B
KHUBOTE, OOJTH HIKHEH YacTH )KUBOTA, 00JIb B BEPXHEH YacTH KHUBOTA,

00JIE3HEHHOCTH B KUBOTE, 0OJIb B JKEIIYI0UHO-KUIIIEUHOM TPAKTE)

YacTtele

XKenynouHo-kuiieqyHoe KpOBOTEUEHUE (B TOM YHCIIE aHATIbHOE KPOBOTEUEHHUE,
KeITyJ0YHOE KPOBOTEUEHHE, KUILIEYHOE KPOBOTEUEHNE, KPOBOTEUEHUE U3
HIDKHUX OTJIEJIOB JKENTyI0YHO-KUIIIEUHOT'0 TPaKTa, PEKTaIbHOE KPOBOTEUCHUE,
KPOBOTEUYEHHUE U3 BEPXHUX OTACIJIOB KEITYJOUHO-KUILIEYHOTO TPAKTA),

MaHKPEaTHuT (B TOM YHCJIC OCTPHIN MTAaHKPEATHUT), TACTPUT

Hapymenus co

CTOPOHBI NMEYCHHU H KETICBBIBOASAIIINX HyTeﬁ

YacTtrle

['enaToTOKCUYHOCTH (B TOM UHKCIIE T€MATUT, TOKCUYECKHI TeraTur,
TUCYHKITUS TIEYeHU ), HapyIIeHne QyHKIUY IeYeHU (B TOM YHCIIe
MOBBILIEHUE YPOBHS MMEYEHOYHBIX ()EPMEHTOB, OTKJIOHEHUE OT HOPMBI
MoKazaresei Me4yeHOYHbIX MPo0, MOBBIIICHUE MTOKa3aTeNel MeYeHOYHbIX

po0, MOBKIIIEHNE aKTUBHOCTH aMUHOTpaHchepas)

Heuactrie

[ToBpexxaeHue KJIETOK MeueHH (B TOM YKCie JIEKapCTBEHHOE OBPEXKACHUE

KJICTOK MEYEHH, TeNaTOEILIIIAPHOE TIOBPEXKICHHE)

Hapymenus co

CTOPOHBLI KOKH U MOAKOKHBIX TKaHeil

OuyeHn YacTble

CrIllb (B TOM YHUCJIC MAKYJIC3HAA ChIIlb, MAKYJIOTIAITYJIC3HAA ChIIIb, ITAITYJIC3HAA

CBIIIb, 3YSAIIAS ChIMb), KOKHBIN 3Y1

YacTtrle

Peaknus (poTOYYBCTBUTENFHOCTH (BKIIIOYAS TIOJIMMOP(HYIO CBETOBYIO CHIIb),

KpallMBHUIIA, aKHC
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Heuacteie [Tomumopduas spuTema, SKCPOIHMATUBHAS ChIIb, JIEKAPCTBEHHAS ChIIb

E23 o o E23
Yacrora Cungpom CruBeHa-/[KOHCOHA , TOKCUUECKHUN AIUAEPMAIIbHBIN HEKPOIU3
HEU3BECTHA

Hapymenus co

CTOPOHBI CKeJIETHO-MbIIIEYHON U COeIMHUTEJIbHOH TKAHU

OuyeHn YacTble

Boub B cycTaBax, 00 B crinHe

YacTtele

Muanrus

Hapymenus co

CTOPOHBI MOYECK H MOYECBBIBOAAIIUX nyTeﬁ

YacTtrle

Octpoe nopaxeHue Moyek, MoueyHasi HeA0CTaTOYHOCTh, HapyIlIleH!e QYHKINN

ITOYECK

O0mme paccTpoiicTBa U HAPYLIEHHUSI B MeCTe BBeleHUs

OuyeHn YacTble

Otekn (B TOM YHCIE€ OTEK BEK, OTEK JMIA, T'€HEPaTU30BAHHBIA OTEK,

JOKaIbHBIA OTEK, Nepudepuyeckue OTCKH, IMEePUOPOUTABHBI OTEK),

MUPEKCUS], YTOMJIIEMOCTD (B TOM YHCII€ aCTEHHSI, HEJJOMOTaHHE);

Yacteie bons B oOmactu rpyaHOU KJIETKH (B TOM uuciae AUCKOMMOPT B oOiactu
IpyJIHOU KJIETKH), 00Jb
JlabopaTopHble U HHCTPYMEHTAJIbHbIE JAaHHbIE

OuyeHp YacTble

[ToBbIlIIeHHE aKTUBHOCTH JIUTA3bI (B TOM YHCIIE TUIICPIIMIIA3eMusI),
MOBBIIICHUE aKTUBHOCTHU ajlaHMHaMuHOoTpaHchepassl (AJIT) (B ToM uuncie
OTKJIOHEHHE OT HOpMbI TIokazaresel AJIT), moBbIlIEHHE aKTUBHOCTH

acnaptaramuHoTpancdepassl (ACT), moBbIIeHHE YPOBHS KpeaTHHUHA KPOBU

YacTele

VYanmuaenue uaTepBana QT Ha anmextpokapauorpamme (OKI') (B Tom umcie
CUHIPOM yuinHeHHOTO QT), MOBBINICHHE aKTUBHOCTH aMHJIa3bl (B TOM YHUCIIC

THIIepaMHIIa3eMusi), TIOBBIIICHUE YpPOBHS KpeaTHH(OC(HOKHHA3bI B KPOBH,

MOBBINICHUE ~ aKTUBHOCTHM  TaMMariyTamuiTpaHcdepasbl,  TOBBINICHHE
KOHIICHTpauu  OwimpyOmHa B  Tla3Me KpoBU (B TOM  YHCIIE
rUnepOMIMpyOMHEMus, TOBBIIICHHE KOHIIGHTPALMH KOHBIOTMPOBAHHOTO

OunnpyOuHa, TOBHIIIEHNE KOHIICHTPALU HEKOHBIOTUPOBAHHOTO OMIMpyOHrHa

KPOBH)

" HexenaTenbHbIC PEAKIIMH, BBISIBICHHBIE B XOJI€ TOCTPErUCTPAIIMOHHBIX UCCIEAOBAHMI

Onucanue OoTAEILHBIX HEKEIATEIbHEIX PEAKIINI

Hixe IMPUBCACHEBI OIMMCAaHNUs, OCHOBAHHBIC HAa OLICHKE 0€301acCHOCTH B MOMmyJIsioru, BKJTIOYABIIICH

1372 nanuenTa, KOTOpbIe MOJYYMIIN 1O MeHblIe mMepe 1 103y 603yTnHHOA W UMENN BIIEpBBIE

nuarHoctupoBaHHbli XMJI B X® winm y KOTOphIX HaOmoganach Hed(pPEeKTHUBHOCTh WM
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HEIMEePEHOCUMOCTh MPEIIeCTBYOMICH Tepanuu 1o noBoay XMJI B X®, daze akcenepanuu uim
6nactHoM kpu3e mubo OJIJI Ph+.

