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[10 MEJHIIHHCKOMY [TPUMEHEHHIO JIEKAPCTBEHHOI'O [IPEITAPATA

HniaTnnnd

Perncrpanponnniii novep:
Toprosoe nanmmenosamie: Hyvamnund
MeAIyHa PO, BHOe HENATEHTORANHOE IWIH I PYIIHPOBOUHOE HAHMEHOBANIE: HMATHHHO

Jexapersennan gopma: Kancyiinl

Cocran:

1 KAnCy. M CoNepRuT:
Heiacmayiowes senjecmeo: mmataanGa meamaar — 119,5 mr, B nepectere wa mmarnunG — 100,0 mr.
Benovocamensun e eewpecmed: 1RIUIIOAO3A MHEpOKpHeTa/uTHaeckas (MKIL-102) — 485 wmr,
kpocnosriaon — 5.0 mr. mosujaon~-K25 — 3.7 mr. marnma creapar — L8 Mr, KpeMHMA JHOKCH/
KOJLIOW LI — 1.5 M1

Kancyne! teep/nie Keaatunoesiec Ne 2

Cocmas Kopnyca Xancyaw, THTAHR JHOKCH — 2 Yo, eaaTHH — 20 100 %o,

Cocmas KpRgedi Xancyas, THTaHa aMokena — 2 %o, wenamin — no 100 %,

Onmcanme: Kancyibl sepanie wenariuonpie Ne 2, Koprnyve B kpuiimieyxa nenpospaunbie, 6eioro
peTa. COASPRHMOE KANCY.) — CMeCh Ipanyl B nopoika o Geaoro 1o GeJoro ¢ KOpHIHERBIM HIH
ECATHIM OTTEHKOM uBeta. JIONyCKac e VILIOTHEHHE COACPAHMOIO KalkCyJl B KOMKH 1o dopme

KANCV/IL, PACTIATAIOIISSCH TIPH HAZABIHBAHHH,

PCapMAROTCPANEBTHUCCKANA TPYINA: HPOTHROOMYXOICEEIS CPEACTRA, HHIHOHTOPL! MPOTECHHKHHAL,
HHTHOHTOPL THpOIHHKHHAE BCR-ABL.
Rox ATX: LOIEAO]

DapMAROIONHMECKIE CROICTEA

Hyvarwanl apimerca BKOMOICKYIAPHEIM HETHOHTOPON THPOIHHKMHAIHI, KOTOPBIH BhIPOKCHHO
aurrbHpver axmipHocTs BCR-ABL  THPOIHHEHHAMLI. 4 TAKKE THPOZHHKHHAMLI HEKOTOPLIX
peuentopor: KIT, peuenropa pocra craoiopmx Kietok, komupyviomywes KlT-nporoonkorenom,
perentopor aosena auckontuna (DDR 1 u DDR2), pelentopa KoNoHHec THMYARPYIOHero gaktopa

H TpoMGoUrTapHoro axtopa pocta albda v 6e1a (PDGFR- 1 PDGFR-P). Hyatauud raxme Momer
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HHTHOMPOBATE KACTOUHBIC PCAKITHH, 3AIIVCKACMBIC mumum%e%%%éﬁ é&ﬁ’?‘ﬁiﬁﬂjﬂ

DapMaKOHHAMHKA
Hmatuunb — HHIaOHTOp  THPOSHHKHMHAILL, KOTOpBIH  Bupakenno uurubupyver BCR-ABL

THPOZHHKHHAZY 11 WIFo, B KJICTOUHBIX KyILTYPAX, & TAKKe i vive. MMatunub celeKTHBHO NoaaB/uieT
npoadpepaliiie H sabipact anon1o’s BCR-ABL-NoOMHTENLHBIX K/ICTOYHLIX [IHHHHA, a TaKxe
HEIPILIX JICHKOZHLIX KIRTOK MALHSHTOR ¢ NOJOKHTeALHLIM 10 pHAACILDHHACKOH XpoMocome
XporutHeckuM MucaowHmM aciikozom (Pht XMIT) u octpein smmoGaacrunim neiixozom (OJII).
Ex wvivo B nepadepuyeckoil KpOBH M KOCTHOM MOZIE HMATHHHD CCICKTHRHO HHIHOHpYeT
BCR-ABL-niosutusipie kostonun etok nandentos ¢ XMIL fn vivo umarannG nemoncrpupyer
NPOTHROONIVXOJCBYED AKTHBHOCTL B MOHOTepamue y wupoTHEX ¢ BCR-ABL-nosokaTe nHLIME
onyxosersiam Kaerkanmy. Huamund uuraGupyer peuentopreie tepossukuuakl PDGF i dakrop
POCTA CTROJIOBEIX KICTOK. & TAKKS KICTOUHLIC PeaKI{HH, peryIHpYeMBIe YTHMH akTopaMu. fn vitro
HMATHHHO  oapiseT npoaudiepaiio # BERMBAST ANONTOY KISTOK TACTPOHHTECTHHAILHEIX
crpoManbhbx  onyxoaci (THCO), woropeie asxenpeccupyior axmsupytomyw smyramaio  KIT.
Onpeje/icanyio podk B Daloredese MUIoAHCILIACTHYECKHX MHEIONPOIHDEpaT HBHEIX
sabosiepanyil, raneprosHaoduILHOT0 cHEapoMa ([ C), XpoHHISCKOro »otHHOPHALHOTO AeHKRA
(X2I), a rmaoke srifyxaromei aepmaropubpocapkoMel MIpaeT KOHCTHTVTHRHAR AKTHBAIHN
THpOSHHEKHHMEL  PDGF-penenitopa wiH THposHHEKHHAAM  reHa  ABL ecaeacteane
BCTPAHBANMS CAHSHHS C PAHUNLIMHE POJACTREHHLIMH GeIKaMH WIH KOHCTHTVTHRHOH BLIpabOTKH
PDGF. Kpome 1oro, xoncturyviupnas akrusamma KIT wan PDGFR raoxe wrpacr poss B naroresese
cHcTemuoro macronuroza (CM). MmaruunG warnbupyer nepejauy CHrHaia W npoismdepaio
KICTOK, ARIAIOMYIOCH PE3VILTATOM HAPYUICHHA pervisiHy Kunasol akmsnocry PDGFR, KIT »
ABL. llpu npunvesenus uMaruuuda y HALKSHTOB ¢ HEONCPADLILHLIMH M HIN METACTATHUCCKHMH
aokadecteeubiMe FTHCO  omvevanocs  jlocrosepHoe  yBelnueHde o0OMeH BLIAHBACMOCTH
nanHenToR (48,8 Mecsien) M BLEKHEASMOCTH 622 npHIHakon 2abonepanud (21 Mecs). AnnioBanTHas
Tepanua npenapatom y manpenion ¢ 'HCO B reucnme 1 roj1a CHHRACT PHCK PA3BHTHA PCIMAHBOB
Ha 89 %o, YRCIHUHBAST BLUAKHBACMOCTL O¢2 NpHIHAKOR zabosiepannd (38 meciner MMATHHHG B
cpapHenuy ¢ 20 Mecsuamu B rpyimne mianeto). AJLIOBAHTHAR TePATTHA NPEHAPATOM Y NALHEHTOB ¢
I'HCO B 1ewenHe 3 €T MPHBOAHT K SHAMHTSILHOMY VBAHUCHHIO o0meH BLUKHBACMOCTH H
BRUKHEACMOCTH OS2 NPHIHAKOR MPOIPECCHPORAHMA 2a00/ICBAHHA 110 CPABHCHHIO ¢ Tepanuedi e
TeueHHe 1 roja.

DapMakoxHHCTHEA

DapMaKOKHHECTHYSCKHE NapaMeTphl HMATHHHOR OUCHHBAIHCE B IHanTone 103 o1 23 Mr 1o 1000 mr.
DapMakoRHHETHYECKHE NPOQIHIH AHAUMIHPOBAIH B TICPBLI JleHb. a TaKKe NPH JOCTHIKEHHH

PABHOBSCHEIX KOHIICHTPAIHE HMaTHEHOA B niIasMe XpoBH Ha 7 wan 28 jenn.
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IMocne npHema BHYTPE CHOAOCTYITHOCTE HMATHH >

BAPHAIIMH JUI TOKasaTesisl mwiomais 1o KpHpoH «konuenipamma-spema» (AUC) cocramiser
40-60 %. B auanazone 103 o1 25 go 1000 ar orMeuena npaMad JHHCHHAN JaBHCHMOCTL 2HAYSHHA
AUC o1 peHIHHEL J00bL.

Ilpx npeeMe npenapata ¢ MHIRH ¢ BLICOKHM COACPIKaHHeM KHPOR B CPABHEHHEH ¢ NPHEMOM HATOL(AK
OTMCHACTCA HCIHAYHTC/ILHOC CHIKCHHS CTICNCHH BCACKMBAHMA (VMCHBIMICHHC MARKCHMAILHOMN
KOHUEHTPALHI HMAaTHAKGA B iiazye KPORH (Camax) Ha 11 %, AUC — na 7.4 %) H 3aMe/UICHHE CKOPOCTH
BCACHIBAHKA (YBe/IHYCHHE BpeMenH JoCTHREHHA Crae na 1,5 yaca),

Pacnpeoerenue

Oxosio 95 % unaruanba ceabipac e ¢ GelIKaMH MIASMBE KPORK (11aBHEIM 00paioM ¢ albOyMHHOM
H KHCILIMA Q1Da-IIHKONPOTEHIAMH. B HEIHAYHTSILHON CTRNCHH — C JIHMONPOTE HHAMH),
Memationsm

Hyarnunb metaGomanpyerca raasuniy oGpazom g nievcnn ¢ obpazopanmem ocnoproro merabonmra
(N-JEMETHIHPOBAHHOIO NHIEPATHHOROIO NPOHIEOAHOIO), HHPKVARPYIONIEIO & KPOBAHOM pyCie.
In vitre merabonmt uMatHnnba ofulamaet apMaKOTOTHYECKOR AKTHBHOCTHIO, CXOAHOH <©
AKTHBHOCTLIO HeXoaHOIo memectsa, 3uauvenne AUC smerabosmma cocramuser 16 % or AUC
HMATHHAOGA. CRakipaHe MeTabOTHTA ¢ DeIKAMK TUIA2ME] KPORH MOT00HO TAKOBOMY /174 HMATHHHOA.
Bueeoene

Iocne npwema ojHOH 0361 MMATHHHO BRIBOAMTCH M3 OPraumiMa B TeHeHHME 7 JIHCH,
npeMyIiecTeenso B Bile Meraboimror (68 % — uyepe: xumequnk # 13% - nouxamu). B
HEH3IMCHEHHOM BHJIC BHBOAKHTICH OKoI0 25 %o go03nt (20 % — uepes kMmeyHHR M 5 %0 — noukaMs),
lleproa noavepipeaenna uMarunuda cocTap/eT 0K0/10 18 yacos.

Ilp nonTopHeIX npHemax HMmatHEuOa | paz B CVIKH  (PAPMAKOKHHCTHYCCKHE  DApaMeTph
CVIIECTREHHO HE HIMEHSIOTCH, 4 PARHORSCHAS KOHLEHTPAIHA HMATHHHGA NPEBLINAST HOXOIHYIO B
1,5-2,5 paza,

VY naguenror crapme 63 ner o0beM pacnpeie e HHA VECIHIHBACTCN HEIHAYHTEALHO (Ha 12 %6). Jlaa
NANHSHTOB ¢ Maccol Tea 5O Kr cpe/iHsis BeIHUHHA KITHpeHCa HMaTHHRIGa cocTanmer 8,5 'y, a s
DAHSHTOB ¢ Maccoi Tena 100 kr — 11,8 /v, 0IHAKO 2TH paIHTIHA HE ABJIAIOTCHA CVIISCTBSHHEIMH H
He IpedOVIOT XOPpPeKIHM  JI0%hl  [IpeRapara B JaBMCHMOCTH  OT  MACChl  Tela  HauMeHTa.
DapMAKOKHHETHRA HMATHHHOA HE 2ABHCHT OT nosi. HaMeneHHs nokazarencH KIHpeHCa H o0neMa
pacnpesiccHns  UMaTHHEGR NPH OHOBPCMCHHOM NPHMCHCHHM € JIPYTHMH JICKAPCTRCHHBIMH
CPEICTBAMH HECYIIECTBEHHBI H HE TPEOYIOT KOPPEKILHH 40261

Kax u v BIpocaniX naueHTon, v Aeted W noapoctsor muamme 18 Jjer npoHexoaut GeicTpoe
BCACHIBAHHE HMATHHHGA npu npreme BHYTPL. AUC y nanuenToR Janno# rpynms B AHanazoHne o3

260 w 340 Mr/n® CXOHEL ¢ TAXOROH Y BIPOCIBIN B AHanmone 103 400 Mr i 600 Mr, COOTRETCTREHHO.
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Ilpu cpapuenun anascnmi nokasareas AUC

n mep R RO B BOER

Be/THUMHEI 3TOTO noKaxirens 8 1.7 Pz, CEHACTE/ILCTRVIONICS O KYMYJIAIIHH HMaTHHHOA

npHema npenapara o 340 mr/ne 1 pas B CYTKH Y

Ha ocunope obrpeaMHEHHOTO NONMYBUHOHHOIO (PAPMAKOKHHETHUSCKOIO AHAIMZA V JACTeH ¢
remaroiorgyeckimi raboneparmanu (XML Ph+, OJUI 1 ap.) nokaiano, 41o KIMpesc uMaTHHROa
NPAMO NPONOPLHOHAICH [UIOIAAK NOBPXHOCTH Tena. JIpyrHe JemMorpadHuecKHe NOKA3aTe/IH
(BO3pacT, Macca T¢Ja M HHIACKS MAcchl TE¢IA) HE MMEIOT KJIHHMSCCKH 3HATHMOTO RIMIHHA Ha
AKCHOZHIAKD  MMATHIHOA. AHLIHT NOJATEEPAI, 910 HKCNOMMIHA Wmatunuba v Jereit npu
NpHMEHSHHH B Ananazone 103 260 mr/n’ (e suime 400 ar) 1 340 mr'm® (se setme 600 Mr) 1 pas B
JeNEb CXOIHA C TAKOBOH V BIPOC/LIX MAUHSHTOB, MOIVIABIIHY AMATHHHO B J03ax 400 M1 man 6040 mr
OJIHH paz B JA¢Hb. Y DAIHCHTOR C PAUIHYHOH CTENCHRIO HAPYIHICHHA (DVHKIHM MCUYCHA Cpe/lHHe
JHaveHAS AUC He yYBQIHYHBAKOTCA.