Hapywenus co cmoponuvl Kposu u tumgamuyeckou cucmemsl

U3 uncna 372 nauuentos (27,1 %) ¢ 3aperucTpupOBaHHOMN HEXellaTelIbHON peakiueil aneMus y
6 manueHToB OBUIO MpEKpaIIeHO JEUYeHHEe 003yTHHHOOM IO MpUYMHE aHeMHUH. MakcuMmasbHas
TOKCHYHOCTH 1 CTENeHH TsDKECTH HaOroaanack y 95 maiueHToB (25,5 %), 2 cTeneHu TsKecTH —
y 135 (36,3 %) mnamuenrton, 3 creneHu Tsokectd — y 113 marmentoB (30,4 %) u 4 creneHu
TsokecT — y 29 nanuenToB (7,8 %). Cpenu 3THX HalMEeHTOB MeAMaHa BPEMEHU 10 IEPBOTO
sBJIeHHs cocTaBisia 29 muer (muamnaszoH: oT 1 mo 3999 nHelt) m MeanaHa MPOJOKUTETHFHOCTH
SIBIIGHUS COCcTaBlsiia 22 mHs (nuamna3oH: ot 1 o 3682 mnHeil).

W3 umcma 209 (15,2 %) naumeHTOB ¢ 3aperUCTPHPOBAHHON HEKENATEIbHOW peakIuen
HedTponieHuss y 19 marmeHTOB OBLIO TPEKpAIlIeHO JiedeHHe O03yTHHHOOM TIO0 TpUYHHE
HeHTporneHnH. MakcuMaabHass TOKCUYHOCTh 1 cTeneHn TsokecTu HaOmoganachk y 19 manueHToB
(9,1 %), 2 crenenu TsoKectn — y 45 (21,5 %) nauuenTos, 3 creneHu TsbkecTn — y 95 (45,5 %)
narueHToB u 4 crenenu TsokectH — y 50 (23,9 %) manumentoB. Cpeay 3TUX MAI[MCHTOB MEIUaHA
BPEMEHHU JI0 TEPBOTO SBJICHUS COCTAaBIsUIA 56 muer (quamaszoH: oT 1 mo 1769 nHeil) u menuana
MIPOJIOJDKUTEIILHOCTH SIBJICHUS coCcTaBisuia 15 nuei (muanasoHn: ot 1 1o 913 nueit).

U3 uuncna 472 (34,4 %) mnauumeHTOB C 3aperUCTPHPOBAHHON HEKENATEIbHOW peakIuen
TpoMOoIUTONeHNUs: y 42 MalueHTOB OBUIO MPEKpalIeHO JiedeHue O03yTMHHOOM IO NpHYMHE
TpoMOOIIUTONIEHNH. MakcumanbHasi TOKCHMYHOCTh 1 CTEMEHW TSDKECTH HaOmojganach y
114 (24,2 %) nanueHToB, 2 creneHu Tsokectd — y 88 (18,6 %) manueHToB, 3 CTENEHU THKECTH
— vy 172 (36,4 %) nmanuentoB u 4 crenenu Tsxectd — y 98 (20,8 %) nmanuentoB. Cpenn 3TUX
MAIMEHTOB MeJMaHa BPEMEHU J0 TEPBOrO sIBIEHUS cocTaBisuia 28 qHei (muama3oH: oT 1 1o
1688 nneit), a MeauaHna MPOIOJDKUTEILHOCTH SIBJICHUS cocTaBisuia 15 quelt (nmama3oH: ot 1 1o
3921 nHeit).

Hapywenus co cmoponbvl neuenu u scenyuebl@o0AWuUx nymeu

Cpenu manyeHToB ¢ 3aperMCTPUPOBAHHON HEXKENATENbHON PEeaKIUel MOBBIINIEHNU aKTUBHOCTU
AJIT nmu ACT (Bce cTeneHn TSHKECTH ) MeIMaHa BpEMEHH 10 BOSHUKHOBEHUS COCcTaBIisia 29 nHei
¢ gauama3oHoM BO3HUKHOBeHHMST OT 1 1o 3995 mmern o AJIT uw ACT. Menunana
MPOJIOJKUTENBHOCTH ABJIEHUS cocTaBisia 17 nHeit (nuama3on: ot 1 go 1148 gueit) u 15 nueit
(mmanazon: ot 1 mo 803 mueit) nis AJIT u ACT coOTBETCTBEHHO.

JIBa city4asi, COOTBETCTBYIOIIMX KPUTEPHUSAM JICKAPCTBEHHOT'O MTOPAXKEHHS IIeUeHU (onpeaensieMbIX
kak ogHoBpeMmeHHoe nosbimeHne AJIT wm ACT > 3 x BI'H ¢ 06mum ounupyounom > 2 x BI'H
u wmenoyHod (Qocdarazoit <2 x BI'H), mnpoumsonum 0e3 anbTepHATUBHBIX MPUYUH Y

2/1711 (0,1 %) narreHTOB, MOJYYaBIINX JICUYCHHE 003y THHUOOM.
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Peaxmueayus supyca cenamuma B

PeaktuBarnusi rematuta B Oblia 3apeructpupoBaHa B CBS3M C IPUEMOM HHTHOWTOPOB
TUPO3MHKMHA3bl KJIACTEPHOTO pPErnoHa TouedHOro paspbiBa Abenbcona (breakpoint cluster
region-Abelson [BCR-ABL]). Hekoropble ciy4an TpuBeId K OCTPOH  ICUCHOYHOMN
HEJOCTAaTOYHOCTH WM (YyIbMHUHAHTHOMY TeMaTUTy, KOTOpble BbI3BAIM HEOOXOJUMOCThH
nepeca ik MEUYCHU WU CTAIM IPUYMHOM JIeTalbHOTO Hcxoa (cM. paszien «OcoObie yKazaHus»).
Hapywenus co cmoponul dceny0ouno-KuueyHo2o mpakma

W13 umcia 1103 (80,4 %) nanueHToB, y KOTOPBIX HAOI0aIach quapes, y 14 manueHToB JeucHHe
003yTHHUOOM OBIJIO TPEKPAIIICHO BCIEACTBHE ATOTO siBIeHHs. COIMyTCTBYIOMINE TPETapaThl ObLTH
NpUMEHEHBI Ui JiedeHus nuapen y 756 (68,5 %) naumentoB. MakcumanbHas TOKCHYHOCTb
1 crenmenn TshkectTn HaOmonanack 'y 575(52,1 %) manueHToB, 2 CTENEHW TSHKECTH — Y
383 (34,7 %) maumenroB, 3 crenenu Tsokecth — y 144 (13,1 %) namnmeHtoB; y 1 mamueHTa
(0,1 %) mabmromanochk siBieHue 4 crenenn TsokecTH. Cpenu MalMEHTOB C JAWapeei MeaunaHa
BPEMEHH JI0 TIEPBOTO SBJICHHS cOCTaBiisiia 2 nHs (nuamaszoH: ot 1 mo 2702 nmueit), a MenuaHa
MPOJOHKUTEILHOCTH SIBJICHUS COCTaBIsIa 2 MHS (nuana3oH: ot 1 mo 4247 nHei).

Cpenu 1103 marmmenToB ¢ nuapeeit 218 nanuentam (19,8 %) Ob1710 MPUOCTAHOBIICHO JICYCHUE, U3
gucna 3tux namueHToB y 208 (95,4 %) 6buto Bo300HOBIEHO JeueHue 003yTuHHOOM. M3 uncna
NAIMEeHTOB, JUISI KOTOPhIX ObLIO BO300HOBiIEHO Jsedenue, y 201 (96,6 %) mnanueHta He
HAOMIOIANIOCh  TOCIIEAYIOMIUX SBJICHUA, WM I8 HUX He OBUIO TPEKpalieHO JIeYeHUe
003yTHHHOOM BCJIE/ICTBUE TOCIEAYIOLIETO SIBICHUS TUAPEU.

Hapywenus co cmoponwl cepoya

Y 7 manuentoB (0,5 %) wnabmomanocs ynnuHenwe wuHTepBana QTcF (6omee 500 mc). VY
11 manuentoB (0,8 %) Habmroganocs yBenmuenue mHTepBana QTcF > 60 Mc mo cpaBHeHHIO C
UCXOAHBIM ypoBHEM. [lallMeHTBl C HEKOHTPOJIMPYEMBIMH WJIM 3HAYMMBIMU CEPJIECYHO-
COCYAMCTHIMU 3a00JIEBaHUAMH, BKJIIOYasl yaAduHeHHe nHTepBaia QTc o cpaBHEHUIO C UCXOAHBIM
ypOBHEM, He ObLITH BKIIFOYEHBI B KIIMHUYECKUE HccaenoBanus (cM. pa3aen «Dapmakonornieckue
CBOWCTBAY).

COO6H_ICHI/IC 0 ITOA03PEBACMBIX HEXKCIIATCIBbHBIX PCAKIINAX

CooO11eHus 0 Mo03pEBAEMBIX HEXENIaTeIbHBIX PEaKIUAX MOCIIe TOCYAapCTBEHHOM perucTpanuu
JIEKapCTBEHHOI'0 Ipenapara Ba)KHbl. JTO MO3BOJISET OCYLIECTBUTh HENPEPBIBHBIH MOHUTOPUHT
COOTHOIIEHHUS  TOJb3a/pUCK  JIEKAPCTBEHHOTO Tpemnapara. MeIuIuHCKUM  pabOTHHKaM

MpeIaraeTcsi CoOO0IIaTh O JIOOBIX MOA03PEBAEMBIX HEXKETATSIbHBIX PEaKITUIX.

Ilepeno3upoBka
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OnpIT Je4eHHs] TEPeNO3UPOBKH OO3YyTHHMOA B KIMHUYECKUX MCCIEAOBAHUAX OTIpaHUYEH
OTIeNbHBIMU clydassMd. COOOIIEHUH O pPa3BUTHH CEPHhE3HBIX HEXKEIATeNbHBIX SBICHHIA,
ACCOLIMMPOBAHHBIX C TMEPeNo3UpOBKOi, HE moctymnano. Ilpu mnepeno3mpoBke O603yTHHHOA
HeoOX0auMO HaOIO/IeHNe TMalueHTa W MPOBEJCHHE COOTBETCTBYIOLIEH MOAep KUBAIOIIEH

TEparuu.

B3aumopeiicTBHe ¢ APYTHUMH JIeKAPCTBEHHBIMH NpenapaTaMmu

BansHME Ipyrux JI€KapCTBEHHBIX IpeNapaToB Ha 603VTI/IHI/I6

Hneubumopuot uzogpepmenma CYP3A

Crnenyer n30eratb OJHOBPEMEHHOTO NPUMEHEHHUs 003yTHHMOA C MOIIHBIMH HMHTHOWTOpamu
uzopepmenra CYP3A (Bkitowas, HO HE OrpaHUYMBAsACh, HWTPAKOHA30J, KETOKOHA30,
M03aKOHA30JI, BOPHKOHA30JI, KIAPUTPOMHIIMH, TEIUTPOMHIIMH, Heda3oaoH, Mubdedpamnm,
WHAWHABHUD, JIONHWHABUD/PUTOHABUD, HeJI(GUHABUDP, PUTOHABHP, CAKBHHABHp, OOLEMIPEBUD,
TEJIANIPEBUpP, TpernpyTcoAepKale TMPOAYKTbI, BKIIOYas TPEHN@pyTOBBIA COK) HIH
yMmepeHHbIMH HHrHOMTOpamu wu3opepmenta CYP3A (Bkiroyas, HO HE OIpaHUYUBASICH,
diykoHazon, OUNPOGIIOKCAlMH, SPUTPOMMIIMH, JOWITHA3eM, BepamaMmui, aMIIpeHaBHp,
aTa3aHaBHp, JapyHaBHP/pUTOHABUD, (hocaMIIpeHABUp, ANPEIUTAHT, KPU3OTHHHO, MMATHHHO),
MOCKOJIbKY TIPOM30MIET OBBIIICHHE KOHIICHTpaluu 003yTHHIOA B TJIa3Me KPOBH.

Crnenyer ¢ OCTOPOXKHOCTBIO MIPUMEHATh OO3YTHHUO OJTHOBPEMEHHO CO ca0bIMU MHTHOUTOpaMu
nzodepmenta CYP3A.

Pekomenayercsi, eciu BO3MOXKHO, MOAOOp albTEPHATHUBHBIX BapHAHTOB COITYTCTBYIOIIEH
TEpanuy, XapaKTEPU3YIOMIUXCS OTCYTCTBHUEM HHTUOMPYIOIIETO BIUSHUS WM MHHUMAIbHBIM
UHTUOMpYOmUM BiusHIEM Ha nzogpepmeHT CYP3A.

[Tpy HEOOXOAUMOCTH OJHOBPEMEHHOTO MPUMEHEHHS] MOLIHOTO WM YMEPEHHOrO0 HWHIHOWUTOpa
n3oepmenra CYP3A Bo Bpemss Tepanmuu O03yTHHHOOM CIIEIYET PacCMOTPETh BOMPOC O
IPUOCTAHOBKE TEPANUU 003yTHHHUOOM WIJIM CHIDKEHHH JI03b1 003y THHHOA.

B uccnenoBanuu y 24 310pOBBIX MAIMEHTOB, MPH COBMECTHOM INPHUMEHEHUHM KETOKOHAa30Ja
(MomHoro wuHruomropa wusopepmenta CYP3A) msarukparHo, B mo3ze 400 Mr B CyTKH, C
603yTHHOOM B 103¢ 100 MI OJHOKpATHO HATONIAK, KETOKOHA30Jl yBEIWYMJ 3HauYeHUE Cmax
6o3ytnHHOa B 5,2 pa3a, 1 AUC 6o3yTnHHOa B mia3Me KpoBU — B 8,6 paza Mo CpPaBHEHHUIO C
MOHOTepanueit 603yTHHUOOM.

B uccnenoBanum 20 3710pOBBIX YYAaCTHHUKOB, MPU COBMECTHOM NPUMEHEHHUU alpenuTaHTa
(ymepennoro nurubutopa mzohepmenta CYP3A) ogHokpatHo B g03¢ 125 Mr ¢ 603yTHHHOOM B

no3e 500 Mr oHOKpaTHO MOCTe €/Ibl, APEeNUTAHT yBeTHnunBal 3HaueHHE Cmax 003yTHHMOA B 1,5
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paza, u AUC 0Oo3yrnHmOa B TIa3Me KpPOBHM — B 2 pa3a MO CPAaBHEHHIO C MOHOTEpamueit

003y THHUOOM.

Hnoyxkmopwt uzoghepmenma CYP3A

Cnenyer m3beratb OJAHOBPEMEHHOI'O IMPUMEHEHHs O03yTHHHOAa € MOIIHBIMH HHAYKTOpaMU
mzodpepmenra CYP3A (Bkirouas, HO HE OrpaHUYMBasCh, KapOamaszenuH, (EHUTOHH,
pudaMuIuH, Ipenaparsl TPaBbl 3Bep000s MIPOIBIPSBICHHOT0) UM YMEPEHHBIMU WHIYKTOPaAMH
uzopepmerra CYP3A (Bkimiodas, HO HE OrpaHMYHBAsCh, 0O3eHTaH, 3(paBHUPEH3, ITPABHPHH,
MomapuHUI, HAQIUUIMH), TOCKOJIBKY MPOM30MIET CHIKCHHE KOHIICHTpanuu 003yTHHHOA B
T1a3Me KPOBH.