Ilpu npumenennn HMatHIKOa ¥ NAMEHTOR ¢ HapyilenHeM (PYHKIHK NoYeK JerKoH Wi cpeinel
crenchn (Kaupenc kpearumua —~ 30 aVMHE) OTMCHACTCA VBCIHHMCHHE IKCIIOZHIHE HMarHanta B
mwiazme  kpord B 1.5-2.0 pasa,  COOTBETCTRYIONMIEE VRBEIAWYCHHIO KOHUSHTPAIHH  KHCALIX
aMa-TIHKONPOTEHHOB (OCHOBHBIX OQIKOB IUIATMBI KPOBH. CBLIBAIOIMIMXCA ¢ HMaTHHHOOM).
TTockoapky MMaTHHHO BRIBOJIMTCH TIOWKAMH B HEIHAUMTRILHON CTeNeHM, KAHpeHce ¢BoboIHOTO
HMATHHHOA OLITT OTHHAKOBRIM YV AMOPORKIN Jo0pOoROILIICE H NMALHEHTOR ¢ HAPYIICHHEM (DVHKIHH
novek. Koppeasinu Meany IKCnotHiHed HMaTHnba H THRSCTLIO HapymeHHA PVHKIHI NoYeK He

BHIAB/ICHO,

[orasauns K pHMeH eHmo

o  Brepeeie BHABICHHBIA NOJOKHTCALHLIA Mo Puaaeanduickoil XpoMOCOME SPOHHYCCKRT
MHe oMb Jeikos (Ph+ XMII) v neredt v s3pocimix:

e  Pht XMJI B xponndeckodi dase npu Heyaue npeecTsyiomei repanid Hurepdeporom
wibha Wik B dase akcenepariuid Wi GIRCTHONO KpHia V IeTel M B2poCcibix,

¢  Brepsrie ARATHOCTHPORBAHHEIN nosoxETeabbIH 1o duiateavpuiickolt xpoMocome ocTphii
Jundoduactueit nefikor (Phe OJUI) vy Jereit B p2poCiniX HANHCHTOR B KOMOWHAUMK ¢
XHMHOTCPATIHE;

o Penmpmsupyiomsi wik pedpaxreprnii Ph OJU v 83pociibix naHeHToR B MOHOTEPANHH,

o MECTOANCIUIACTHYCCRHE MHCIONPOIHpEpATHBALIE 2a000CBANNA, CRAMHHLIE ¢ ICHHRIMH
nepectpoiikamu penenrtopa gaxropa pocta TPOMGEOIHTOE, ¥ BIPOC/ILIN HAIHSHTOR,

o CHCTCMHBIN MACTOIHTOZ ¥ BIPOCIBHIN NANMEHTOR ¢ otevreTerem D816V c-Kit myrannm wan
€ HeH2BeCTHRIM C-Kil MYTAUHONHLIM CTATYCOM:

o uneprosuiodribHEHE CHEAPOM K/ HIH XPOHHYCCKHH 20 HHOPWILHLIH 1eiK03 Y B3POCILIN ¢

HOSHTHEHON WK nerarurioi anomuinioi FIP1L1-PDGFR aisnda-rupotnakanaiol:

COOTBETCTBYET SKCNEPTHOMY OTHETY
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o HconcpaGeanHpic W/HAM  METACTATHUCCKHC mom‘@ﬁ%@?@zﬁgmmﬁm

Y BIPOC/ILIX HALHCHTOB,

cipoMaisibie onyxoaH (THCO) noauTHeHLIE TIO ¢-
o AnniopanTHas Tepanus v mzpocnix nanuenton ¢ FTHCO, noawmsnwivn no e-Kit (CD117);
e HeonepabennHan, PEIHAMBHPYROLIAS HHIH METACTATHYCCKAN BhIOVXaOmAn

AepMaTopHOpOCaApKOMA ¥ BIPOCILIX NALHEHTOB,

Iporusonokazanms
¢  THNCPUYYBCTRHTEALHOCTE K HMATHHAGY H/MAK /TIODOMY BCHIOMOTATRILHOMY BEHIeCTBY B
COCTARE NpCIapar;
o Jlercruii pospact (3(PekTHEHOCTSL H Oe20MACHOCTE HE YCTAHORICHL )
- 1o 1-ro roaa y naumeaTon ¢ Ph+ octpeim ammofuractamn acikozowm;
- 10 2-X JeT Y nanHe o ¢ Ph+ XpoHHYICCKHM MHCTOHIHBIM ACHKO20M:
- 10 18 1T N0 OCTANBHBIM HOKAIAHHAM.

e BepeMeHHOCTL M IIEPHOL IPVIAHOTO BERAPMIHBAMHAL.

C oCcTOpORHOCTLIO

Caeayer ¢ OCTOPOIKHOCTHIO NPHMCHATH UMATHHHO ¥ HAIMCHTOR € NEYCHOMHON HEIOCTATOYHOCTHIO
TARENON CTENEHM, Mo9ey ol nefocraroanoctio Takenoi crenenn (KK senee 30 ma/mun),
CepPICUHO-COCYIHCTRIMH 3a00ICBAHHAMH HIH IIPH HAUTHUHE (DAKTOPOR PHCKA PAIBHTHA CepilevuHon
HeJAOCTATOUHOCTH, A TAKKS NPH NPOBSJSHHH pPervBpHOH npoueaypsl remoxmanamza. llpu
O/THOBPEMEHHOM NPHMEHCHHH C npenapaTtaMi HHrHOHpyiomamy mrodepaent CYP3AL, chuabHbIMH
HHAYETOpamu Hiodgepmenta CYP3IA4, ¢ npenapatami., ARISIOMHMHECA CYOCTpaTaMH HiodepMeHTa
CYP3A4, napaucramonos, sapapusom  (cn,  pazgenr  «BzamMoclcTBMC  ©  JPVIHMHE

JICKapPCTBCHHBIMH CPCACTRAMM ),

TTpryenesie npu SepeMentocTH H B NEPHOL IPYIHON0 BCKA PV IMBANNKH
cIICT1O

B Hecnenopanuax SMOpHOPETAILHOIO pPaiRHTHA OSpeMEHHEIS KPLICKL H KPOJIHKH  OONYYAJH
nepopatbine A0tk npenapara 20 100 Mr/kr'eyT B 60 MI/Kr/ CyvT COOTBETCTBEHHO B TEUCHHE ePHO 1A
opraHoreHess. Y kpeic reparorendans qoza cocrarmna 100 mr/kr/eyr (nprCaHinTenLHo papHas
MAKCHMUIBHO JONVCTHMONR 10%¢ Juid qenopexa 800 Mr/cyr B nepecyere Ha Iwioma/lk NosepxXHoCcTH
Teaa), KOAHYSCTRO MAOZ0B ¢ sHuedatonene u sxsdinedaaneil 6110 BLINE, TeM HCTOPHUCCKHS
KOHTPOILHBIC THAUCHHA, M BRIARICHHBIC nobounkic xpdekma GhuIH acCONMMPORAHET € OTCYTCTRHCM
H/IH HEJIOPAZBHTHEM KocTell uepend. bosee HHIKHE 2HAMCHHA MacChl 11012 ObUIH aCCOLHHPOBANL] ¢

mepmxoﬁ OKOCTeHEeHHS cKesleTa. Y EPOJIHKOB B JI0aX, B 1.5 Pasa 1PeBLINAOIHN MAKCHMAILHO
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feyr, nﬁﬁgjg%?f&%% éﬁ&%gﬁﬁbﬁm

EHBLIX IUIOJIOB. COOTHONICHHS MO/10B HWIH Becd m1oka He Habmonanoch. Obcae/oBanne o108 ne

JONYCTHMYIO 7103V [LIH Heaoneka, pashyio S04

HHKAKOTO BIHSHHA HA PENPOAVKTHEHLIC HapaMerp

BLMBHJIO KAKHN-IHOO MOP(]OSOrHUSCKHX HIMCHCHHMIL, CBAAHHLIN C NPHMeHSHHEM lpenapata, B
HCCJCIOBAHMAR  NIpe- M NOCTHATANLHONO PABHIHA Y Kphic OCpeMeHHLIC CaOMKH  HONYHalH
NePOPLILHEIS 1036 HMATHHAGA BO BPEMS HNEPHOAA MECTAUHK (OPIAHOIeHes) H JAKTAUMH B 034X 10
45 mr'krievr, Y nam AHBOTHMX GBLIO OTMEHCHO NONBICHHE KPACHBIX BATHHATHHBIX BHIJICACHHIT B
Ipymie. noayvdasmied openapar Bojoze 45 me/kr/evi. ma 14 wim 15 aue recranme, GHAYMMOCTh
KOTOPBIX HEHIBECTHA. NMOCKOIBKY Y BCEX CAMOK PORKAAIOCE KHZHECHOCOOHOS NOTOMCTRO, H HH V
ORI He OBLIO OTMEUCHO VBEIHUCHHOH NOCTHMIVIAHTALMO HHOH MG mwioos. Apyrue nobounnie
SPEKThI. OTMEYCHHBIE TOIBKO [IPH BECACHHH KHROTHRIM Opemapata B aoze 45 Mr/kricyr (4ro
OPHMEPHO PABHO MIONOBHHES MAKCHMATLHO JONVCTHMOH Jode ana wenoneka 800 MIevT p nepecaere
HA TUIOMAL NOBEPXHOCTH TeJIa), BRIOYAIHN YRSIHYSHHE YHCIA MEPTBOPOA/ICHHOIO NIOTOMCTRA H
MOTOMCTBA, YMHPAIOWCTO B NCpro Mty ) u 4 auamu nocac pojoe, Y norovcrsa nokosachuna Fl
NPH TOM 3¢ VPOBHE 0%kl HAGHIOAAIOCH CHHAKSHHE CPe/IHEH MACCH TeIa C MOMEHTA POKICHHA /0
MOMEHTA VMEPIIBACHHA MO OKOHTAHHIO HCCIAOBAHH HECKOIBKO CHHEAIOCH KO/THYSCTRO CAMIIOn,
JOCTHIAIONTHY MepHOA NO10B03peocTH. HHLX 3HAMHTSILHEIN HIMEHSHHIT B NapaMeTpax PaIBHTHA
HIH TIORS/IRHHA oTMeYeHo ne Oeino. Ha gepTaaenocTd nokosendd F1 npHem npenapara WHKAK ne
CKATRIRAICH, O/IHAKD B XOJI@ HCCJIe ZOBAHNS OLUTH OTMeYeHLI PelIPOIYKTHBHEE oDounLe MdexTsl B
A0 45 Mr/Kr/cyr, BK/IOMAA  YBCJIMNMCHHS HHCAA  PE3OPOIMHA W YMCHBIICHHC KOJHYCCTBA
HHHECHOCOOHLIX TI0A0R. [loza npenapara, He BRIZLIBMOWAS BHAMMEIX HOO0MHEIX MidekToR. Kak
ZUL MATSPHHCKHX AKHBOTHIX, Tak W U1 nokonerna F1 cocrasmina 15 sr/kr/evr.
bepenentoctt
TTpumene nue npenapata po ppenms GepeMeHHOCTH NPOTHRONOKA%AHO. B HOCHSA0 BAHMAX Y KHBOTHEIX
OTMEUCHA PENPOIYKTHRHAN TOKCHYHOCTE HMATHHHOA, JIaHHKIC O NPHMEHSHHH HMATHHADA RO BPeMS
GepeMenHOCTH OTCYTCTBYIOT, B MOCTPErHeTpalMonHOM 1ICPHOLC NOMYHCHBI COODIMEHNA 0 CayHanx
CAMOMPOHIBOJILHOTO  [IPEPLIBAHR  OSpeMEHHOCTH W BPOMUICHHBIX HOPOKOR PasBHINA  [IeTei
NAHCHTOR, NPHHHMABIIHX 1penapar o spemst OepemenHoctn. Pesvibrar Hociaenosanui 1a
KPHICAX TMOKAZAIH, WTO HMATHHHO OKA3BIBANI TePATOTeHHOS BO3JICHCTBHE B [J103aN, PABHBIX
MAKCHMUIBHO [IONYCTHMOM pekoMerIyeMol Jo2e s senorexa 800 aMr/cyT B niepecuete Ha IUI0Na/1h
MNOBCPXHOCTH Tl

J] TTHO C
Kax oaMaruund, TaKk H ero akTHBHBIA METaloIHT MOTYT BLUCAATLEA € MOJOKOM HeJOBEKA.
OTHOMEHHE KOHIEHTPAIHHA B MOJIOKE K KOHUSHTPALHK B 1AM V1S HMATHHHOA M ero MeTabosinTa
coctasuino 0.5 1 0.9 COOTBSTCTBSHHO, TITO CBHICTRALCTBYRT O GO/TBIICH KOHIICHTPAIIHE MeTaboHTa

B rpyaHoM modoke. [IpHHHMA® BO BHHMAHME CYMMHPOBAHHOC KOIM4ECTBO MeTabolMra M
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HCHIMCHCHHOTO BCIHICCTRA, 4 TaKKC YHHThIBEAA nKCHRI%%j%@R%Oﬁ%gi;&&WKH

FPYAHBIM AJIAOCHUEM, OXHAASTCH, 910 OOJXyHeH)

(oroao 10 % o1 TepaneBTHYSCRON 103bi). OJIHAKO B CBASH C HAIHYHSM BEPOSTHOCTH PASBHTHA
COPLEIHBIX HEKSIATEILHLMX PeaknHi v pebeHEA, HAXOAAEroci Ha TPYIHOM BCKADMIIMBAHHH,
HALHEHTKAM CAEAYET OTKAZATECA OT IPYAHOIO BCKAPMIHBAHHA HO BPEMA TCPAIIMH NIPLHaparoM H B

TeYSHHS Kak MHHHMVM 15 JHeH nocse 0TMEHE! NIPHEMa [Ipenapara.

Crnocod npiuMeHeHns i 10361

[Ipenapar cienyer NPHHHMATL BO BPeMA €/1bi, ANHBAA MOAHBIM CTAKAHOM BOJBL, YTo0L CHHIHTEH
PHCK PAZBHTHA ARSIYA0UHO-KHIISTHLIX PACCTPOACTS,

Jloakr 400 1 600 Mr 8 cyIxH cieaver npHHEMars B 1 npuesm: cyroanyo goay 800 mr caenyer
PACISIHTE Ha 2 npHeMa — 1o 400 Mr yTpoM H BeUepoM.

IlanuenTam, He HMEIOMKM BOIMOKHOCTH NPOIIOTHIEL KANCVIY LSJIHKOM, HANPHMED, JeTHM,
NPENApaT MOKHO TNPHHHMATE B PA3BCACHHOM BHIC, COACPARHMOC KANCVJ PasBONAT BOJOH MM
ACIOYMHEIM COKOM.

Jlenmenne npenapaToM MPOBOAAT JI0 TEX NOP, TIOKA COXPAHASTCA KIHHHICKHH MhdekT.

Caeayer npoROHTE PYTHHHBIH KOHTPOIL OTBETA Ha Tepanuio v naunenton Ph+ XML, kak so ppems
NPHMCHEHHSA MPEHAPaTa. TAK H B CTYHAE HAMCHEHHA TEPAITHH, ¢ HETLIO REIARICHHA CYOONTHMANLHOTO
OTBETA HA JIEYeHHe, NOTepH OTReTd, HEAOCTATONHOH NPHEEPKSHHOCTH NAUHEHTA K JeYeHHIO
(KOMIIIACHTHOCTH) WIH BOIMOWHOIO JICKApCTRCHHOTO wranmoiaciicrens, Koppekumio vepanum
CEAVET NPOROAHTH, OCHOBEIBAACE HA PEyILTATAN MOHHTOPHHIA.

Hpu XMUT pexoservemast aosa aMatHinGa sasucHt o1 dasw 1abonesanni. B xponuveckyio dasy
AMJI zosa coctapwier 400 mr/cvr. B ¢asy axce/epaunu ¥ npu furactaonm Kpuse — 60O mricyr.
Tpenapar caeayer npuarmars 1 pas B CVIKK.