BBuy pe3koro CHWKEHHMS 3HAYCHMH SKCHO3MLMU 003yTHHMOA, 3apETUCTPUPOBAHHOTO TPHU €T
OJIHOBPEMEHHOM IpHeMe ¢ pru(aMIULIUHOM, OBBIIIEHHE 1036l 003yTHHHUOA ITPH COMYTCTBYIOIIEM
MPUMEHEHUN ¢ MOITHBIMH WJIH YMEpPEHHBIMU HHIAyKTOpamu n3odepmenta CYP3A, BeposTHo, He
MO3BOJIUT B JIOCTATOYHON CTEIIEHN KOMIIEHCUPOBATh CHUKEHUE 3HAUEHUH SKCIO3HIINY.

Crnemyer C OCTOPOKHOCTBIO TPUMEHSTH ciabble MHAYKTOphl u3odepmenta CYP3A
OJTHOBPEMEHHO ¢ 603yTUHHOOM.

[Ipu ogHOKpaTHOM mTipueMe O003yTHHHOA OJHOBPEMEHHO C IIECTUKPATHBIM MPHEMOM
pudpamnuumHa B cyTo4HOH n03e 600 Mr y 24 3710pOBBIX NAIMEHTOB IIOCIE NpUEMa IHIIH
skcnozunuss 003ytuHuOa (Cmax 1 AUC B 1uasme kpoBu) cHusmiaack Ha 14% u 6 %,
COOTBETCTBEHHO, [0 CPAaBHEHMIO C aHAJIOTMYHBIMU 3HAUEHUSAMHU NpU IIpreMe 003yTHHHOA B 103€

500 mr B Ka4eCcTBE MOHOTEPAITHH.

HUneubumopwvl npomonnoii nomnwl (UIII1)

bo3yTunnO criemyeT mpuMEeHATh ¢ OCTOPOKHOCTBIO TIpH conmyTcTBYyroieM npumenennu UIIII. B
kadecTBe anbrepHaTuBbl UIIIT ciegyeT paccMOTpeTh aHTalUuabl KOPOTKOTO JEHCTBUSA, OJHAKO BO
BCEX CIIy4asx, KOT/ia 3TO BO3MOKHO, HEOOXOAMMO MPUHUMATH OO3YTUHHO M aHTAIU/IBI B Pa3HOE
BpeMs (T. €. MPUHUMATh OO3yTHHUO yTpOM, a aHTaUAbl — Bedepom). bo3yTuHUO mposBIiseT
pH 3aBucHMyI0 pacTBOpUMOCTB B Bojie iN Vitro. ITpu ogHOKpaTHOM mpreme 603yTHHHOA BHYTPh
(B mo3e 400 Mr) OTHOBPEMEHHO C MHOTOKPATHBIM IPHEMOM JIaHCOTpa3oJia BHYTph (B 103e 60 Mr)
B MCCIIEZIOBAaHUU y 24 3IOPOBBIX MAIMEHTOB HATOIIAK, OTMEYAIOCh CHKEHUE 3HaUCHUN Cmax U
AUC 603ytranOa 10 54 % u 74 %, COOTBETCTBEHHO, OTHOCUTEIIBHO 3HAYCHH, HAOIIOJaBIITNXCS

npu MoHOTepanuu 603yTuHHOOM (B 103¢ 400 M),

Bunsaue 603yTrHnOa HA Ipyrue npenaparsl
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B wuccnenoBanuu y 27 3M0pOBBIX MAIMEHTOB NPH OJHOBPEMEHHOM NMPUMEHEHHH 003yTHHHOA

oJHOKpaTHO B 03¢ 500 Mr u naburarpaHa sTakcuiaata me3unata (cyocrpara P-gp) oqHOKpaTHO B
no3e 150 mr mocie nmpuemMa nuy, 603yTHHUO He yBenuuni 3HadeHUuH Cmax 1 AUC naburatpana
B IUTa3M€ KPOBH IO CPaBHEHHIO C MOHOTEpamuel JaburaTpaHoM 3TaKCHIIATOM ME3UJIaTOM.
Knuanyeckue ucciae1oBaHus MOKa3bIBAIOT, YTO OO3YTHHUO HE MPOSBIISIET KIMHIHYECKU 3HAYMMBIX
P-gp uarubupyronmx 3pQPpexTos.

B  wucciaemoBanme INVitro  ObUI0  TOKa3aHO, YTO  MAJIOBEPOSITHO  BO3HHMKHOBCHHE
MEKJICKApPCTBEHHBIX B3aUMOJICHCTBUH, BBI3BAaHHBIX TEPAIEBTUYCCKUMHU J103aMH OO03yTHHHOA,
KOTOpbIE WHAYIHPYIOT METabO0JIM3M JIEKapCTBEHHBIX NPENapaToB, SBISIONIMXCS CyOcTpaTamu
CYP1A2, CYP2B6, CYP2C9, CYP2C19 u CYP3A4.

B wuccnemoBanusix in VIitro ObUTO TMOKAa3aHO, YTO B KIMHHYECKUX YCJIOBUSAX MAaJIOBEPOSITHBI
MEKJICKApCTBCHHBIC B3aMMOJCHUCTBUS, BBI3BAHHBIC TEPANCBTUYCCKUMH J03aMU OO3yTHHHOA,
KOTOpPbIE MHTHOUPYIOT METabOIM3M TpenapaTos, sBisrommxcs cyocrparamu CYP1A2, CYP2A6,
CYP2C8, CYP2C9, CYP2C19, CYP2D6 unmu CYP3A4/5.

B wuccnenoBanusx inVitro ObUIO TOKa3aHO, 4TO OO3YTHMHHUO B KIMHUYECKH PEICBaHTHBIX
KOHIICHTPAIIUSAX HMMEET CJIa0bI MOTEHIMal WHTUOMPOBaHUsS Oellka PE3UCTEHTHOCTH K paKy
MostouHo# kene3bl (BCRP, cucteMHo), monunenTtuaa TpaHCIIOPTHPOBKH OPTAaHMYECKUX aHHOHOB
(OATP)1B1, OATP1B3, Tpancnoprepa opranndeckux annonos (OAT)1, OAT3 u TpancnopTepa
oprannueckux katnuoHoB (OCT)2, HO MoxeT uMeTh moTeHnuan uHruouposars BCRP B

KenynouHo-kumeuyHoM Tpakte 1 OCT1.

Aumuapummuyeckue npenapamol u opyaue cpedcm@a, VORUHSIOWUE URMEDPBAL OT

Crnenyer coOmonaTh OCTOPOKHOCTh MPH MPUMEHEHHH 003yTHHMOA Yy TMAlMEHTOB, Y KOTOPBIX
MMEeTCS WIM BO3MOXKHO yAiIuHeHHe mHTepBana QT, BKIrouas MarieHToB, KOTOPBIC MOIYYaroT
AQHTHAPUTMUYECKUE MpPEenaparhl, TaKue Kak aMHOJapOH, AU30MHUPAMU, TPOKANHAMU, XHHUINH
U COTAJIONI WM JIPyTHE JIEKAPCTBEHHBIE MPenaparhbl, KOTOPbIe MOTYT MPUBOAUTH K YAJIUHEHUIO
untepBasia QT, Takue Kak, XJIOPOXUH, TajJo(aHTPUH, KIAPUTPOMHUIIMH, JIOMIIEPHJIOH,

rajJornepuI0J1, MEeTaI0H U MOKcuIokcauH (cM. pasaen «OcoOble yKazaHHUs»).