TIpH OTCYICTBHH REIPAKSHHIX HO00YHLIX SddherTon B HEHIPONCHHH WIH TPOMOOIHTONSHHH, HE
CRABAHHBIX C JICHKOIOM, BOIMOAKHO TIOBBIICHHS 10251

- ¢ 400 mr ao 600 mr wiak 1o 800 Mr Y DAIMEHTOR B XPOHHUCCKOH hase safoiepanuns:

= ¢ 600 mr 10 800 Mr B CYTKH V HalHEHTOR B (pate axce/IePAIHH H NpH GUACTHOM KpHie,

Takoe nMOBMMICHHE 03B MO®eT OLIThL HeobxomuMo npH nporpeccupopanun NMJ1 (wa moboii
CTA/IMH), OPH OTCYTCTEHH VIOBICTROPHICABHOID TEMATONOIHYECKOIO OTBETA focke 3 Mecsles
JCYCHHA, [HTOICHCTHUCSCKOTO OTBeTa Mepes 12 MeCAUCE TepanHH WIH MNpH YIpare panee
JOCTHIHYTONO TEMATOIOFHUISCKOTO W H/IH IHTOTCHETHYCCKOTO OTBCTA.

Pacqer peRuMa JOHPOBAHNA Y Odgmenl cmapwe J-x teni OCHOBBIBACTCA HA NJOIALH TOBEPXHOCTH
Tena, Pexomernyemas 107a 8 cy ki coctamaser 340 vr/v?’. O0Ias cyTouHas 10%a v J1eTel He 10/Ha
npesbimats 600 M1, CyTounyio 203y npenapara MOKHO NPHHHMATL OJHOMOMSHTHO HIH Pa3iS/HThL

Ha 2 PABHLIX (IPHEMA — YIPOM H BEHCPOM.



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
{Tpu Ph+ OJLT pexomenaveman 1038 nmatunnba ’rannnihg)eﬁkﬁ ty 23N 11875

bHOCTE 0001)
Pacuer pexuMa J03HPORAHKA ¥ demed cmapue 17 3

Tena, PexoMenyeman 103a B cyTRH coctaaset 340 mr/w’. OSmasn cyTounas A03a v AeTed He JI0/KHA

npeppimars 600 Mr, CYTOUHVIO 103V NPeNapaTa PeKOMEHAYETCH TPHHHMATE OZHOMOMEHTHO,

Y RaApoCHbIX NALMEHTOR ¢ peyucusupyionun w pedipasmepruis Ph+ OJ11 peroMenosaHnas 103
HMATHHHGA cocTapsiet 600 MI' B CVTKH.

Ilpn  Mmuerocucnaaemuveckioc Mueronponiepamusnisix  3abOACBAHMAX  PCKOMCHIYCMAR 1033
AMaTHHAGA cocTapisier 400 mr B CVTKH.

lTpu CM npw oreyrersnn D816V Kit myrannu pexomenayenman j103a umaruanba coctasaaer 44 mr
B ey IIpH HeHIBCTHOM MYTALHOHHOM CTATYVCE H HeAOCTATOUHOH MhPpeKTHBHOCTH Npe Ay e
TepanHK pekoMenaveman goza cocrarinet 400 smr/cyr. Tipn numune asomwisiol FIPILI-PDGFR
AMBQA-THPOIHHKHHAILL oOpasviomedicas B perwnbrare caHanas rexmor Fip likel w PDGFR.
pexoMeRayeMas HavapHas o cocranaser 100 mr'eyr. llpn menoctarounoil sfexrurnoctn u
OTCYTCTRHH BHpaKCHHBIX 110604HbIX Mphekion BosMoERO noppimenne 1030 10 400 mricyT.

[Ipu cunepsosunoPii oM CHHOPOME 1WA XPOHINECKON IozuKourLron tetivoze (FHCATIT) v
B3POC/IMN TANHEHTOB PeKOMeHaAvVeMas no3a coctasager 400 mr/cyr, Y nammenton ¢ [DC/XDII,
ofiyenonsennnix agomaisioi FIPIL1-PDGFR amnda-tapotunkunazol, pekoMeHIyeMan HAauUILHAS
aona coctapnser 100 arevr. Ipu veaooTarounoill MPeKTHRHOCTH H OTCVICTRHH BLIPAKSHHBIN
NOGOUHLIX HPeKTOR BOZMOKHO NOBKIMEeHHe 10kl 10 400 MricyT. JleueHHe npoBoisT 10 TeX nop.
MOKa coxpanscTes Kmuuacornil Hdxperr,

IIp  HeonepatiereHeiX WHAL MEMACIHAMUNECKIX  ZROKAUECMBENNX  2ACMPOURINECTIUHGALHEIX
cmpomarbiux onyxousx (FHCO) pekomenayeman 1o3a umarunnba cocrasager 4K mr/cyr. llpn
OTCYTCTBHH NOGOUHLIX MPPeKTOB H HEZOCTATOUHOM OTBSTS BOIMOKHO VBeAHUCHHE CYTOUHON 103k
avaraadGa ¢ 400 ar g0 600 s wm ao 800 wmr.

TIpH NOABNEHHH NPHIHAKOB NPOIPECCHPOBAHHE Ja00/CRAHHA TePANHIO HMATHHHOOM caejver
NPCKPaTHIh,

[Ipr npHMCHEHHH fpenapata B KauecTRe aduweanmuon mepanuy ' naywewmos ¢ FHCO
peromMenayeMan jo3a cocranmger — 400 mricvr. MEHHMAILHAA DPOAOIIKHTEABHOCTE JIGUSHHS
cocTaBageT 3 roja, OnTHMAILHAS [VTHTEAEHOCTE A ILIOBAHTHON TePANHH He VCTAHORIHA.

Ilpn  weonepaberwnron,  pequdwsupyowed  wwwe  Memacmamuiecxoll  emoyxaouen
DEPMAMOPUOPOCAPKOME PEROMEHAVEMAA 1034 HMaTHHHOA cocTasngeT 800 Mr B CYTKH.

[Tayuewmu: ¢ Hapyvierues GyRKYUL neveri

ITockoabky HMaTHHAG MeTalONHIHPYCTCH, TIABHBIM 00pA2OM, B (ICYEHH. Y HAHEHTOR ¢ NEYCHOYHOA
HEJIOCTATOUHOCTEIO JIRTKON, Cpe/iHeil ¥ TSACION CTeNeHH THASCTH HMATHHHD Cile/lyeT NPHMEHATh B
MHHHMAIBHOR cyTounoii 1038 — 400 mr. [lpH paoBHTHH HEKSAATSALHBIX TOKCHUSCKHN MpderTon
A0y npenapara HeoOXOAMMO YMEHBITHTL. CHEAVET ¢ OCTOPORHOCTLIO (IPHMEHATE Npenapatr y
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COOTBETCTBYET SKCNEPTHOMY OTHETY

NAIHEHTOR ¢ HApYIICHHUCM (PYHKIHH NCHcHN T i ﬂc"fﬁb-C?lTE%lsd%sﬁzToEzﬁ bhfi (') (]:‘t.}rf 0001)

HHayneumui ¢ napyuuenuest kg novex
[Touxu He HIpaoT cymecTBRHHON PO/IH B BMBeIeHHH WMaTHHIGA | ero Merabonuton. Y malHenion
¢ HapyvieHHeM (PYHKUHH DOYCK WIH V HALHSHIOB, KOTOPLIM TpeOYeTCs CHCICMATHUSCKOS
NPOBEACHHE TEMOIHAIHYEL IeUCHAe HMATHEHOOM CReayeT HATHHATL ¢ MEHHMATEHOR Sddex HRHOM
A02e1 — 400 Mr 1 pas B CyTKH. CODUNIOAAA OCTOPOKHOCTE.

ITpn senepenocumocTh uMatHanba HAWANLHAA 032 mpenapars MomeT OwiTh CHMAKCHA, TPH
HeAoCTaToHOH MMpeKTHEHOCTH — VBEAHYEHA.

Hayuenwmur noxcwoco sospacma (cmapuie 65 reni)

Y DAUHEHTOR MOKHIONO BOIPACTA HE TPeOYLTCH KOPPEKUHH PLAHMA TOIHPOBANKS [IPenapara,
Koppexyus pexcuma oosuposanuis npu paasimui HESEMQmOROZUNECKILX HERETAMENBHIX PEaKius
HMAMUKUOG

Ilpu pazeutTur moboii ceprezHoll HereMaTosOrHueckol HeKeNaTe/ILHONH peakilMH. CRAZaHHON ¢
NPHEMOM TIPENaparta, TCPANHIO CIIC/IYST NPEPBATH /10 PAIPCIMCHNA COCTOARMA. 3aTeM JCHCHHE MOMKET
GrITs BOZOGHORIEHO B 102, apdcaileit or TukecTd Hatmosaemerocs nobounoro wpdexra.

Ilpy vBeTHUCHHH KOHIEHTPAIMH OHAHPVOHHA HIH AKTHBHOCTH TPANCAMHHAZ NCMSHH B CLIBOPOTKS
KpoBH B 3 B 5 paz seime nepxued rpanHi Hopmu (BI'H), coommercmenno, Jeuenue npenaparom
CHRAVET BPEMEHNO MPHOCTAHORATE A0 CHHAKCHHS KOHICHTPAIHHE OHIHpYOHHA /10 2HAYCHHA MeHe
1.5 * BI'H ¥ aKTHRHOCTH «¢IIe%€ HOMHBIXY TPAHCAMHHAS /10 JHa%eHHs Menee 2.5 « BI'H.

Tepammio unaTHnnGom  Bo30OHOBIAIOT © YMCHBIICHHOM CYTOYHOH J03B1 ¥V BIPOCIMX 0%V
ymensmaior ¢ 400 yvr o 300 Mr B cyTkH wam ¢ 600 ar 1o 400 mr e eyvrkd, wim ¢ 800 mr g0 600 mr
CYTRH, ¥ JleTel — ¢ 340 10 260 Mr/im® B cyTRH.

Koppexyus pexcuma cosuposanus npu pazeumun CepbeInyx nobounnx IPEexmos co cmopos
CUCIMEMBE KPOGEMEOPERIA (MPOMOOYUIMONENIA, HETMPONCHUR MANCEROT CMENEH mAswecmu).

TIpH BOXMHKHORCHHH HEHTPONICHHH H TPOMOOIIHTONEHHH TPeGyeTcs BpeMeHnas 0T MeHa penapata
HIH YMCHBIICHMC €TI0 JIO3BI, B 3ABHCHMOCTH OT CTCNCHH BHIPAKCHHOCTH ITHX HCKCIATCIBHBIX
ARJICHMH.

Tpu CM u I'2C wiuru XU, obyenosaernvix avomarsron FIPIL1-PDGFR amwga-muposunxutiasof
{(HanaaeHAA 1032 HMaTHEHOA cocTapaseT 100 Mr), B ¢ayuae CHIRSHHA abCOMOTHONO KOJHYSCTRA
geitipogmaon < 1+ 1070 wiwm konnuecTra tpombormros < 50 « 107/ pekomenyercs:

1) OTMCHHTE HMATHHHO 10 TEX NOp, MOKA A0COMOTHOS KOTHISCTEO HEHTPODHIOD He YRIHTHTCA 10
> 1,5 » 10%0 u tponGonror no = 75« 10%;

2) BO30GHOBHTE JeHeHNE HMATHHHOOM B [102¢, NPHMEHACMON 10 NIPEPhi BAHKA TepAnnM.

1pu xposnaeckoii haze XM y demeii 1 63pocinX (HOXansHas 0030 OX8 §5pociwx — 400 mz, ong
demeti — 340 man’), snoxauecmsennyix IHCO, MRENOOUCHRACIINIECK X MUETONPOARPEPAMUSHEX
sutonesanuax, CM u OO y 63poctux nayuenmos (Hauatenas ooza 018 espocanx — 400 uz) &

9



COOTBETCTBYET SKCNEPTHOMY OTHETY
CRYNAE CHUNERUA GOCOMOGNHONG KOIRNECEA ieeﬁmmmgtéz o%s,lﬁ'gé% L t&%gﬁﬁ%ﬁa'maa

mpoxtoyumos < 50 = 10P/x pexosenoyemes:
1) oTMeHHTE HMATHHAD 10 TeX nop, 1oka aboo/IioTHOS KOUIHYSCTBO HeHTPODHIIOR He YBJIHIHTCH J10
> 1.5 % 10" u rpomGonntos g0 > 75 107

2) B0200HOBHIE JICYeHHE HMATHHHOOM B 1073¢. NPHMEHACMON 10 NPephl BAHKA TePUTHH.

3) B COVUAe NOBIOPHOIO CHIMKCHHA KoaHuecTa ueftpodmaor < 1 - 10%0 wiwm xoauuectsa
tpomGontor < 50 < 10%1 cneayeT MOBTOPHTH JACHCTBMA, YKA3aHHRIC B nynkte 1, a 3areu
BOIOGHORMTE JICHeHHE HMATHHIGOM B VMEHLIEHHOH qorte 300 Mr (v fereii - 260 ar/m?),

B dhazy axcereparjur w dracmuozo xpuza XM/ y neveit n s3pocamix u npu Pht OJLT v s3pocasix
NANHSHTOB (HATATLHAA /1033 VIR BIpocamx — 600 Mr, mas Aeted — 340 Mriv®) B ¢/Ivuae CHIKSHHS
afcomoTrorn KoJmYecTea Helitpodiior < 0.5 « 10% 0 wimnm kommuectea tposGoumros < 10 » 10%0
NOC/Ie OAHOTO H DOJICe MECALRE /ICTSHHA PEKOMEHIYETCA!

1) NpOREPHTE, SBJISETCH /IH IMTONCHHA C/ICTRHEM Nefiko3a (HCCIRA0BAHHE KOCTHOTO MO2Fa).

2) ccam UHMTOTICHMA HC CBAZAHA C JICHKOIOM, YMCHBIDHTHL 203y nMmartuunba g0 400 mr (y acrci
260 Mriv®),

3) ecIH NMTONCHHA COXPAHASTCA B TeUCHHS 2 HeASHb, YMEHBIHTL 700y jo 300 mr (y nerei
200 mr/v’);

4) CCNH [HTONCHHA COXPAHACTCH B TCUCHHE 4 HeJeNL H ¢ CRATEL ¢ NCHKOIOM He MOATESPEICHA.
OTMEHHTEL HMATHHHO 10 TeX nop. 1noxa abComoTHoe KOTHYeCTRO HeHTPOPHAOE He VBIHYHICH /10
> 1 % 1070 w tponGonror = 20 « 10°/a; 2arem BozoGroBHTL AcucHne WMaTHIMGOM B no3e 300 Mr
(v Aereit — 200 amr/m’).

1Ipu Heonepatension, PEYUIUSHPYIGER wuny MEMaChiamu4ecron sROVXaotgen
oepmamoguopocaprore (Hauabaas Jo3a umatunuta 800 mr) B cavuae cHEASHHA A0COAIOTHOTO
kodmuectsa  welitpodaor <1 - 1070 wwm  kommaectna  1posGoumron < 50+ 1070
PEKOMEHIYETCH!

1) ormernTs yatiuG 10 TeX nop, 1noka a6coTHOe KOUTHHSCTBO HEHTPODHIOR HE YBSIHIHTCA 10
= 1.5 % 10%1 n tponBonaros = 75+ 10°/;

2) Bo300OHOBHTY JeUecHHe IMaTHHHOOM B j103e 6(0 M1,

B coyuae mOBTOPHOTO CHIDKEHHR KoqHuecTa neitpodmiosr = 1« 10%n m/wm xoanuecTna
TpomGoumtor < 50 » 10711 crieayeT NOBTOPHTH AcHCTBMA. ykasamseie B nyakte 1. a aarem

BOJODHOBHTE JIeICHHS HMATHIHHOOM B YMeHBIIeHHOH q03¢ 400 Mmr.