Oco0ble ykazanus

Hapywenue ¢pynkyuu nevenu

Ha ¢one Tepanuu 603yTHHHOOM MOXKET pPa3BUBATHCS MOBBIIICHUE aKTUBHOCTH aMUHOTpaHcdepas
(amanunamunoTpancdepassl (AJIT), acmapraramunorpancdepasbl (ACT)) B CBIBOPOTKE KPOBH.
[oBbllIeHnEe aKTUBHOCTH aMUHOTpaHCc(hepa3 0OBIYHO MPOUCXOAMIO Ha PAaHHEH CTaluu JCUCHHS

(cpenu ManueHToB, y KOTOPBIX OTMEYAJIoCh MOBBIIICHUE aKTUBHOCTH aMHHOTpaHcdepas 1000k
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crenenu, Oosee yem y 80 % mammeHTOB MEpPBBIA SMU30]l JAHHOW HEXENaTeIbHON peakinuu
OTMeyaJiCsl B TEYEHHUE MEPBhIX 3 MecseB). [lalMenTsl, monyyaromue 603yTHHUO, TOJDKHBI CIaTh
aHAIM3bl HA OMOXMMHYECKUE MOKa3aTenu (PYHKIMH TICUYEHHU IMepe] HadaaoM JICYCHHs], a 3aTeM
€XKEeMEeCSIYHO B TEUCHHE MEPBBIX 3-X MECALIEB JICUCHUS U IO KIIMHUYECKUM ITOKA3aHHSIM.
[TarmenTam npu MOBBIIEHUN aKTUBHOCTH aMUHOTpaHcdepas clieayeT BpeMEHHO IPUOCTAaHOBUTH
npueM 603yTHHNOA (C MOCIEAYIOMINM CHIDKEHHEM 1035l TI0CJIe BOCCTAHOBJICHHUS ITOKa3aTesel 10
1 creneHu TSHKECTH WIM MCXOTHOTO YPOBHS) W/WIIM TPEKpaTuTh rpreM 0603yTuHuoa. [ToBsienne
aKTUBHOCTH aMHHOTpaHcdepa3, OCOOEHHO TPU YCJIOBUU OIHOBPEMEHHOI'O IOBBIIICHUS
KOHIEHTpalluu OWIMpyOMHa, MOXKET OBITh PaHHMM I10Ka3aTelieM JIEKApCTBEHHOTO MOpa)KeHUs
NICYEHH, TPU ATOM JICYCHHUE ITHX MAIMEHTOB CIEAyeT MPOBOAUTH COOTBETCTBYIOIIMM 00pa3oM
(cM. paznensl «Crioco0d mpuMeHeHHs ¥ 103b1», «[10004HOE NelicTBHEY).

Jluapes/psoma

Ha ¢one Ttepanum 003yTHHHOOM BO3MOXKHO pa3BUTHE JUAPEH M PBOTHI, CIIEOBATEIBHO,
MAIUEHTHl ¢ HEIaBHUMHU WIIU TPOJIOJDKAIONIUMUCS KIMHUYECKH 3HAYUMBIMUA HAPYIICHUSMHU CO
CTOPOHBI KEITYAOYHO-KUIIEYHOTO TPAKTA JOJKHBI IPUMEHSThH JTaHHBIN JIEKAPCTBEHHBIN Mpenapar
C OCTOPO’KHOCTBIO U TOJIBKO IOCJIE THIATEIbHOM OLIEHKH COOTHOIICHHUS M0JIb3a-PUCK, TOCKOJIBKY
COOTBETCTBYIOIIME MAIMEHTHl OBLIM HCKIIOYEHBbl M3 KIMHUYECKUX HcchenaoBaHui. JleueHnue
NAIMEHTOB C IMapeel U PBOTOM MPOBOAUTCS C IPUMEHEHHEM CTaHAAPTHOHN TEpaniy, B TOM YHCIIE
MPOTUBOJAUAPEHHBIMU ~ HWJIM  TPOTHBOPBOTHBIMU  JIEKAPCTBEHHBIMU  TIpeliapaTamu, H/WIn
BOCCTAHOBJICHHEM 00beMa MOTEPSIHHOMN >KUJIKOCTH. J{OMOJHUTENBHO NHUApEI0 M PBOTY MOXHO
KOHTPOJIMPOBATh BPEMEHHBIM MpPEKpallEeHUeM Tepanuu O0O03yTHHUOOM, CHHKEHHUEM €ro I03bl
W/WIIN TIOJTHOM OTMEHOH mpemnapara (cM. pasznensl «Crnocol npuMeHneHus u 1036 1 «Ilobounoe
nevictBue»). [IpOTHBOPBOTHBIN Npemapar IOMICPUIOH MOXXET HPUBOJUTH K YBEIHYCHUIO
uatepBania QT (QTC) ¥ MHIYNHPOBATH APUTMHUIO KEIYJOYKOBYIO TaXMCHCTOJIMUYECKYIO THIIA
«mmpyaT» (torsade de pointes); ciieqoBaTenbHO ciaeayeT u3beraTh OAHOBPEMEHHOTO IPUMEHCHHS
0603yTHHHOA W aommepunoHa. Ero BO3MOXHO NPUMEHATH TOJNBKO B Cly4yae, €CIU Jpyrue
JIeKapCTBEHHBIE mpenapathl He 3()QPexTuBHBL. B 3THX cuUTyanmsXx WHIWBHIyallbHAs OLEHKA
COOTHOILIEHUSI TOJIb3a-PUCK ABIISETCS 0O0s3aTeNbHON, a 3a MalueHTaMH CIeAyeT BeCTH
HaOJI0ZICHUE Ha TIpeIMET yaiIMHeHnust nHTepBaiia QTcC.

Muenocynpeccus

Tepanust 603yTHHMOOM CBsi3aHa C Pa3BUTHEM MMEJIOCYIIPECCUHU, KOTOpas OMpeaessieTcs Kak
aHeMmusi, HeUTporeHus: U TpomOonuroneHus. Heo6xonnMo BhIMIOJIHEHUE aHATU3a KpoBH 1 pa3 B
HEeNI0 B TEUYEHHE MEepBOro Mecsia Tepanuu U janee 1 pa3 B MecsAll WIM NPU HAJUYUU
COOTBETCTBYIOIIMX  KIMHMYECKMX  ToKa3aHui. [lpy  pasBUTHM  MHENOCYNpPECCUU

HE00X0IMMO/MOXKET Ha3HayaThCcs BPEMEHHOE INPEKpalleHue Tepanuu 003yTHHUOOM, CHIKEHHE
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€ro J03bl W/MIM TOJIHAs OTMEHa mpemnapara (cM. paszzensl «Crnocod MpUMEHEHUs U J103bD» U
«IlobouHOE ACHCTBHEY).