Hobounoe aeiicrane
[lpodman Gezonacnocw umatHuuba xopomo wizyden. Hanbosee 4acTuiMp  HemelaTe/iLHEIMH
apnenmsavu (HSA) (= 10 %), cemannuiMM ¢ npHeMosM npemaparta. OwUTH  HeHTpOneHHA,

TPOMOOUHTOLCHHA, AHEMHA, FONOBHAN GOJIb, [THCTICICHA, OTEKH. VBCIHYCHHE MACCH! Tella, TOUIHOTA,
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COOTBETCTBYET SKCNEPTHOMY OTHETY

PROTA, AHAPSH, MBIHICHYHLIC CVIIOPOTH, CKCIKTHO mmc%%&%%%%c$ %USC'HHBR

VIOMAREMOCTE, G0k B kHBoTE. Hacto orvesaand

NePHOPOHTAILHONA 0OIACTH K OTeKH HHANHX Koneunoctel. B ocnosnom 1w Hl 6bmu JICTKO MIIH
VMEPEHHO BHPUACHHBIMH. OTMEHA TEPAIMM B CBAIH ¢ AWICHHWIMM, CBAJAHHLIMH ¢ HMaTHHHOOM,
norpebosaach 2-3 %6 naHeHTOR.

ITpoduias Ge30NACHOCTH NIPH [IPHMCHCHHH HMAaTHHHOA V BIPOWILIX H Jereli ¢ JeiikooaMu ObLa
CXOMMM,

Orrmare npohin Geronacuocts npenapara (pi npuveHesdnd npyd XML 0 comiapx onyxoasx
3aKIuatocs B Gostee wactofl u Goviee Bhipakennod muenocynpeccud v nauuentos ¢ XMJ u
REAVAOUHO-KHIUSTHEIX H  BHVIPHONMYXOJCBLIX KPOBOTSUSHHAX V NAHSHTOB C COTHIAHBIMH
ONYXOIAMH, 4TO BOIMOKHO O0YCIORICHO 0COOEHHOCTAME 2a00/IcBaHHA.

MHECTOCYIPECCHA, SBICHHS CO CTOPOHE! ANTYAOUHO-KHIeuHore Tpakra (KKT). oTexH H xoxnaa
Chillh BOTHHKAIOT HPH NPHMeHeHHH WMartHnuba xak o noxazaumio NAMJL 1ak w1 no nopoxy
aroKasecTBeHUBX crpomaibibix onyxoaci AKKT. JIpyrue napymenus co croponst KKT, rakne xax
ofcrpyvknus KKT. nepopannst o mansapieHde CIM3HCIol  oboaouxn, Gonee cneundrann
OTHOCHTRILHO MOKASAHHA K MPHMSHSHHIO.

Jpvrusu cepretnnivn HA, ommenennnivm npu npuMeHerss HMatHaHGa, KOTOPLIS BOTMOKHO HMSOT
NPHIHHRO-CASACTREHIYIO CBAIL C MPenaparoM. ARASIOTCA TeNaTOTOKCHIHOCTEL, OCTpasd ModeqHas
HEJOCTATONHOCTL, THIOPOChaTeMHs. HAPVIIEHHS CO CTOPOHLI JLIXATEILHOH CHCTEMBLL CHIJIPOM
JIBHCA ONYXOIH M SICPAKS POCTA ¥ ICTCH.

B 2apHCHMOCTH OT CTenenl BelpakeHHocTH HI poaMOKHO ROIHHKHOREHHE HEOOXOAHMOCTH B
KOPPERIHK 10361 [IPNapatia, BIUIOTL /0 OTMEHLI Npenapara B KpaiHe peaknx cwiyvasas. B xone
KIHHHUCCKHX Hec ieaoBanHil v nauneHTos ¢ XMJI 4 ¢ neonepabe/IbHEMH B WIH METACTATHUCCKHMH
HWIOKAYSCTBCHHBIMH CTpoMaIbHBIMH onyXousimd ZKKT ormevannes cie/yiomue Heme arebHue
peakun (HP). nepevuHc/ieHHpie HIKS 110 OPIaHaM M CHOTEMaM ¢ VKAZAHHEM YACTOTHI HX
BOZHHKHOBCHHA B MOPAZIKS YMCHBIICHHA HaCTOTH: ovens wacmo (= 110y vacmeo (= 1/100, wo < 1/10);
weuacmo (= 1/1000, o < 1/100): peoxo (= 1/10000, no < 1/1000); ovens peaxe (< 1/10000): wacmoma
Hetssecmua (He MOKST OBITE O1ICHEHA HA OCHOBE HMCIONHXCH JAHHBIX).

HnexyuonHb e 1 NAPATIONAPRLIE 3AHOTE6AHNS; HETACTO — ISPIISC MPOCTOMH, OTIOACH BAIOUIHI repriec,
HAIOQAPHHTHT. HEBMOHMA'. CHHVCHT. BOCHAICHHE TOAKOKHON KACTYATKH. HHEKIMH BEPXHHX
ALIXATSJALHLIX MyTeH, rpHIn, HEQEKUHHE MOUCBLIBOAAINHEX MYTCH. FACTPOIHTSPHT. CONCHC. PAKO
MHKO3.

Hapywenua co cmoponsl Kposu # AQamuaeckon cuemers: 04¢Hb 9acTo — HeHTponenus,
TPOMOOUHTONCHHS, AHEMHA. 4YaCTO — NAHIMTONCHMA, (eOpHiILHag HeHTPONeHHN, HewacTo —
TPOMOOUHTOMHSA,  THM(BOTICHHA, YTHETOHHS KOCTHOMO3TOBOTO KPOBSTBOPSHHA, 0O3HHOGMIHIL

JAMPAICHOMATHA, PEAKO — TEMOIHTHYCCKAN aHEMHA, TPOMOOTHYeCKad MHKkpoadTnonaTus (TMA).
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L, 2 - O§ ‘) 87 -
Hapywenun co cmopoww ocOMena sewecms i ”“ma"\'ﬁOCﬁ%ﬁOB A%%&&W
, . p .

FHIOKATHEMHA. MOBGINEHHE HIH  CHHKSHHE
THICPYPHKCMHA,  [OAIPA.  THICPKANLIHEMHA,  THICPIJIHKSMHA, THIOHATPHEMHA, pejIko
FHICPEATHOMMA, THIIOMATHHSMMA,

Hapywenus ncwauxa: qacto — OeCCOHHHIA. HEYACTO — ACHPECCHs. CHHIKCHHE JIHOKI0. Tperora:
PEAKO — CHYTRHHOCTE COMHRHMHSL

Hapyuwenus co cmopowsi Hepenofi cucmemu; ©OHYCHL “acTo — rosopmas Goan’; wacto
FOMOBOKPYIKCHHE, HAPVINCHHE BKVCA, NAPECTSIMA, THICCTOIHA, HEYACTO — MHIPEHE, COMHOICHITHS,
ofiMopok. nepudepHyeckan HeHpONaTHA, HAPYIICHHE NAMATH, HITHAC, CHHAPOM «BecnoROWHbIX
HOT, TPEMOP. [eMOPPArHYSCKHH HHCYIBRT. PSAKO — [OBLIMICHHE BHYTPHUSPSIHOIO JamiIeHuA,
CYAOPOIH. HEBPHT 3PHTCALHOID HEPRAL

Hapywenna co cmoponnl opeana spenys! 9acTo — OTeK BEK. MOBBIMICHHE CJRIOOTICICHHA,
KOHBIOHKTHREUILHOE KPOBOHUIHAHHE, KOHLIOHKTHEHT, CHIUIDOM «CYNOPO» I/1a%d, HeYeTKOCTh
(3aTYMAHCHHOCTL) IPCHHA, HEHacTo — pazipakcHue 1as, Gous B raazax, opOHTWILHBIE OTCK,
KPOBOWUIHAHHE B CKICpY [JENA, PETHHAILHOE KPOBOHLIMAHME. Oledapii, MaKypHLIH OTeK:
PeAKO — KATAPAKTA, OTSK JAHCKA IPHTSILHOTO HEPRBA, TIAYKOMA,

Hapyiuenns co cmoponis opeana cayxa i AaOuRPRRMARWE RGPYWIERNA; HeUacTo — BSPTHIO, MYM B
VINAX., CHHASHHE CVXA.

Hapywenus co cmopoisi cepolja: HeMacTo — OMVINeHHe CepAlebHeHHA, TAXHKAPHA XPOHHYECKas’,
CCPACHHAR HEAOCTATOHOCTh, OTCK JICTKHX; PEAKO — APHTMHA, (PHOPHANAINA NPCICEP M, OCTAHOBKA
cep/ua, HEDApKT MHOKAP/IA. CTEHOKAP/ U, NEPHKAPIHAIL UL BRITOT.

Hapywenua co cmopori cocydos. MacTo — «MPHIHERD ., KPOBORWIHAHHE', HEUACTO — apTepHA/ILHAA
FHICPTCHBHA, TeMaToMa, CVOAYPAILHAA TeMATOMA, NOXOJOJAHHS KOHSUHOCTCH, ApTepHA/ILHAA
runotensus, cuuapox Pefino’.

Hapywenna co cmoponl ORXAMERLHON CHCMEMB, OPCaNOs SPYOHOT KIeMmEN, CPeOOCmEents: JacTo —
HOCOBOE KPOROTCHYCHHE, OZILINKR, KAUICHb; HEYACTO — IUICBPATbHbI BHNIOT, Goab B IIOTKS WIH
roprau, GapHuruT. peako — nerovnnifl Gubpor, meepaikaan 6ok, JETOMHOE KPOROHUIHANHE,
JISTOYHANA THIIRPTCHIHA.

Hapywienua co cmoporsi J0eyOouRO-KUHEUHO20 MPaxma: 0UeHb TACTO — TOUIHOTA, PBOTA, JHApes,
Avcnencus. Goum B xUROTES: 9ACTO — BLAYTHE XKHBOTA. METCOPHIM, 3AN0P. FACTPO-320dareanbHbiH
pedmOKS, CYXOCTE BO PTY. TACTPHT. HEWACTO — CTOMATHT. HILAMBICHHS CIHAIHCTOH 000M0UKH
NOAOCTH PTA, KCAVAOUHO-KHIICUHOC KPOBOTCUCHHS , OTPHIAKA, MEJICHA, 330daruT, aciMT, mira
AEAVIKA,  PBOTA  KpOBBIO,  XeHaWr,  Jmodardd,  DaHKPSaTHY:  peAKe —  KOJHT,
NAPATHTHHECKAN/ OOTYPALMOHHAN KHITCUHAS HEMTPOXOAMMOCTL, ROCTAIEHHE TONCTON KHITKK.
Hapywenua co cmoposbl NEHERN I HNETUESLEOORUIIX NyMel: YaCTO — TIOBLIMICHHE AKTHBHOCTH
CHICHCHOYHBIN Y TPAHCAMHHAL HCYACTO — SKCATYNA, TCHATHT. THOCpOWIHPVOHHEMHA. pejko —
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COOTBETCTBYET SKCNEPTHOMY OTHETY
or 26.06.2023 N= 11875
(MOCNEAOBATENBHOCTE 0001)

neHeno nan HCIIOC“ITD'I"OCTE!”. HEKPO2 neeHE” .

Hapywenua o cmoponst KOXN # ROOKGICHEX 1
JCPMATHT, IKIEMA, KOAKHAR ChIIIL, 9aCTO — OTEYHOCTE JIHIA, KOAKHBLIH 1YL, 3PHTeMA, CYXOCTL KOAKH,
WIONSUHA, HOYHAH NOTIHBOCTL, PRAKUMH (POTOCCHCHOWIHIALME, HEUACTO — MYCTVJICIHAA CHIllb,
NOBLIMCHHOS HOTOOTACIACHHE. KPANKBHHLG, IXKXHMOMBL NPSAPACHOIOKCHIOCTE K 0OpaioBaHHIo
FEMATOM, FHIOTPHXOZ, [HICPIHIMSHTALME THIIOIHIME HTALHS KOXKH. JKCHOMHATHBHLIA JepMaTHT.,
NOBpPeA/ICHHE HorTeH, oy T, nerexuu, neopuas, nypnypa, Gyuiesnas chink, NanHHKYINT
(BKAI0MAA VIJOBATVIO YPHTEMY ), pe/iko — oCTphid (iedpuiannnii HeATpodiuib el JepMaros (CHIIpom
Ceura), HIMEHCHHE [BeTA HOITeH, AHIHOHCBPOTHUYSCKHH OTeK. BEIHKYPHAA Chillb, CHHIPOM
Crupenca-/Uroncona, syastHGOpMEAT DpHTEMA, JICAKOUHTOKIACTHUSCKHA BAaCKVJIHT, OCTpas
FEHEPATHIORAHHAN NVCTVICIHAR SKIAHTEMA.

Hapywenua co Ccmoponii  CReNemuo-MWWeIHol I COCOUNUMERLHON  mKGHN! OUCHE HacTo -
MBIISYHELH CHAIN H CVIOPOTH, KOCTHO-MEIIEYHAS G0/1L, BIIIOUAS MHUINHIO, apTpairdio, 6ok »
ROCTAX'; HACTO — NPHIYXIOCTh CYCTABOB; HEHACTO — CKOBAHHOCTH MBIUINL H CYCTABOR: PEIKO —
MuleqHas cabocTh, apTpHT.

Hapywierua ¢o cMopons ROYEK N NOYEEREGOANX NYMEN. HeYACTO — OCTpad MotueyHas
HELOCTATOMHOCTE, HouTh B 00JACTH NOUESK, MACTOR MOYSHCIIVCKARNE, TeMaTyPHL,

Hapyuwenua co cmoponss nOLOSHX OPIGHOS 1L SPYORBIX MOTOYHLX NERES! HEYACTO — MTHACKOMACTHS,
IPERTHILHAS  AHCPYHKIHA, MSHOPPATHS, HAPVIIEHHS MEHCTPYAILHOIO IHKIA, CeKCYaILHAs
auchyaknma, Goih B COCKAX, YRCIHUCHNES MOUIOMHBIX JKC/ICT, OTCK MOMIOHKH.

Ubugue pacempoiiomed i HAPPVIREHILR € NECIIE 86e0enita; 04SHb YACTO — JAJ[EPAKA KHAKOCTH H OTEKH,
NOBLIIEHHAA YIOMIASMOCTE, YacTo — CJIADOCTE, NOBBICHHS TeMIIRPATYPLI TeIa, aHacapra, 0300,
JApOKL: HeuacTo — 601k B rpviM, obmee neoMoranme.

JaBopamopiiie 8 KHCMPYMERMGILHIRE OaNHe.! OYCHD YaCTO — YBCIHYSHHE MACcChl Teld: Macro —
CHHKCHHE MACCH TeJIA, HEUACTO — [MOBLIMICHHE KOHIEHTPAUHH KPeaTHHHHA B KPORH, MOBLINIESHHS
axtupHocTH Kpeatundochokubaihl B KPOBH, NOBMIICHMC AKTHBHOCTH uica04HoM (ocdaraze,
JAKTATACTH/PONSHATHE PEAKO — NORLINICHHE AKTHBHOCTH AMHIAh! B NIA3ME KPOBM.

' [uesmonus naubonee vacto otvedaracs v naumentos ¢ XMJI 8 dase axcenepannu, Gmactioro
KpH32 H ¢ HeonepabeibHBIMH H/HIH METACTATHUSCKHMH WIOKAUSCTBSHHBIMH CTPOMATLHBIMH
onyxousvn KKT.

? Tonopuas Goik HARGONEE WMACTO OTMEYANACH V DALHCHTOR ¢ HeomepaleiLHLIMH H/HIH
METACTATHICCKMMM WIOKAUCCTRCHHBIMK CTPOMa bHEIMH onyxoaamn KK'T.