3adepoicka scuokocmu

Tepanus 003yTHHHMOOM MOET OBITH CBSI3aHA C Pa3BUTHUEM 3aJEPKKU KHUAKOCTH, B TOM YHUCIIE
NEepUKapIUaIbHOTO BBINOTA, IUIEBPAJIbHOIO BBHINOTA, OTEKA JIETKUX W/WIHM THepudepudeckux
otekoB. HeoOxoammo mpoBeieHre COOTBETCTBYIOIIET0O MOHUTOPHUHTA MAIMEHTOB U MPOBEICHUE
CTaHJapTHOU Tepanuu. J[OMOTHUTETHHO K STOMY,3aJePKKY KUIKOCTH MOKHO KOHTPOJIHUPOBAThH
BPEMEHHBIM TMPEKpalleHHeM Tepanuu O003yTHHUOOM, CHIKEHHEM €ro J03bl W/MIU TOJHOU
OTMeHOM npenapaTta (cM. pasaeibl «Crocod npuMeHeHus 1 103b» U «I1000YHOE aeiicTBHE).
Jlunasa 6 cvigopomke Kposu

HaGmromanock TOBBIIEHHE 3HAYEHUH  CBIBOPOTOUHOW numasbl. CremyeT coOnronarh
OCTOPOKHOCTh Yy TAIlMEHTOB C MaHKpPEaTUTOM B aHaMHe3e. B ciydae eciu TMOBBIIICHHE
AKTUBHOCTH JIMMAa3bl HAOJOAaeTCsl B COUYETAHUU C AOJOMUHAIBHBIMU CHMIITOMAMH, CIIEIYET
MPEKPATUTH TIpHeM 003yTHHHOA U MMPOBECTU COOTBETCTBYIOIINE TUATHOCTUIECKIE MEPOTIPUSATHUS
C IENBI0 UCKITIOUEHUS TTaHKpeaTuTa (cM. pazaensl «Crnocod mpuMeHEHHS U TO3bD»).

Hnghexyuu

[Ipumenenne 003yTHHHOA MOXKET MpeApacIoiaraTh K pa3BUTHIO OaKTepUaIbHBIX, TPUOKOBBIX,
BUPYCHBIX WJIM IPOTO30MHBIX MH(EKIIHHA.

IIpoapummuueckuii nomenyuan

[Ipy wucnonp30BaHWM aBTOMATHU3UPOBAHHOTO MpuOOpa Uil U3MEpPEeHHs ObLJI0 OTMEYEHO
ymmmHeHne uHTepBaia QTC 6e3 mpusHakoB aputMmun. CriemyeT coOt01aTh OCTOPOKHOCTD MPH
NpUMEHEHHH 003yTMHMOA y TAIMEeHTOB C yIUIMHeHWeM uHTepBana QTC B aHamHe3e wiH ¢
dakTopaMu, IpeapacIoNaraloMMe K yIUTHHEHHIO HHTepBana QTC, ¢ HEKOHTPOIUPYEMBIMH HITU
TSKEJIBIMU CepACYHBIMU 3a00JIEBaHUSIMU, BKIIIOUasi HEIaBHO TIEpeHECEeHHBIH NH(pApKT MHOKap/a,
3aCTOMHYIO CEpAEYHYI0 HENOCTaTOYHOCTb, HECTAOMJIBbHYIO CTEHOKapAMIO WU KIMHUYECKU
BBIPXKCHHYIO OpaguKapAHi0 W y TMAlUCHTOB, MPUHUMAIOIIUX JIEKAPCTBEHHBIC Mpenaparsl, O
KOTOPBIX HW3BECTHO, 4YTO OHHM Y/UIMHSIOT uHTepBan QTc (Hampumep, aHTHAPUTMHUYECKUE
mpernaparsl 4 ApyTre BellecTBa, KOTOpble MOTYT BbI3BaTh Y/UIMHEeHHE uHTepBana QTc (cM. pa3aen
«B3auMopeiicTBiEe ¢ IPyrUMH JICKApCTBEHHBIMU Mperaparamuy)). Hanuuume runokanueMun u
THIIOMarHUeMHUU MOXKET yCyTyOIsTh 3TOT 3P PeKT.

PexoMennyercss mpoBOIUT, MOHUTOPUHT BIMsIHHS Tpuema mpernapara Ha QTc, a g0 Hauama
Tepanuu OO3yTHHHOOM M O KIMHUYECKHM IOKa3aHUSM PEKOMEHAYETCSl CHeNaTh HCXOAHYIO
anektpokapauorpammy (OKI'). Heobxogmmo mnpoBeCcTH KOPPEKIUIO THIOKATUEMUU WIIH
TUTIOMarHUEMHH JI0 MPUMEHEHHsI 003yTHHHOA U TIEPUOAUYECKU MTPOBOAUTH UX MOHUTOPUHT BO

BpeMs TepaIruu.
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Hapywenue ¢pynkyuu novex

Jleuenue 603yTHHUOOM MOKET MPUBECTU K KIIMHUYECKU 3HAYMMOMY CHIDKEHUIO (DYHKIIUU TTOYEK
y nauueHToB ¢ XMJI. B Xone KIMHHUYECKHMX MCCIEAOBAaHUM y NALUMEHTOB, IOJyYaBIIUX
003yTHHNO, C TEUEHHEM BPEMEHH HAOJIFOAAIOCh CHMIKEHHUE PACYCTHOM CKOPOCTH KIIyOOUKOBOM
¢unsrpanun (pCK®). ¥V nanuenTtos ¢ Brepsbie auarHocTupoBanubiM XMJI B XD, momydaBmx
npenapat B go3ze 400 mr, meauanHoe orkioHeHHe pCK® 0T MCXOTHOTO YPOBHS COCTAaBMIIO
11,1 ma/mun/1,73 m? yepes 1 rox u 14,1 mn/mun/1,73 M? uepes 5 7eT i MALUMEHTOB HA (oHE
Tepanuu. Y nanueHToB ¢ XMJI, paHee He nmojly4aBIIMX Je4eHUE, TPUHUMABIINX IpenapaT B 103€
500 mr, MenmanHoe otkinoHeHne pCK® cocrapmno 9,2 mu/mun/1,73 M> uwepes 1 rog,
12,0 ma/mun/1,73 m? gepes 5 ner u 16,6 mn/mun/1,73 m? gepes 10 jeT a5 manueHTOB Ha (oHE
Tepanuu. Y paHee JiedeHHbIX nanueHToB ¢ XD u no3anei craguenn XMJI, nony4yaBmux mnpenapar
B no3e 500 mr, menuannoe otkiaoHeHue pCK®D cocraBuno 7,6 mu/mun/1,73 M2 yepe3 1 ron,
12,3 m/mun/1,73 M? yepe3 S met u 15,9 mu/mun/1,73 M2 yepe3 10 et 1y manueHToB Ha (oHe
Tepanud. Y manueHToB ¢ XMJI Ph+, paHee mnoay4aBmIuX JI€4eHHE OJHUM WM Oojiee
MHTHOUTOPOM THUPO3MHKHHA3, MOMYyYaBIIUX mpenapar B no3e 500 Mr, MeAnaHHOE OTKIOHEHHE
pCK® ot ucxoanoro yposHs cocTaBuito 9,2 mi/mun/1,73 m? uepes 1 rox u 14,5 mn/mun/1,73 M
yepes 4 roja /i MalueHToB Ha (hOHE Teparui.

Baxxno, uToOBI 10 Havasa JIeYeHUs OLICHUBAJIACH ()YHKIIHS TTOYEK, a B XOJI€ JICUCHHS 003y THHUOOM
NePUOANYECKH TPOBOAUIICS MOHHUTOPUHT (QyHKIHMH mouyek. Ocoboe BHHUMaHHE HEOOXOAMMO
YAENSATh TMAalMeHTaM, y KOTOPBIX YK€ CKOMIPOMETHpOBaHAa (YHKIUS IMMOYEK WM HUMEIOTCS
dakTopbl pucka HapymieHus paboThl TMOYEK, BKJIIOYAs COMYTCTBYIOIIEe MPUMEHEHUE
JICKapCTBEHHBIX IIPErapaTroB, KOTOpble MOTYT BbI3BaTh HEPPOTOKCHUYHOCTb, HAlpuMeED,
TUYPETUKH, WHTHOWUTOPHI aHTHOTEH3WH mpeBpamatomero ¢epmenta (AllD), OGiokatopsl
PELenTOPOB aHTMOTEH3MHA M HECTEPOUIHBIE TPOTUBOBOCTIaNUTeNbHbIE penapats! (HITBIT).