P HA co cTOPOHLI Cepiiiia, BRIOYAA XPOHHYCCKYIO CEpASTHYIO HEIOCTATOYHOCTS, Yallle OTMETATHE
v nanmenton ¢ XML dace axce/iepanuy 1 npy GUAcTHOM KpH3E 110 CPARHEHHIO ¢ NAIHEHTAMH ©

XMIJI B xponnteckoit aze (umTeasnrocTs Habmoaenwst 1 roa).
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Y Wllpuameny  wanGonee  wacto  oTMeHasMch |V ona Eﬁ%‘?@%ﬁ& Olﬁ"wm

METACTATHHCCKHMH  WIOKAYSCTREHHLIME  CIPOMATTRHRIVH  ONYNOTARH KK T RpoRoTeenne

(rematoMbl remopparun) Hanbosee 4acto oTMedatoch v namentor ¢ XM B dase akcenepannu,

GuacTHoro  xputa H ¢ Heonepabe bHBIMH  HWHWIH  MOTACTRTHUSCKHME  MIOKAYCCTBE HHBIMH
CIpoMAILHEIME onyxoaamy KKT.

* ILieRpaib HBLH BLITOT Yale oTMeNacs v nanuenton ¢ XMJI  daze axcenepauss H npH G1acTHOM
KpHie 1o cpashenuio ¢ nampentami ¢ NMJI B xponntccxoi daze (umreasiocts Habmoacuns
1 rog).

57 BosTh B AHBOTE H IKEAYAOUHO-KHIIE THEIE KPOBOTSHCHHA HaHGO0/IeS YACTO OTMEYUTHCE V IALHEHTOR
¢ Heonepabe LHLIMH H/WIH METACTATHUSCKHMH 3/0KAYSCTBOHHLIMH CTPOMAIBHLIMH ONYXOIMH
KKT.

¥ Mpimeuno-ckeneTHas 6ok, BKIOUAT MEAITHIO, apTPAITHIO, GONb B KOCTAX, Tall¢ OTMEUAIACE ¥
nanrentTor ¢ XMl no cpapnenuio ¢ nanueHTaMi ¢ HeonepabeibHBIMK H/H/IH METACTATHYECKHMH
AIOKAYCCTRCHHBIME CTPoMabHEIMK omyxomivn AKT,

? Coofimanocs of orIe/LHIX CAVIAAX PAIBHTHA NEUeHOTHON HEIOCTATOMHOCTH | HEKPO1a NeHeHH ¢
JCTATLHBIM HCXO0I0M.

lloctperneIpanHoHHEL OURLT IPHMEHHHA

IIpH NpHEMEHCHHH HMATHHHOA B KIHHHYCCKON NPAKTHKE. a4 TAKKE B XOJ¢ JOMOTHHTENLHLIX
KIHHHYCKHX HCCHeoraui otMevaines caeaviommue HP, nepeunciennsie HH&e 110 opranaMm W
CHCTEMAM C VRAZAHHCM MACTOTHE MX BOZHHUKHOBCHMA, ouenb vacmo (= 1/10Y, vacmo (= 1/100, no
< V10). mewacmo (= 11000, no < 1/100); peoxo (= 110000, no < 1/1000). ovewns peoxo (< 1/10000);
wacmoma enseecmna (He MoKeT OHTEH OleHSHA Ha OCHOBE HMEIOMIHXCA JAHHBIX ).

[IoCKOALEY B NOCTPerHCTPANMOHHOM IepHoie coobmenna o HP nocrynaior B 006poBoasHOM
NOPAZIKE K3 MONVIAUHH  HCONPSICICHHOIO  pasMepa.  JAOCTOBCPHO  OUCHHTH  MacTory HX
BOTHHKHOBCHHSA HE TIPSICTARISCTCA ROIMOAKHLIM (HACTOTA HEHIBECTHA).

Hughexyuonnme u napazomapiine IGHOIEEARKA; YACTOTA HCHIBCCTHA — PCAKTHBAIMA BHpYCA
renatura B.

Hapyuenua co cmoport HEPEHON CUCIHEME ! HEUACTO — OTeK MO3Ta.

Hapywenns co cmoporin Op2ana 3peHus; PeIko — KPOBOHIHAHHE B CTSKIOBH/IHOS TRJIO,
Hapywenua co cmopokn cepoya; peako — HEPHXapART. TaMIIOHAA Cep/a.

Hapywiexua co cmopon cocydos: HEMACTO — TPpOMG03/3MO0THA 0YCHE peaKe — aHAPHNAKTHYSCKHH
MoK,

Hapywenua co cmoponst OuXamemnon ClUcmeMsl, Opeanee Zpyonot KREmKN 1§ CPeooCmenya.;
HEUACTO — OCTPAS /WIXATEILHAS HEJIOCTATOUHOCTL' , HHTePCTHIHA/ILHAS GOIETHE JIETKHX.
Hapywernua co CIMOPONSL DOEAYAONHO- KU ETROO mpaxma: HeMacTo -

HAPATH THYCCKAR OO TYPAIMOHHAR KHINCYHAN HENPOXOAHMOCTh, KpoBoTeYeHns M2 onyxoad KKT.
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Hekpos onyxonu, nepopanun KKT?; peaxo — uWW%C%%%%&%@B Sloro

onena meavaka (GAVE-cuaapon).
Hapywenua co CMOpors XoXH U NOOKONCHBX MEGHel. HeYacTo — JIAI0OHHO-HOJ0MBEHHAN
IPHTPOAHISCTSIHA, NAHHHEYIHT (BERITIOUAR VVIOBATYIO MPHICMY); PeAKO — JIMXCHOHIHBIH Keparos,
KPACHLIH MNOCKHH JHIAR. OUCHL PEIKO — TOKCHYCOKHA MIMICPMUILHBIA HEKPOJIHI (CHHAPOM
JlafieJuia). 4acToTa HEHIBECTHA — JICKAPCTECHHAHA ChIML ¢ Y03HHOPHIHSH H CHCTEMHLIMH CHMITTOMAMH
(DRESS-cunapos), neeetonopdgmpus.

Hapyuwenua co cmoponsl KOCMRO-MERUENRON 1 COCOUNMENLHOTI MEanit: PEAKO — aBACKYHPHLIA
HEeKPO3/HEKPOs TONIOBKH Oepentioll kKocTH, paboMHOIH3 MHONIATHA, WACTOTA HEH3IBECTHA —
JAMVICHHE POCTa ¥ JeTei.

Hapymenua ¢o cmopoxsl nONOGEWX Op2aKos N ZPYOHOTUMOIOUROT XNeesut: OYeHbh Pefiko —
KPOBOTSHCHHE H2 KHOTHI ASJITOIO TeJ KHCTEE AHYHHKA,

Hotipoxauecmeennie, sTOKAYECMIBERREIE 1 HEYMONHEHNIRE ROBOOGPAZOGANNA (BRVIOYAR KUCHIER |
ROAUNL ) PEAKO — CHHIAPOM JIHINCA OTIYNOTH.

' Materores o1ennnie cooSmeHHs 0 PAIBHTHH REIPAKeHHOH 0CTpoll JIIXaTeILHON HeOCTATOTHOCTH
¢ JCTANBLHLIM HCXOOM Y MANHCHTOR ¢ THES/HIMH HHPKIHONHLIMHA 32001 BAHHAMH, BLIPAKCHHOH
HEHTPOIICHHEH B JIPYTHMH CePL2HBIMH CONVTCTRYIOMHMH 3a00/ICRAHKIMH.

 Coobmanocs o OTAILHEIX CAyvadx passHTHs nepdopamaii KT ¢ Jeraisum HOXoToM.
Ormicaniie OT1eTLHLIX HERETATe ILHLIX pearini

Y nanmenror ¢ XMJL, nosyHagmux tepanmio npenaparoM B TEHCHHC UIMTCILHOTO BPOMEHH, OMCHD
HACTO MOEYT OTMEYATHCH CReJeTHO-Muimednbie GoaM (B 1. v Muairusd, GOk B KOHEHHOCTSX.
apIpaIr v, KocTHad Gosin, 5oL B MOSBOHOYHHKE) M0C/IC TIPSKPAILCHHA TSPANTHH.

Venemenue xposemeopenun

HacToTa YIHCTCHHA KPOBCTBOPCHHA H CTENCHE eI0 BRPAKCHHOCTH OLUTH MAKCHMUILHLIMH B CAyYae
NPHMEHEHHA NTPIAPATA B BLICOKHX J102aX H, 110-BHAHMOMY, 2apHce/H oT cTan XMJL Yrnerenne
kpopcTBROpeHHA Ha (hone npumchcHua nMatiuuba y naupcnror ¢ XMJI Geuro obparameiv n B
GONLIMACTRE CAYHACE He TPeGOBAII0 OTMEHEI NPSHAPATA HIH YMCHBIICHHA ero jo2e. Ormena
npenapata notpeboBatacs B HeGOABIOM YHCIe caydaen. Takae OTMEYAIHCH TAKHS ARJICHHA, Kax
NAHIHTONCHHA, THMPOTICHHA H YTHETSHHS KPOBLTBOPSHHA,

Kposousius nue/ xposomeugne

Haubonee HacTuIME KIHHAYCCKH SHATHMEIME KPOBOTCUCHHAMH OLLTH KpopoTeuenus H2 JKKT. Yame
BCCTO OHM  BOIHMKAIM Yy NAUMCHTOB © nozuammu cramwivn XMJI w ¥ nanwesiop co
AMOKAYCCTBCHHBIMHE CTPOMMLHLIME OnyXOIAMH JKKT, v KOTOPHIX OHH MOTYT ObITh CJASACTBHEM
OCHOBHOTO  3a00JICRAHKS  (KPOROTEUSHHE W2 ONVXOH, OOYCIORRHHOE ee  Hekpoiom). B
NOCTPETHCTPAITHOHHOM NEPHOE MOAYISHE OTAILHBIC COODMSHHA O CAVIAAX COCYTHCTOR HRTAZHH
aHTpILHOrO orjena xeayaka (GAVE-cunapom). ¥ naumenror ¢ XMIL v KOTOpeiX VIHETCHHE
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KPOBCTROPSHAA OTMEHANOCh 10 HAYANA JICHCHNA) B xom,ﬂ&‘tfﬁ%%@i‘é%ﬁﬂﬁwm"

kpororuasaKa B IHC wim XKKT. Yormanopneds,

paBHTHeM OOJICEANHA HEPLAKO BOIHMKAIOT KPOBOTEYECHHMA KPOBOH VIHAHHA, ODVCIOB/ICHHIE
TPOMOOUHTONCHHEH HIH TPOMOOUMTONATHEH.

(hmexu u sadepxena muoxocmu

Orexs ApA10TCA dacTeiM nobounsiM >@dexToM HMaTHHHOA. HacToTa BOIHHKHOBSHHA OTCKOB Y
MAHCHTOR, MOIYHAIOMMX UMaTHHEG no BeeM nokazanmsm, coctasmiet Goace 50 %, Yacrora »
CTCNCHE BRIPAKCHHOCTH OTEKOB JBHCHT OT 4021 W NO-BHHMOMY. KOPPEAMPYET ¢ KOHI{¢HTpaliHei
HMaTHENO2 B naasMe xposH. Yame Beero BOZHHKAST NepHOPOHTAILHBLIK OTEK, ¢ HECKOILKO MeHbmeH
MACTOTOH — OTeK HIDRHHX KOoHeuHOCTeH. Cneimdmueckoro netwenna obmiunoe He Tpedyvercs.
Cogerannpie noGoynpie MpPekTnl, TaKKE Kax [UICEPAILELI BRINOT. aCUHT, OTEK JerkuX # GricTpoe
VBCTHUCHHE MACCEHI T4 ¢ MICPHPSPHISCKHMH OTCKAMH HITH 03 HHX MOTYT ObITL KBUIH) HIHPOBAHE!
KAK LVICPAEKR KHIKOCTH H B HEKOTOPHIN CAVYAAX JOCTHIATE CTRIICHH CephesHbiX (R TOM HMCIR
EHIHCYTPOKAIOMHX ).

V NaumenToR ¢ OTEKaMi B 1Pk H KIWIKOCTH CepaenHas He0CTATOMHOCTE OTAMEHAeTCA peaxko. V
mapHeHTOB ¢ moyanuMH cragmaMua XMJl uactota paseuTHA cepretHON HEAOCTATOUHOCTH Onija
BHIIIE, 9eM V NAIHEHTOR JAPYTHX KATSTOPHIA, 110 MOKHO OOLACHHTE HX 0cnablIcHHEIM COCTOSIHHAEM B
pesoM. Ta &e TeHJeHIAA HabMIOAATACE B OTHOMMEHHH NOYCIHOH HEJOCTATOTHOCTH Y AITHEHTOR &
OTeKAMH H TJIePAKOH HHIKOCTH, BOMBIIHHCTRO NAIHEHTOR ¢ OTeKAMH H 3aJIPIKKOH AHIAKOCTH
ARBUTHCE JTHIAMM NOAHIOI0 Bospacta (- 635 ner).

Crintt 1 MANERLIE KONCHLE HENCTAMERLHIHE PEaxifunl

Y pana NanHeHTOB, NOAYYABIIHX HMATHHHO, OTMEUAJIACH TCHEePUIHIOBAHHAN JIPHTCMATOZHARA,
MATHHCTO-TTANNV/ICIHAR M 3YAALLEA CHITL, KOTOPAsA MOIJIA PAIPeIaThesd CAMOCTOATEMBHO, HECMOTPA HA
HPOMOJIKCHHE  JICYeHHA  fpenapartom. Y  HEKOTOPHIX  HALHEHTOR  BOJSHHKLL IV He
CONPOBOEIAOMIHACH CHINLIO, B PRI CAVIACE NIPHCYVTICTBORAAA IPHTPOepMUs. Chlllh oTME ATk
NPHMEPHO ¥ TPCTH BCCX THLMCHTOR, NMOJVHARIIHX MMarnuub no seem noxmanuam, Yacro coins
CONPOBOMAMIACKL  2VAOM W, KaKk 0OpPaBWIo, [POARMUIIACL B BWIC  IPHTEMATOHLIX,
NATHHCTO= AN V/IRIHBIX HIH SKODO/THATHBHBIX NOPAAKSHHE Ha IIPeANIeybe, TVIOBNINEG HITH JIKIE, HIH
B BHIC TeHSPATHIOBAHHOH CHIIH ¢ CHCTeMHBIMM NposmIeHHAMH. B GoapmmucTse cryuaes npH
BOTHHKHOBCHHH KOAKHOMN ChITH. BRIPAKEHHOCTE ¢¢ ObL1a HETHAYHTEILHON, eueHNA He TpeGoraioch.
Oauako. B Ooslee PeAKHX TOKONBIX CAVHAAX. HanpHMep. npH cHmapome Craeenca-/xoHcona,
MYABTHHOPAMHON APHTEME WM JICKAPCTRSHHOM CRITTH ¢ 30HHOMIHNCHT M CHCTEMHBIME CHMITTOMAMH
(DRESS), Momer norpedopareca BPEMEHHAA WIH noJHas oTMena npenapara, Kax npasuio,
BLIPAKESHHOCTE KOKHOH CHIMH YMEHBIASTCS 1OC/e IPHMEHSHHS AHTHIHCTAMHHHEIN NPeriapaTos U
FTIOKOKOP THROCTSPOHIOR JUTA MECTHOIO TPHMEHSHHA, B HeKOTOPLIXN CAVUAAX MOKET BOZHHKHYTL

HEOOXOHMOCTh CHCTE MHOH TEPAHH NTIORKORKOPTHROCICPOHAHEIMHE HNPCTIapaTing.
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(MOCNEAOBATENBHOCTE 0001)

v

Ienamomoncnuinocins

IIpenapar MoXeT OKashBATL TOKCHYECKOE Aeic
nokasaresiell QYHKIHM JICYSHH, KaK (IPABHIO, IAKNOYANICA B HE3HAYHTSILHOM [OBLUICHHH
AKTHBHOCTH aMHHOTpancdepas H NOBMIICHHH KOHUSHTPAUHH OuMpyOHHA B CHIBOPOTKS KPOBH.
ToxcHYeckoe JeHCTRHC HA TIeY9eHE 00 MHO NPOABASCTCA B TEHCHHE IEPILIN JBYX MECHLICE JICYCHHA.
OJJHAKO B PRIC CAYYACB OHO MNPOAMBLIOCE H CNVeTH 6-12 Mecaues nocik Havaaa jeveHHda. Kax
APABHIO, [TOCIC OTMEHBE TIPEnapaTa GHOXHMHYCCKHE NOKAsaTeAn QYHKIHH TCHEHH HOPMLITHIVIOTCH
B Teuenne 1-4 menens, OTMEHMANHCH CAVIAM PRIBHTHA LWHTOUMTHUSCKOTO M NXOJCCTAIHYSCKOTO
FenaTHTa H NeYCHOYHOH HeIOCTATOUHOCTH, B HEKOTOPLIX CAYYARX COMPOBOKAMONIHECH /IS TATLHBIM
HCXOIOM.