B wuccnenoBanun HapymieHusl (QYHKIMH MOYEK y MAIMEHTOB C HapylleHHeM (YHKIUU MOYEK
CpPEIHEH W TSKEJIOW CTENIEHHW OTMEYAJIOCh MOBBIIMICHUE 3HAYCHWM SKCIO3UIMU 003yTHHUOA. Y
NAlMEHTOB C HapylleHueM (yHKIMM TOYeK CpedHel W TsDKENIOW CTEeNeHM PEKOMEHIyeTcs
CHW)KCHHME J103bl 0o3yTmHHOa (cM. pasmensl  «Crmoco0 TpUMEHEHUs W JO03b» U
«®DapMaKoIOrHIECKIE CBOUCTBAY).

[TaniueHTHl ¢ YpOBHEM KpEaTWHHMHA B CHIBOPOTKE KpOBH, cocTamistomuM > 1,5 x BI'H, Owputn
UCKIIIOUeHBl W3 uccienoBannii XMJI. Ha ocHoBe momynsinnoHHOTO (hapMaKOKHHETHYECKOTO
aHaim3a OBUIO OTMEYEHO TOBBINICHHE TMoKazarene skcnosunuu (AUC) y manueHToB ¢
HapylieHneM (QYHKIUH TIOYeK CpPeAHEH W TSHKENON CTENeHW B Hadyale JICYCHHs BO BpEMs
uccienoBanust (cM. pazzaensl  «Croco0d mnpuMeHeHus U A03b» U «DapMmakonoruyeckue

CBOWCTBAY).
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Knuanueckne naHHbIE BecbMa orpaHudeHbl (n=3) s manueHToB ¢ XMJI ¢ HapymeHuem
(YHKLINU TIOYEK CpeTHEH CTEeNeHH, MONTyYaloIiX YBeInYeHHY0 103y 600 Mr 603yTuHHOA.
Monzonouonas paca

[Io paHHBIM MONYJSAUMOHHOTO  (apMAKOKMHETHMYECKOrO aHaluM3a Yy IpelcTaBuTeNen
MOHTOJIOMIHON pachkl HaOdrofanuch Oosiee HU3KHE 3HAYEHHs] KIMPEHCa, YTO MPHUBOJIMIO K
MOBBIIIICHUIO 3KCMO3UIMU. [103TOMY, 3TUX MAIIMEHTOB CIEAYeT THIATEIbHO KOHTPOJIMPOBATH Ha
IPEIMET Pa3BUTHS HEXKENATEIbHBIX peakiuii, 0COOEHHO B CIIydae MOBBIIICHUS J03bI.

Taoicenvie KodcHble peakyuu

bo3yTuHHO  MOXET BbI3BaTh  TSKENbIE  KOXKHBIE  pEakluu, Takhe Kak CHHIPOM
CruBenca — J[PKOHCOHA M TOKCHYECKUU SMHJEpMaNbHbIM Hekponu3. [Ipumenenue 003yTuHmOa
JIOJDKHO OBITH OKOHYATENIBbHO MPEKPAIeHO JJIs MAIlMeHTOB, Y KOTOPBIX HAOIIOAAI0TCS TSDKEINbIe
KOKHBIE PEaKIIH BO BpeMsl Teparui.

Cunopom nuzuca onyxonu

BceneacrBue BO3MOXHOIO BO3HUKHOBEHHs cuHApoMa jmsuca onyxonau (CJIO) xoppekuus
KJIMHUYECKH 3HAYUMOTO 00E3BOXKHMBAHUS U JICUCHHE B CBSI3U C MOBBIIICHUEM YPOBHS MOYEBOU
KHCJIOTHI PEKOMEHAYIOTCS 710 Havasia Tepanuu 603yTuHuOoM (cM. pasnen «IlobouHoe neicTBuey).
Peaxmusayus eupyca ecenamuma B

HmeroTcest cooOIIeHus 0 CyJasx peakTuBaiuu Bupyca rernatura B (HBV) y narueHToB, KOTOpBIE
SBIISIIOTCS. XPOHWYECKMMH HOCHUTENSIMUA BHpPYCa, BO3HUKIIEH Yy OSTHUX TMAalMEHTOB TOCTe
NPUMEHEHUS WHTUOUTOPOB THPO3MHKMHA3Bl KJIACTEPHOTO pEruoHa TOYEYHOTO pa3phiBa
Abenscona (breakpoint cluster region-Abelson [BCR-ABL]). B HekoTOphIX cydasx 0TMEYaIoCh
pa3BUTHE OCTPOM MMEYECHOYHON HEOCTATOUHOCTH WA (PYJIbMUHAHTHOTO FeNaTUTa, MPUBOASIIUX
K TPAHCIUIAHTALIUY TI€YSHU WIIN JIETAIbHOMY UCXOZY.

Crnenyer npoBOIUTh TecTUpoBaHUE Ha MH(pekuuo HBV y nmanueHToB nepea HavyajaoM Teparnuu
603yTHNOOM. HeoOxXonuMo mMOaydnuTh KOHCYJBTAIMIO Bpada, CICHHAIM3UPYIOMIETOCS Ha
3a00/ieBaHUSAX T€UEHW U JIedeHMH renatura B no Hawanma Tepamuu [Uis MAlUMEHTOB C
MOJIOKHUTETIBHBIM PE3yJbTaTOM TECTHPOBAaHUS HAa BUPYC remaruta B (Bkioyas ManMeHTOB ¢
3a00JIeBaHNEM B aKTUBHOM CTaIMU) U JUI TALIMEHTOB, Y KOTOPBIX HAOIIOIAI0TCS OJIOKHUTEIbHbIE
pe3yabTathl TecTupoBanus Ha wHpeknuioo HBV B mepuon tepamuu. CocTossHHME TaIMEHTOB-
Hocutener HBV, «koropeiMm TpeOyercs JedeHwe O03yTHHHOOM, JODKHO —THIATEIHHO
KOHTPOJIMPOBATHCSA HA TPEAMET Pa3BUTHS MPHU3HAKOB WJIM CHMIOTOMOB AaKTHBALMHU HH(EKINU
HBV B nepuox Tepanmuu M B TEUYEHHUE HECKOJIBKHUX MECALIEB IIOCIE 3aBEPLICHUS TEparnuu

(cm. paznen «IloGouHoe AeicTBHEY).
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domoyyscmeumenbHOCMb

Crnenyer wn30eraTh WIM MHUHUMH3UPOBATH BO3JCHCTBUE MPSIMBIX COJHEUHBIX JIyded WiIn
yneTpaduoneroBoro (Y®) uznyyeHus B CBSI3M C PUCKOM Pa3BUTHsI (POTOUYBCTBUTEIBHOCTH Ha
¢done Tepanuu 603yTuHIOOM. [laniienTam cienyeT peKOMEHI0BaTh UCIOIb30BaTh TAKUE CPECTBA
3alIUThl OT COJHIA, KAaK HOIICHHME 3aIlIUTHOM OJEXIbl WJIM NPUMEHEHHE COIHIIE3aIIUTHBIX
CPE/CTB C BBICOKMM KO3 GHUIIMEHTOM 3alUThI OT yibTpaduoseToBoro uznyucuus (SPF).
Hneubumoput uzogpepmenma yumoxpom P-450 (CYP)3A

Cnenyer uzberaTh NMpUMeHEHHsI 0O3yTHHHMOA OJHOBPEMEHHO C MOIIHBIMU WJIM yMEpPEHHBIMU
uaruouTopamu m3odepmernta CYP3A, mMockoabKy MPOHM30MAECT YBEIWYEHHUE KOHIICHTpAIlUU
003yTHHHOa B TUIazMe KpoBH (cM. pazzmen «B3aumozeiicTBue ¢ APYrMMH JIEKapCTBEHHBIMU
penapaTaMmmu»).