Tunoghocdhamens

IIpH NpHEMCHCHHH NpPLNapara Mo BCeM NOKAZAHHAM OTMEUCHO CPABAHTILHO HaCTOS YMEHLUICHHE
coepRanna (pocaTor B CLIBOPOTKE KPORH H pazRHTHe rHnodochateMun (BU0TE 10 3-4 creneny),
OJIHAKO NPHTHHBI H KIMHHYCCKASA 2HAYHMOCTD JaHHBIX ABJCHHH He yeranoniacHa. Ormeucho, wro
AMATHHHO  HHrHOHpyer  udepepeHiHpoRKY MOHOUMTOR B OCTEOKIACTH Y HellOBeKd, 4T0
CONPOBOKIACTCA VMEHBIMIEHHEM pe30pOTHBHONH cnocobHoCTH JaHnnx KieTok, B ocreoksactax B
NPHCYTCTRHH HMATHHHOA OTMEUSHO JOTOIARHCHMOS YMEHBIICHHE KOJHISCTRA JHIAHAA PelenTopa
aKTHRATOpa AfepHoro gakTopa kanna-B (receptor activator for nuclear factor kappa B, RANK-L).
Tpoao/mRHTeILHOS HHIHOHPOBAHNHE OCTEOKIACTHYECKOH AKTHRHOCTH 110 NPHHITHITY OTPHIATELHOH
ofipaTHON CRAIH MOKCT NPHARCCTH K YBCAHNCHHIO KOHICHTpRiMH mapatropmona. IKommwtccxaxn
AHATHMOCTE  VKATAHHEIX PEVILTATOR, BRMRICHHLIX B JOKTHHHYECKHX HCCICOBAHMAX. OCTASTCs
HESICHOM, CRAM, ¢ BOsHHKHOBeHHeM HA CO CTopomnl CKeleTa, TaKHX KK DPEIOMBI KOCTEH, HE BLUTRICHA.
B nporpaMyme peex EIHHHYCCKHN HCCASA0BAHMI HMATHHHOA PYTHHHOS ONPLISISHHE CONCPKANHA
thocaror B ChIBOPOTKE KPOBH He MpokojMioch. Heemotps Ha 1o, 410 npeanoiaraioch, ro
rUNogocPaTeMHs HMEST A020TARHCHMLIH Xapakrep, B KAHHHYSCKOM HCC/IS/IORAHHH V IIAIHEHTOR ¢
pricpabie pusABacHEbM NMJL mespio KOTOporo AWIAIOCH ONPCACICHHE FABHCHMOCTH KOHCYHBIX
Touck GeronacHOCTH NPHMEHEHIS MMaTHHIGa O 0%kl YMCHLINCHHE cojepxanns ocdaror o
CHIBOPOTRE KPOBH 3-H WM 4-if crenend spistBaeHo v 19,1 % u 15,5 %, vAteHBIICHHE COAPAKAHHS
KATLIHA B CHIBOPOTKS KpoBH 3-H Wi 4-ii cremenn — y 5.1 Yo m 0.9 %0 nanueHToB, MOIVIABIIHX
MnATHHHAD B Jo3e 400 ymr 1 800 MI COOTRCTCTREHHO.

Henpoxooumocms, neppopayia 1y 2364 XenyOKQ UAN KUHEUHIKG

Y HeBOARMION TACTH NALMEHTOR, NOAVUABIIHX HMaTHHKO, oTveuriocs winasrieHue KK'T, koropoe
B OTACABHBIX CAVYHAAX MOKET OBITH COCACTBHEM MECTHOIO PasApamAIOIEro JAeACTBHA HMarHinta.
lemopparuueckuii Hexpos OIYNOIH, A TakKe HenpoxoMmocts H nephopauns KK T nantosee vacro
HAOMOJATHCE ¥ MAIHCHTOR ©0 WIOKAWCTBRHHLIMH cTpoManbubiMi onvxoaamu AKKT. B cayuae

METACTAZHPYIOIHY  AIOKAYCCTRCHHBIX  CTpoMibHBIX  onyxonel KT sekpor onyxoaw momer
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onyxoiavd KKT. ¥y KOTophixX e¢ NpHYHHON MOIVT CAVAHTE METACTAZH WIH CHACUHLIH 1Ipolece B

BOZHHKATH HA (t)OHC ONVXOICBOTO  OTBETA,

Heanpoxogumocts JKKT game peero sosnukaia y n

Oprommoi 110JI0CTH, BOTHHKIIHEG B Pe3yLTATS paHee nposeienno# onepauny Ha XKKI (5 cayuae
NPHMEHCHHA [IPENapala B Ka4YecTBe OpeicTha AMbIOBAHTHON TepanHH).

CuHOPON [USHCa ONYXORN

TTpHYHHHO-CIACICTRC HHANA CBAIL PABHTHA CHEZIPOME JIMIHOA OITYXOIH B IPHMCHEHMA HMaTtHinGa ne
MOKET OBITEL HCKIIOMEHA, O/IHAKO B HEKOTOPLIN CAVMAAN PeaVALTATE HCCEIOBAHKI HOKAKAIHCE
NPHMEHSHHEM OJIHOBPEMECHHON MEIHEAMSHTOSHON TePATIHE M APVTHMH HE3ABHCHMBIMH (DAKTOPAMH
PHCKA.

Jadepxcxa pocma y oemen

OTMeeHo BIHARKEC HMATHHHOQ HA POCT NpH NPHMCHCHHH [penapara vV Jerci. ocobenno B
npenySepraruom neproie. IpHaunHO-ClIRIC TREHHAS CRSLL ITOMO SWISHHA ¢ /ICUeHHEM BKMATHHAGOM
He MOKET ObITh HCKII0UCHA, HECMOTPA HA OTPAHHHICHHOCTD [IAHHLIX B HCKOTOPBIX CAYHAAX 3WICPAKH
pocra v aerei ¢ XMJT va doue eueHns npenapaton.

Tracene HP co cmopors GRxameibiot Cuemel

Tsiesnie (HHOT 13 CONPOBOKAIIONHECH 1@ TATLHEIM HCXOZOM ) ARISHEA OTMEUAIHCE Ha (hone npHema
HMATHHHOA. 4 HMEHHO! OCTpad  JLIXarTelibHafg HEAOCTATOMHOCTL, JICTOMHAA THICPTSHIHA,
HHTePCTHIMAILHAS  Dosleans  Jtlerkux B (pubpor  serkux,  Conyvicreviomas — naroaoris
CCPACHHO-COCYIHCTON HIIH JIMXATC/ILHON CHCTCM MOKCT YCVTYOIRTH TARCCTE JaHHBIX ABICHHT,
Hannsie 2000pamopnux mecmos

lenamorocuaeckue acenus

Y mammentos ¢ XMJl B KIHHHYCCKHX HOWIJOBAHHAX OTMEUCHO PA3BHTIHC HHTONCHHM, B
OCOOCHHOCTH HEHTPONICHHH H TPOMOOUHTONCHHH ¢ HEMHOTD 00/1e¢ BHICOKON YaCcTOTOH PAtBH ITHA NPH
NPHMEHSHHH TIpenapara b 402ax = 750 Mr. BOOHHKHOBE HHE HHTONECHHH HMEJIO 9eTKVIO 1aBHCHMOCTL
or cragun  3a00/ICBAHMAT  HMACTOTA  BOZHMKHOBCHHMA Heitponenwn (alco/motnoc  KomHuecTRO
HeHTpOMIBHLIX  rpaMysionuIor & Kkporn < LOX 10721) # 1poMOOIHTONCHHE  (KOAHYECTRO
TpomGonmTor < 50 « 10%/1) 3-# wan 4-1i crenenn Goua B 4-6 pas spime B dase GAACTHOIO KPH3A H B
daze axcenepamum (59% K 64% m HM% x 63% 1A HSHTPONCHHH H TPOMOOLHTONCHHH
COOTBETCTRCHHO) 110 CPABHCHHIO ¢ Takoroi v nanueHtos ¢ XMJT & xponndeckoii daze (16.7 %o s
HelTponeHHH H 8.9 % i TpoMOOIHTONCHEH ). Y NAUHCHTOR ¢ BHOBL JHAMHOCTHpoBanHLINM XMJI 8
xpoumMucckoit paze wHeltponichua 4-H crencuu  (alComoTHOC  KOUIMUCCTRO  HeHTpODhHILHRIX
PPARYIIOIHTOR B Kporl < 0,5 « 10721) u tpoMmGonHTonenns 4-i crenenn (abeoioTHOE KOMHISCTRO
TpomGounTon B kponk < 10« 10” 1) Gru orvenennt v 3.6 % o <1 % HAUHEHTOR COOTRETCTBEHHO.
Cpenuan npoZIo/mRHTe/ILHOCTE HMHI0A0B HEHTPONICHHH H TPOMOOIIHTONCHHH CocTamtaia oT 2 10

3 weneas moor 3 0 4 Hefels cooTRercTReHHo. Kak Npapsio. JaHHBC SRICHWS  YCICUIHO
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FeMATOIOTHYSCKOH TOKCHYHOCTH 3-H W 4-i crenend v aeredt ¢ XMJl Ghuia uMTOTORCHUHOCTD,

KOPPERTHPOBRAIHCH CHHICHHCM 103K HJIH BPCM

HPHEBOAA K NOJHOH OTMEHE TePalliH [Ipenaparon.

BKJIIOUAA HEHTPONCHHIO, TPOMOOUHTONICHHIO H AHMHIO, KOTOpPhie HAHOO/ICS YacTO PAIBHBA/IMCE B
HEPBbIe HECKOILKO MECHICE TCPAITHH NPCHapaTOn.

Y NAUHCHTOR ¢ HEPeleKTAOLHLHLIMHE HIH METACTATHYCCKHMH AIokadecTRenuuiMH THCO anemus
3-# 1 4-ii crenenn orvesenbt v 5,4 % 1 0,7 %0 nanpueHToB COOTBETCTBEHHO, 1O MOF10 ObITH CBAIAHO
¢ WEIYAOUHO-KHIBCYHEIM  HITH BHYIPHOIYXONCELIM KPORBOTCHEHHEM Y HEKOTOPRIN MANHEHTOR.
Hettponiennst 3+ u 4-# crenenn omvewena y 7.5 % u 2,7 %0 nanMeHTOB COOTBETCTBEHHO, A
TpomGonuTonenua 3 cremenn — v 0.7 % naunenron, He saperncipupopano TpoMSonuToneHHy 4-#
CICIEHH Y HAUHCHTOR JaHHOH KaTeropui. CHIKCHHE KONHYSCTEA NCHKOUHTOR H HeHTpOdILHEIX
FPAHY/IOIHTOB § KPORH OTMEUAIOCH, KAK NPABHIIO, B NCPBLIe 6 HEAIL TepallHH. b NOCIAVIOMEM
JAHHBIE TIOKAZATRIH OCTABATHC L CTA0MILHLIMH.

Buoxumuneckuii anaius kpoeu

OrMedeHnl CAVIAH YREIHICHH aKTHBHOCTH TpancaMuuas (< 5 %) u kouueHTpaiuun GraupyOuna
(< 1%) TaxeSOH CTSMCHH, KOTOPLIE VCACMHO KOPPRKTHPOBATHCE YMEHBIISHHEM J00LI HIH
BPCMEHHONH OTMEHOH Tepalui (CpeAHRs NPOJAMTKHTILHOCTE JIAHHEIX DITHION0R  COCTARINIG
1 megemeo). OTveHa JeWeHHA HMATHHEAOOM B CBAIH C  NATOJNOMHYSCKHMH  HAMCHEHHSAMH
Aaboparopueix nokazatenel GyukinHy neuenu norpeborasacy Menee, vem 1 %o naumenton ¢ NAMJL
TToBbumene AKTHBHOCTH aaRNHAMAHOTPARCEPasi 1 acnapTaTaMHEOTpadchepaim B chiBopoTRS
KpoBH 3-it # 4-i crenend y nanuentor ¢ FHCO ornveseno p 6.8 %0 1 4.8 % cayuaes. Vaeanuenue
KOHLCHTPAUHH OHAMPYOHHE OTMeYeHO B MeHee eM 3 "o cnyuaes. Japeruc TpHPOBAHL TAKES CAVIAH
HHTOTHTHYCCKOIO M XO/ICCTATHUSCKOIO TNATHTA H IIRUSHOUHOH HEAOCTATOYHOCTH, B HEKOTOPHIX
CAYHAAX C JICTALHBIM HOXOIOM.

Feau pote N3 PRATGHNBIX 6 NHCMPYRYNN ROBOYHRX Shghexmos YeyeVoR[IMER, Wit Bel 2auemuin

ROGIRE OPYEUE NOOOIHBIE FPHENMB, HE YRATARNKE 6 UHCMPYKYIUL, COOOUIME 00 TMOM 6PaYy,

MMepeaoanponka

CHMITOMEL

lepedoruposka y espochutx

Ilpu npreme uMarHuHba B goae 1200-1600 mr b Tedense 1- 10 auell ¥ malHeHTA ¢ XPOHHYCCKAM
muenoaciikozom B dase GracTHoro kpw:a HabMIOALIHCE TOMHOTA, PROTA, JMAPCH, KOXKHAR Chillb,
APHTEMA, OTEKH, IIPHNYXIOCTH B OCHOBHOM JIHIUA, TIOBKINECHHAA VTOMAASMOCTE, MBITICHHLIC CIIAINMDI,
TPOMOOUHTONCHHA, NAaHIHTONCeHHs, Do, B &HBOTe, rosopHas Oouk. cuxxenwe annerwra. llpw
npHeme BMaTHEHGA B 1o3e 1800-3200 M1 (ranboabmas oza coctasisaa 3200 Mr B CYTKH B TeUCHHS

G-11 uncn) OTMCHAIHC L CﬂZlﬁDCIB: MHUTTHA, HCAVIIOHHO-KHICYHBIC 6011[4, HOBBINICHHC AKTHEBHOCTH
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B e 6400 M OHOKPATHO V IRLHEHTA PABHIHC

OTeK JIMIA, CHHACHHE KOJMYCCTBA HCHIPOQMIOE M IOBLIICHHE AKTHBHOCTH «IQUSHOUHLIXN
TPAHCAMHHAS B CHIBOPOTKS KPOBH.

ITpr npueve avatuinba B Jose 8-10 1 O/IHOKPATHO OTMEYAIHCE PROTA K KCAYI0UHO-KHIIC THBIC
Oonn.

lepecoruposka y cemeit & noGpoCIMKos

Iipn npueme nvarunuda B jgoze 400 Mr oiHOKpATHO v 3-X J1eTHENO pefeHKa OTMEHAINCE pBOTA,
Auapes 1 anoperkcrs. B apyros cayuae npu npreme umMataunGa B a0se 980 Mr oanokpario v pebenka
B BOIPACTE 3-X JIeT HAOMIOAATHCL JHAPER H CHHKCSHHS KOHUSCTEA JIRHKOIHTOB.

Jeuenne

B cayda¢ nepeocHpOBKH MNPOBOAAT CHMNTOMATHYSCKVIO TEepPanHi. AHTHIOT K HMATHHHOY

HEeHIBSCTEH,

Baanvogeiic reme ¢ Jpyrimsin JIerape rBeHHLIMMN CPeICTBAMN

llpr OIHOBpeMEHHOM NPHMCHSHHH HMATHHHOA ¢ npenapatamu. HHrHOHPVIOMHME HiohepMenT
CYP3A4 wmuroxpoma P450, panpumep, wurubHTOpamMe  nporTeaitd (HHHHABHD, JIONHHABHD,
PHTOHABHD. CAKBHHARHD, TenanpeRdp. Hedduuarup. GOUCNpeRHp).  MPOTHROTPHOKOBLIMH
NPeNAPATAMHE TPYIIEL 2200108 (B T4, KeTOKOHAZO0/L HIPAKOHATO/, TNOAKOHAZON, ROPHKOHA2O/)
HCKOTOPBIMH  AHTHOMOTHRAMH-MAKPOIHIAMHE  (OPHNTPOMMITNH, KJAPHTPOMHIME, TC/IMTPOMMILNH ),
BOAMOKHO 2aMe/UlenHe MeTaboIH2Ma HMATHHAGA | VBEIHUSHIE ero KOHUSHTPALHH B I123Me KPOBHK.
HeoOxoamMa oCTOPOKHOCTL NIPH  OJHOBPEMEHHOM MPHMeHEHHH HMaTHHROA ¢ npemapataMu -
HHraoHTOpasu uioepmenta CYP3IA4,

Hanpotie, OAHOBPEMEHHOS (PHMEHCHHE (IPCNAPATOR. HBIMONHXCE HIAYKTOpaMH HiodepmenTa
CYP3A4 (manpamep, pROAMIHIHEA, ACKCAMRTATOHA, Npenaparor 1pepolbos NpoALIPSRIEHHOTO,
NPOTHROMIMICTITHYCCKHX  npenapaton:  kapOamazcnmma,  oxckapGazcnmna,  denuromnma,
(penoBapOurany, poCcheHHTONHA, IPHMHIOHA), MOMKET NPHRCCTH K YCKOPeHHK)  Meraboianima
HMATHHHOR M. KAK CJIRACTBHE, VMEHBIICHHIO €70 KOHUSHTPAIMH B IIa3Me KPoBH H Hexpdek THBHOCTH
Tepanui, Coeaver uiterars OJXHOBPEeMEHHOIO NPHMEHSHHI HMATHHHOA H MOIIHBIX HHIVETOPOB
nrodepsmenta CYP3A4L

IlpH OaHOPPEMEHHOM NPHMCHSHHH HMATHHHOA H CHMBACTATHHA OTMETASTCA YBIHWCHHE Chax H
AUC cumpacrarusa B 2 u 3,5 pasza COOTBETCTBCHHO, 9TO SRIACTCA CJACACTRHEM MHIHONpOBAHWA
wiodepmenta CYP3IA4  wmaruanbom.  Pexomerayeres  cofumonars  OCTOPOMKHOCTL  MIPH
OHOBPEMEHHOM NPHMEHEHHH HMATHHKOA | npenapatop, AWBHoIKXCH cvicTpatamu wiohepmenTa
CYP3IAY p pMeIomuX VIEHHA THANATOH TePANeRTHISCKOH KOHIICHTPAITHH ( HANPHMESP. HHEI0CTIOPHH,
HHMO%H/L TAKPOIHMYC, CHPOIHMYC, sprotamul. gedranni. repdesanny, Goprezomud, 1onerakce,
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XHHHHH), (MOCNENOBATENBHOCTE 0001)

HMaraulb  MOKeST  VESAMIHBATL  KOHUSHTPAIH
vetabonnikpyommxes miodepmenton CYP3IA4 (1puazono-0eH30HaGCOMHEBL, AHTHIPDONHPHIHH,
Gurokaropst «MEIVICHHBIX» Kb LIHEBRIX KAHAI0B, DonpmHHCTBO uHrubHTOpOB
I'MI-KoA-peaykrain, B 1. 9. CTATHHE).

HmatHeaiO taxoke HurabHpver uzodepment CYP2C9 u mrodepment CYP2CI9 in vitro. [lpu
OIHOBPCMEHHOM  mpuMmchchnuy  pMatnenGa ¢ sapbapurom  mabmogaioch  yBEIMUHCHHC
npoTpoMGHHOROTO BpeMeHi. TIpH OHOBPEMEHHOM NPHMEHEHHE ¢ KVMAPHHOREIMH [P0 H2BO (HEIMH
HEeOOXOIHM KPATKOCPOUHLIH MOHHTOPHHT NPOTPOMOHHOBOTO BPeMRHH B HAYAIC H KOHIE TepPallHH
NPeIApaTOM, 4 TAKKS NPH HIMSHOHHH pekuMa JAocHpopanua npenapata Hamatuun®, B kauectne
AMLTEPHATHRK BapDapuHy CACAYer PACCMOTPETh BONPOC O INPHMCHEHHH HHIKOMONCKYISPHBIX
renapHIoB.

HeaocTarouno uzyyen Bonpoc JIEKAPCTREHHOIO RIAHMOZEHCTRHS MMaTHHHOA W npenaparop Juis
xumporepanun  y nampenros ¢ Pht OJUJI. Heobxommmo  cofuniopate  oCcTopokHOCT:  1IPH
O/JHOBPEMEHHOM LPHMEHEHHH HMATHHHOA M XHMHOTEPANCBTHYSCKHY [IPENapaTtos B CRIM C
BOMOKHBIM  VBSTHUCHHSM PHCKR PasBHTHA JIGKaPCTBCHHBIX  OCKOUKHCHHE, TakKHX  Kak
renaToTOKCHIHOCTE, MHEJIOCYIPRCCHA H J1p.

TIpH XOMOHHAIIHK AMATHITHOA ¢ XHMHOTePANEBTHISCKHMH NPENapaTaMH B BEICOKHX JI03aX BOIMOKHO
PRBHTHE TPAHTHTOPHOH Ne%eHOUHOH TOKCHUHOCTH B BH/IE YRSIHYSHHA AKTHRHOCTH «IIeHeHOTHBIXY
TparcanmuHas u runepSmwmpyvonnevan, [Tpu komBunanny umaruiuba u peEHMOB XHMHOTCPANNH,
KOTOPEIE NOTEHIHANLHO MOI'YT BHIZRIBATE HAPYINCHHA QPYHKIHH NedeHH. ChelyeT npefycMoTpers
KOHTPOIL HYHKIHH HeUSHH,

In vitro umaruad uurudupyer wiodgepment CYP2ZD6 uproxpoma P450 B 1ex e KOHUCHTPAUMSIX, B
KOTOpLIX OH HHIHOHpYeT iodepyent CYP3A4.

TipH nNpHMeHEHHH HMaTHHHOGA B 1022 400 Mr 2 paaa/CyVT BMECTE © METONPOIOJIOM, cyOCTpaToM
wiohepmenta CYP2D6, ormewactea  ymepennoe 2aMmejpicHne  mMerabosmsama  METONpPoJiona,
conpopomaatomeccs VeeaHaeHueM Che # AUC npudinmaurennio wa 21 %. Yaumuipeag yMEepeHnoe
vernenne xpextos npenaparop. sssnomMxces cvocTparamu wiodepmenta CYP2D6 (nanpuymep.
METOMPOOAA), NMPH HX OJHOBPSMCHHOM MPHMCHSHHH ¢ MMATHHHOOM, He TpebyeTcsa HIMEHCHHS
PEKHMA JOTHPOBAHHSL.

In vifro AMATHHHO HHrHEGHpYeT O-IMOKYPOHHIAIHIO NapaleTamoia (aneramMuHodena) (KoHCTAATA
uHrubuporanns-Ki 58,5 mxM), Oxpaxo npumctcnue umatunuta (B o3¢ 4X) M1 B CVTKH B TCUCHHE
8 Aneit) ¢ napaneramoaoM (OAHOKpaTHeil npHes 1000 Mr sa BockMOi JAeHn) v naudentor ¢ XML ne
NPHEOIWIO K HIMEHEHHIO (papMaKoKHHeTHRH (apareramona, (DapMakokHHeTHRa MMaTHHHOa ne

HIMSHATACHL TIPH OJHOKPATHOM npHeme napaueTamona, Csenenas o (apMAKOKHHCTHRS HIH
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Y pamentToB nocie THPCOHIDIKTOMHH,  TOJVUAIONHN IaMeCTHICLHYIO TOPMONUILHYIO TePAITHIO

GesonacHocTH QJHOBPEMCHHOTO TIPHMCHCHNA HMa

HIH JUIHTELHOTO OQHOBPSMEHHOTO IPHMEHSHHA

JCBOTHPOKCHHOM  HATPHA, BOEMOXKHO CHHACHHe Q10 KOHUSCHTPAUHH B IVIIME KpPOBH TIPpH
OHOBPCMCEHHOM TIPHMCHCHHH © varuunbont. Oraedensl coodienns o PAABHTHH TOPAOKCHHA

HCHUCHH [IPH OJHOBPEMEHHOM IIPHMCHCHHH HMaTHHHOA H AClHaparHHashel.

Ocoinie yrRaauun

Jevenne wmatHunbOM CaenyeT NPOBOMTE TONBKO 10 nalunoZieHHeM BpayYa, HMEIOMEro OnbiT
PaboTHI ¢ MPOTHROONYXOJICBLIMH NPETIAPATAMH,

TTpu ofipaimeHnd ¢ npenapaToM cie/ver mierars MONAIAHHA ero HA KOKY H B IR, a TakKe
BAKXAHAA nopomka npenapara. [Iocie pacTROpeHHA COACPARMOrO KalCyJIbl CAeAVeT HEMEUICHHO
BLIMEITE PYKH,

emu u noapocmu

Oneir Jrevenas wxaanGoM gerell ¢ XMJD maaqme 2-X €1 OfpaHHyed, ONKIT IIPHMEHEHNUA
HMATHHHOR 1O JAPYTHM MOKAZAHHAM OTPAHHYCH ¥ MAHSHTOR MaaIme 18 7T, ONLT NpHMEHSHHA
avatHanGa v aereit ¢ OJUT waaune ognoro roja orpansuen. [Jlosrocpounne sdpexnl pnrennnorno
BOANCHCTRHA HMATHHHGA HA POCT Y JeTeH HEHARCCTHRL HO TAK KAK HMEIOTON COO0MICHHA O CIyTasx
JAIEPIKKH POCTA, PEKOMEHANETCH TIPOROIHTE TIATE/ILHLIH KOHTPOIL POCTa Y e Tel. NpHMeHsIOTIHX
IAaTHEND.

Fadepeka NUOKOC L

B cBisH ¢ TeM. UTO NPH DPHMeHEHHH MMmardHnHOa npHmepno v 2.5 % NAaHEHTOB ¢ BHOBL
auarpoctupopannbiM - XAJL omveuanacy  BLIpAKSHHAN 3aJCPAER JKHIKOCTH, PeKOMEHIvercH
Pery.sIpHO KOHIPOAMPOBATE MacCy Tela. B ciavaae HEOMMAAHHOTO ORICTPOIO YBCIHYCHHA MACChI
TeNa. CJIRAVET NPOBECTH OOC/HI0BAHHS NAIHSHTA H NPH HEOOXO/IHMOCTH BPSMEHHO NPEKPATHTE
Tepanuio uMaTaHboM B Havarh npumeHcHue jmyperkop. HanBoswman sacrora pazsurms
ACPKKH AHIKOCTH OTMEMALTCH Y MOAKWILIX MALMCHTOR ¢ COMYICTRVIONMH 2abolIeRaHHAMH
CePALYHO-COCYHCTOH CHCTEMB.

B ormaeapHmy CAVUAAX BRIPAUKSHHAA IAICPAKKR KHIAKOCTH MOJKET HMETh TIDKSJ0S TeUeHHE ©
JeTaibHeIM HeXooM. [IpH NpPHMCHEHHK Dpenapara OTMEHANACh CMEPTh NAUMHeHTa ¢ GUacTHbIM
KPHIOM H KOMIUVICKCHOH CHMOTOMATHKOM! NICBPUILHEIM BHINOTOM. XPOHHYECKOH cepacuHoH H
MOYCHHOH HEIOCTATOYHOC ThIO,

Koumpoas 2a60pamopruix noxazamenes

lenamonoauaeckue noxasamen

lpu npuveHe i IMATHEROA OTMEIAIOCEH PASBHTHE HEHTPONCHHH HIH TPOMOOUHTONCHHH, O/THAKO

FTH ABJACHHA HACIH YCTRVIO CBASL CO cramei znﬁoneaaum, HACTOTA HX BOTHHKHOBCHHA Oblt BRILIE
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v naumncHtToB ¢ XMJI 8 (hare GracTroro kpuia win fdae am%eﬁgﬁeﬁﬁ%tu&g@ fuatH

¢ XMJ e xponuueckoit daze. Boamomno eo

NPHOCTAHORJIRHHH TEPATIHH WIH YMEHLIICHHH 103K Ipenapara,
DynryRa neueny

ITpH DpHMEHCHHH HMATHHHOA PEKOMEHANETOR Pl YIAPHO DPOBOIHTL KIHHHYCCKHIT AHATHS KPOBH H
OCVINRCTIIATE KOHTPOUIL (DVHKUHH [CYeHH (TpaHcaMHHazhl. CHIHpVOHH. wenounas (ocdarana).
ITpu npusescHl uMaTHHHGa ¥ NAHCHTOR ¢ 2a00/ICBAHNAME TICHCHH CICAYET PEIVJAPHO MPOROINTL
KAMHHSSCKIA AHAIM? KPORM i ONPEACHATE AKTHBHOCTE (IEHEHOMHLINY BepMeHTOR.