Pexkomenpayercs, eciiy BO3MOXKHO, OI0OMPATh albTepHATUBHBIC JIEKAPCTBEHHBIE MTpernapaThl AJis
COBMECTHOTO NMpuMeHeHwUs, He nHruoupyomue CYP3A wim nHruOupyromnime ero He3HaYuTeIbHO.
Ecnu numeercs He0OX0MMOCTh B MPUMEHEHHH MOIIHOTO WM yMepeHHoro uaruoutopa CYP3A
BO BpeMsi Teparuu 003y THHHOOM, TO CIIEAYET PACCMOTPETh MPHOCTAHOBKY JIEUeHUsI 003y THHHOOM
WJIU CHIDKCHHE 10361 003y THUHHOA.

Hnoyxkmopwt uzoghepmenma CYP3A

Crnenyer u3berarb mMpUMEHEHHUS 0O3yTHHMOA OJHOBPEMEHHO C MOIIHBIMU MJIM YMEPEHHBIMU
uHaykropamu uzopepmenta CYP3A, mockonbKy NpPOM30HAET CHIDKEHHE KOHIEHTpAIUU
003yTuHHOa B TM1azMe KpoBU (cM. pasgen «BzaumopelicTBue C JIPYTrMMHU JIEKapCTBEHHBIMU
npenapaTamm).

Bausnue npuema nuwu

Crenyer nzberats ynotpedieHus rpeindpyTcoaepxkaiix npoayKToB, BKIOUas COK rpeindpyra
U JIpyTH€ TPOIYKTHI, KOTOPBIE SBISIOTCS W3BeCTHBIMH uHruomTopamu CYP3A (cm. pazmen
«B3auMoieiicTBIE C IPYTUMH JIEKaPCTBCHHBIMH MPETapaTaMuy).

Hampuu

OTOT NeKapCTBEHHBIM Mpernapar CoaepKUT MeHee 1| mMmonb Hatpus (23 Mr) Ha TaONEeTKy
no3upoBkor 100 Mmr wmm 500 mr. IlamueHTtsl, coOmrojaromuye JaUETy C OrPaHHYCHHEM
noTpebsieHus HaTpus, AOJKHBI ObITh NMPOMH(MOPMHUPOBAHBI O TOM, 4YTO JaHHBIM mpenapar

MPAKTUYCCKU HC COACPIKUT HATPUA.

Bnusanue na cnocoonocms ynpasname asmomoounem u Opyzumu C10HCHbIMU MEXAHUIMAMU
UccnenoBanuit BiusiHUsl 003yTHHHOA Ha CITOCOOHOCTH K YIPABJIEHHUIO aBTOMOOMIIEM U paboTe ¢
MeXaHU3MaMH He POBOAMIOCK. [1aieHTsl, y KOTOphIX Ha poHE npruema 603yTHHHOA OTMeYaeTcs

Pa3BUTUC TOJIOBOKPYXKCHUA, YTOMIISICMOCTH, HapyH_IeHI/Iﬁ 3pCHUA WM APYIUX HCKCIATCIbHBIX
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3¢ (exToB, XapaKTepU3yIOMINXCsS MOTEHIUAIbHBIM BIUSHUEM Ha CIHOCOOHOCTh K YIPABICHUIO
aBTOMOOWIIEM U pabdoTe C MEXaHU3MaMHU, TOJKHBI BO3JEPKUBATHCS OT ITUX BUIOB ACSITEILHOCTH

B TCUCHUC BCCT'0 NICPpUOJa COXPAHCHUA NAHHBIX HCKCIIATCIIbHBIX Bq)(beKTOB.

®opMma BBINLYCKA

TabneTku, MOKPHITHIE MIEHOYHOU 000104K0i, 100 mr, 500 Mmr.

ITo 14 Tabnerok B Onucrepe u3 [IBX/Axnap/IIBX u antoMuHuEBON (OIBIH.

[To 2 Gnuctepa BMecCTe ¢ WHCTPYKIMEH IO NMPUMEHEHHIO B KAPTOHHOW IMayke C KOHTPOJIEM
MEPBOrO BCKPBITHSL.

IIpu vnakoBke Ha npousBoactBeHHoM wiomanke OAO «Papmcranmapt-Y haBUTA», Poccus:

ITo 14 Tabnerok B 6Giucrepe u3 [IBX/TIBAX/IIBX u amtoMuHHEBOH (OIBIH.
[To 2 Gnuctepa BMeCTe ¢ WHCTPYKIMEH IO NMPUMEHEHHIO B KAPTOHHOW IMayke ¢ KOHTPOJIEM

MEPBOrO BCKPBITHSL.

YciaoBus XxpaHeHUs
XpaHuTh TIpu Temmepatype He Boie 25 °C.

XpaHUTh B HEAOCTYITHOM JIJIs IETEH MECTE.

Cpox rogHoctu
4 rona.

He ucnonp3oBaTh npenapar mnociie UCTEYEHUS! CpOKa TOAHOCTH, YKa3aHHOTO Ha YIaKOBKe.

YcaoBus ornycka

ITo penenry.

JepaxaTesib perucTpauMOHHOI0 YI0CTOBEPEeHU S
[aitzep Unk., CIIA
Anpec: 66 Xancon byassap Hcr, Hero-Mopk, mrrar Heio-Fopk 10001-2192, CILIA

IIpousBoauTenn

B ciydae ocyiiecTBIeHNS IOJHOIO MPOU3BOACTBEHHOIO IIMKJIA B I 'epMaHuH.

IIpoussooumenv comosoii rekapcmeeHHou hopmbvi
Oxcnemta 'm6X u Ko. KI', ['epmanns
Anpec: Hropu6eprep ltpacce 12, 90537 Doiixt, 'epmanus

NI
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[aitzep Moaurodakaypunr Joituanenn ['MOX, I'epmanms
Anpec: Moocsansaamiee 1, 79090 @paiibypr, ['epmanus
Ynaxoswuk u evinyckarowuii KOHmpois Kauecmsa

[aitzep Moaurodakaypunr Joitunenn ['MOX, I['epmanms

Anpec: MoocBanpnamiee 1, 79090 ®paitbypr, ['epmanms

B cayyae ocyiIlecTBIEHUS TOJHOTO IPONU3BOJICTBEHHOr0 ukia B Poccuiickon @enepanuu.

OtkpbiTOe  akiumoHepHoe oO0miecTBo  «Papmcrangapt-Y PUMCKH ~ BUTAMUHHBIA — 3aBO/I
(OAO «Dapmcranmapt-Y hpaBUTA»), Poccus

Anpec: Pecniy6nuka bamkoprocran, . Yda, yin. Xynaitbepauna, 1. 28

Opranu3zanus, YNOJHOMOYEHHAsl [ep:KaTejleM PerucTPalMoHHOIO0 YJI0CTOBEPeHHUsl Ha
NMPUHATHE MPETEeH3Uil 0T MoTpeduTest

000 «Ilpaiizep MunoBarmm»

Anpec: 123112, r. Mocksa, [Ipecuenckas Hao6., a. 10, BL] «bamns na Habepexuoin» (brmok C)
Ten.: + 7 (495) 287-50-00

dakc: +7 (495) 287-53-00
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