Hapywenwe giynxynn novex

Huamianb ® ero meTaboJHTLI BRIBOJATCA TOMKAMHM B He3HAUMHTLALHOH cTenend, Kaupenc
KPCATHHHHA CHHAACTCA ¢ RBOZPACTOM. HPH 3T0M BOIPACT HE HMEET 2HAYHMOIO BIMAHHA Ha
DAPMAKOKHHETHYCCKHE [IOKA3ATE/IH HMATHHHOA. Y NAUHCHTOB ¢ HapYIICHHSM (QVHKIHH MOYeK
SKCHOMIAS HMaTHHKHOA B IUIIME KPOBH BLIIE 10 CPABHEHHMIO C NanHeHtamM 0et TakoRbix
HAPVINCHIH, FT0 BOIMOWKHO CBAMHO € YBCIHICHHCM KOHLCHTPAIINE KHCIBIX a1h(pa-1IHKONPOTSHHOB
(OCHOBHEIX GelkoR IATMEL KPOBH, CEAZLIBAIOMMXCH ¢ MMatHHAOOM). He orveycHo Koppeisiuu
DKCTMIOZHIH HMATHHHOA W CTeNCHH HAPYMISHHA QYHKIHH MOYCK YV MAIHRHTOR ¢ HAPVIICHHEM
dvaEmss novek o1 gerkoi (Kompenc kpearununa 40-59 wur/vmn) 10 TEKeI0H (KIHPEHC KPeaTHHHHA
< 20 MMHH) CTONEHH TSIACCTH. Tem He MeHee, MpH HENEPEHOCHMOCTH V NANHCHTOB JaHHOH
KATETOPHH HAYAILHYIO 02V fpenapara ciae/lver CHHIHTL. JUMTeasnoe npuMeHeHHe uMaTHHHba
MOEET ObITH ACCONMHPOBANO € KAMHHYCCKH IHATHMBIM CHIRCHMEM hyaxumn notwek. epen nawasiom
Tepandi HMATHHHOOM CIRAYET OUEHHTE PVHKIHIO NOYEK H TIATENLHO KOHTPOAHPOBATE €& BO BpeMs
TePANHHK, YIeasA ocoboe BHHMAHHE NALHeHTAM, HMSIOUMM (PAKTOPLI PHCKA PasBHIHA HapVIICHHA
Pvukmn  noyek. B cavuae BMANICHHA HapVIIeHHA QVHKUMH [OUWCK, CJeAYeT HAuaTh
COOTBETCTRVIONIEE [ICHCHHE.

Nunomupeos

[Tockoapky MMeioTeA cooOmeHNs O PRIBHTHA THIOTHPCO3a HAa (hoHe NpHMEHCHHA uMatnanba y
NALACHTOR,  NEPCHECIIHX  THPCOWDKIOMHIO H  HOAVHAIOMMX  2AMCCTHTCILHYIO  TEpaniio
JRBOTHPOKCHHOM  HATPHA,  HEOOXOAHMO PeryJEpHO  [IPOBOIHTL  ONPE/ICACHHE  KOHIHTPALIHH
THPSOTPOIHOIO FOPMOHA ¥ JAHHOH KATeTOPHH NALHCHTOB.

Hayueumar ¢ 206016 AHNAMIL CEPAENRO-COCYIUNCMION CUCTHEMIN I NOVENHON HEAOCMAMOUHOC LI
Caenyer 00eCneTHTE TIATSALIOE HAOIIOACHHE NANHSHTOR ¢ 2a00ACBAHHAMH CEPAC THO-COCYTHCTOH
CHCTEMBE, (PAKTOPAMM PUCKA PAZBHTHA CCPICUHON HEOCTATOUHOCTH, 3 TAKAS IAIMCHTOR € NOUCYHOH
HEAOCTATOYHOCTEIO B aHamuese, TIpH BMARKCHHE (PH3HAKOB HIH CHMITTOMOB, VEKQILIBAONIHX Ha
JAHHLIR COCTOSHHS, CIRAYET NPOBECTH OLSHKY COCTOSHHSA NAIMEHTA H HAYATH COOTRSTCTRYION(eS
Jenuenne. Y nanHenToB ¢ cHuaponom rameprasaiodann (CLD) uoosunoduannoi paduILTpanHei

MHORAP/A B HAYLIC TepanHu HMATHHACOM OTMESLIHCh 0TS/ IbHAIC CAVHAH PAiBHTHA Kap/HOICHHOTO
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HANPABICHHBIX HA NOUICPAAHHE KPOBOOOPACHHA, H BpeMeHHOH o1Mennl iMaTtHuuba. Y nanneHon

MOKA/ JICBOACIVIOMKOBOH HCAOCTATOMHOCTH (CR

KVITHPVIOTCH [oche QoDABICHHA K Tepaliy CHCTe

¢ MIACMII3 u  BBICOKMM  KOUIHYSCTBOM  D03HHOPWIOB  cjeaver  NMPOBOAHIL
AKTPOKApIHOrpadHUISCKOe HCCASAOBAHRE H ONpPEeiaTh KOHUCHIPANHIO KapAHOCHCUHPHIHOTO
TPONOHHHA B CEIBOPOTRE KPOBH. 1IpH BLIARICHHH OTKIOHCHHH OT HOPMLI B HAYA/IE TEPAIHH ClIeVeT
PACCMOTPETH BOZMOKHOCTH NPOPHIAKTHHCCKOTO NPHMCHCHHA CHCTEMHBIX TIIOKOKOPTHKOCTCPOHIOB
(1-2 MI/KT) B reveHne 1-2 Hejledis OJHOBPEMEHHO ¢ HMaTHHHGOM.

Kposomevenue uz opeanos HKKT

Y nanEeHTOB ¢ HeonepaGeMLHLIMH W/ HIH METACTATHUSCKHMH wiokagtecTseHuuymi ['HCO 8
KIHHRYCCKHX HCCAR JoBaHiAX 3 (bl KPOROTEHYCHHA PALTHYHOH JOKLIHAMH o TMesanucs B 12,9 %
CAYYACE. B HCCJIRZOBAHMAX 2 adkl KOIVAOYHO-KHINCYHBIC KPOBOTCUCHHS OTMCUYAIHCH ¥
8 nannenTor (5.4 %), KPOBOTEUSHHS U2 OIYXOJICREIX OMATOR — ¥ 4 nanuentor (2,7 %0). Kporoteuenns
Habunoamnce Kaxk u3 oprason OpIOmHON MOJIOCTH, Tak M TNICHCHH, B 3ABHCHMOCTH OT JOKLINZAIMH
onyxXoleBsiX ovarog. Kpome r1oro. B OOCIPErHCTPAHOHHOM [EPHOAE HONYHeHLl O1AeIbHEE
COODMSHHA O CAVUAAX COCVIHCTOH OKTasHH anTpatwbHoro otraena skenyaxa (GAVE-cuuapowm),
PEIKOH NPHUHHE KTV I0MHO-KHIIRUHOTO KPOROTEUCHHS, 3APe] HCTPHPOBAHHMX Y nanuenTor ¢ XMJ
# OJUT 5 apyvravy 2abonesandaMi. Heodxoagumo kouTpoarporats coctoanye JKKT v nannenTos ¢
METACTATHYSCKMMH  ioKavecTeennbiMe  THCO  (Goss B JRHBOTE,  KeIV/IOYHO-KHINEYHEIE
KPOBOTCHCHHA, 3aM0p W JIP.) B HAYAJIC M HR BCCM NPOTHMRCHUM Tepamun umatnunbom. B crysac
HeOOXOHMOCTH CAEAYET PACCMOTPETh BOIMOKHOCTE OTMEIL! TEPallHi NPEnapaTon.

CUNOPON AUSHCE ORYXORN

BeaencTsie pHCKR PABHTHA CHHZPOMA JIHIHCA ONVXOIH [Iepel NPHAMCHEHHSM HMaTHHHOa caeayer
HPH HEOOXOMMOCTH CKOPPEKTHPOBATL KIIHHHMCCKH BRIPIKCHHYIO JCTHAPATALMIO H HORLUICHHY
KOHLSHTPAHH MOYEBOH KHCIIOTHI,

Peaxmusayus supyea cepaniana B

YV nauHeHToR. SRISIONMNCH HOCHTCAAMH BApYCA renaruta B, BOIMOXKHA PCAKTHBALMA JAHHOIO
BHpYCa nocie Tepanuu npenaparami muraGuiopanu BCR-ABL mHpo3HHKHHASHI, TAKHMH Kax
HMATHHHO, B HeKOTOpRIX CAYUAsX NPH NPHMEHSHHH NPENapaToB JaHHOTO KIACCa OTMEUCHO
PRIBHTHE OCTPOH NEUCHOUHON HEIOCTATONHOCTH WK (PVABMHHAHTHOIO IeNaTHTA. NPHEOISIIMX K
TPAHCIUIAHTAIHE NCYCHH WM JICTATLHOMY Hexoay. Ilepea HadaloM TepamHH MpenaparoM BeeX
NANMCHTOB cacyeT ofcacnopare Ha Hagwuue Bupyca rematura B Cocayer Takke NpoBecTH
OGWIC/IOBAHHE TAIHCHTOR, NIOIVIRIONHN TEPANTHIO NPEHApaTOM B HACTOAILSE BPEMA, HA HAAHYHE
HHPHIHPORAHHS BHPYCOM renatuta B ¢ ue/ikio priseienns nocutenel gaudoro poabyureas. [ipu
MOIVUCHHH TOAOKHTS/ILHOTO Pe3VILTaTa CePOTOTHICCKOTO TeCTHPOBAHHA (B T. 1. NPH AKTHBHOM

HHQCKIHOHHON  Npolecce) CACAVET NPORCCTH  KOHCV/IBTAIHK NAalMEHTa Y Telaroiora M
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HPENapaTOM, TAK H NANHSHTOB, NOIVHAIONHY Tep

NANHEHTA, SBHIONITOCA HOCHTRIIEM BHPVCA renaruta B. nph HeobXouMOCTH JIeYeHHA NpenapaToM
CACIVET TWIATILHO KOHTPOIMPOBATL HA NPeMET PA3BHTHA NPHIHAKOB H CHMIITOMOB AKTHBHOIO
HHPSKITHOHHON O [IPOLIECea KAK BO BPEMA TCPAITHH NPSIApaTOM. TAK H B TCHCHHE HECKOILKHX MECHLECH
MO/ €@ OKOHYANHSL

TpoxGomuueckas muxpoarnanonamuz (1TAMA)

Ipumenenne nurudnropor BCR-ABL-mupotnaknsasel Gu10 acconmuporato ¢ pazenriem TAMA,
BKJIIOYAA OTAbLHE coobmenns Ha done npopoj Mol Tepanun umatuiuGom. [lpy noasnennu v
NANHSHTA, MOAVIARIETO HMATHHHO, Ja00opaTopHLIX HIH KIHHHYSCKHX npm#akor TMA
HeOOXOHMO TIPERPATHTSL TEPANHIO H NPOBSCTH TATEALHYIO oleHKY TMA, Brinovas onpeie/icHne
AKTHBHOCTH  MeTAUIONpoTeHHasel — ADAMTSI3 w  wyporna antR-ADAMTSI3  ammaren
(HnmyROIIOOYIHHOB) B maiMe kporw. B enyuae noepwimenns vpopus antu-ADAMTS13 anmren
OZHOBpEMCEHHO © HHKOH akTHBHOCTRIO ADAMTSI3 8 mnazme xkpopm vepanmio wMaTHEHOGOM
BO200HOBIATL He ClleyeT.

Kowmpayenyus

TTanyenTam ¢ COXPaHSHHRIM PENPOIVETHBHEIM NOTSHIHATOM CIe/[VET PEKOMEH/I0BATE HCNOILIORATE
HAZIGKHBIE MCTOL] (METO/LL. MPH KOTOPEIX YACTOTA BOSHHKHOBSHHA GepeMEHHOCTH HE NpeRLIiTaeT
1 %0 B ro/1) KOHTPALEITIHH BO BPSMS TEPANHHK NPEHIAPATOM H B TeYEHHE KaK MHHHMYM 15 auHel nocae
OTMEHM [TPHCMA [Ipenapara,

Depmuisnocme

Hecneosanns BanHARRS MMATHHHOA Ha (PEPTHIALHOCTE H CIIPMATONCHES ¥ MVAKTHH He NPOBOIHINCE.
[lanuenTam MYTKCKOTO 11013, NOJIVIAIOHHM NPLIApat, 110 JAHHOMY BONPOCY ¢aeaveT oDpaTHTLen 34

KOHCYJILTRLHEH K Jieualemy spany.

BimsiHie Ha cnocotHoCTE YIPARANTL TPAHCTIOP THEIMI CPEICTBAMIL, MEXAHHIMAMM

Hexoropeie nofounsie sdderinl  npenapara, TakHe KaK  FOJOBOKPYIKCHHE M HEHSTKOCTL
(3ATYMAHHBAHNE ) 3PEHHA MOT YT OTPHUATSILHO BAHATL HA COCOOHOCTL VIIPAB/IATL TPAHCHOPTHRIMH
CPeNCTBAMH H BHIIOJIHATEL NOTCHIHAILHO ONACHBIC BH/IL JACATS/ILHOCTH, TPeOVIONHS NORBIMICHHON
KOHUCHTPAUHH BHHMAHHA H 6“(.‘[])0“:! HCHXOMOTOPHEIX pcaxuuﬁ. B CB®IN C 3THM, DANHeHTaM.
noayuaomun npenapar HyataauG. caeaver npossiarth NOBBIICHHOS BHEMAHKS H OCTOPOAKHOCTE
NPpH VIOPARACHWH TPAHCHOPTHRIMH CPCIICTEAMH M BHRITIOJIHCHHHA NIOTCHIHMATRHO OTIACHRX BHIAOR
Jefreasuoctr. Hpn noseaeann ondcanubiy HP Caeaver poiepRarses 01 BUNOJHCHHA YKASAHHELIN

BHJIOB JIeATC/IBHOCTH.
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dopya BLITYCKA (NOCNELOBATENLHOCTE 0001)

Kancyast 100 mr.
[lo 6. 10, 12 kancysr B KOHTYPHYVIO SYCHKOBYIO VIIAKOBKY M3 IUICHKH TIOJHBHHWIXIOPH/IHOH, MO0
IWICHKH  [O/IHBHHMIX/IOPHIHON NOIHBHHHIHICHXIOPHANOH B PO/ILIH WIIOMHHHEBOH NeuarTHoH
JAKHPOBAHHOH.

Han 1o 6. 10, 12 Kaneyin g KOHTYPHYIO SY¢HKOBYIO YIAKOBKY H2 MATCPHAIRZ KOMOHHHPORBAHIOTO HA
ocHOBC (hostbri (TPEXCHOHHBIN MATCPHAN, BEIOYAIONMI WUOMHHHCBYIO (oabry, micHky u3
OPHEHTHPOBAHHOIO NONHAMMLL, HOJHBHHIIXIOPHIHVIO IUIEHKY ) M (POJIBIH amoMAnHe ROl nedarnoi
JAKHPOBAHHOH,

1,2,3,4,5 6,7 8,9, 10, 12 uiau 18 KOHTYPHLIX SUSHKOBLIX VIIAKOBOK BMECTE ¢ HHCTPVKIIHEH MO

M/ (HITHHCKOMY NIPHMCHCHHKD NTOMCHIAKOT B XapTOHHVIO YIIAKORKY (naql\'y).

Yeaonus xpaneiis
ITpn Temmpeparype te soime 25 °C B kapToHHOH YHAKOBKE (11a%Ke),

NpPaHuTh B HEIOCTVIIHOM /118 AeTeit MecTe.

Cpox rogmocrn
3 rofa.

He NPHMEHATE 110 HCTCYCHHH CPOKA I'oTHOCTH.

Yeaosus omnyeka

OTOYCKAOT 10 PeLeNTy.

Heprmaresm permerpamionmoro yaocrosepernsi: Q00 «zom Mennear

Poccns, 445043, Camapekas obuacts, r.0. Tomwarmi, TEP. O33IIIT, MI'CTP. 3-a, 31auue 11,
crpochne 1, kom 37

pomzeoprens: Q00 «Ozom»

Pocens, Camapexas oo, r.0. JKurynesck, 1. ZKurynesck, yi. I'napociponteneii, a. 6.

Oprasmsaims, TPIHHHMAK IR A npeTersim noTpedureaeii: 000 «Ozom»

Pocens, 443351, Camvapekast oL, r.o. duryaerck. 1. Kuryierex. yiu. U'gpoctiponreneii, 1. 6.

Ten.: +79874399991. + 79874599992

E-mail: ozon'@ozon-pharm.m



