HHCTPYKIIUA
II0 IPMMEHEHHUIO Ipenapara HEWIIOTEH®

PerucrpauiuOHHBI 1 HOMED
ITN011221/01
11 N011221/02

MC)KIIYHaPOILHOC HECIIAaTCHTOBAHHOC HAa3BAHHUEC

dunrpactum

JlexapcrBeHHas popma
PacTBop /17151 BHYTPUBEHHOTO U TOJKOKHOTO BBEICHHS

PaCTBOp JJIA IOAKOXHOT'O BBECACHUA

Cocras

OpnuH ¢nakoH ¢ 1 M pacTBOpa A1l BHYTPUBEHHOI'O U IOIKOXKHOT'O BBEIEHUS COAEPIKUT:

akt nBHoe perject Bo. unrpactum — 30 muH EJl (300 mKr);

BCIIOMOTAaT €JIbHBIE BELJECT BA. KHUCIOTa yKcycHas jensHas — 0.6 mr, 1 H pactBop Harpus
ruapokcuaa — g.S. 1o pH 4, copouron — 50.0 mr, mommcop6at-80 — 0.04 Mr, Boja 1isT HHBEKIIAN

o 1.0 mu.

Onua mmpui-Toouk ¢ 0.5 M pacTBOpa IJis MOJAKOXKHOTO BBEICHUS COJICPIKHUT:

axr muHoe perject po. unrpactuM — 30 muiH EJ (300 mxr) min 48 muta EJN (480 Mkr);
BCIIOMOrar €JIbHbI€ BEIeCT BA. KHUCIOTa ykcycHas nensHas — 0.3 mr, 1 H pacTBOp Harpus
ruapokcuaa — g.S. 1o pH 4, copouron — 25.0 mr, nonucop6at-80 — 0.02 mr, Boja 1AJig UHBEKIUN

10 0.5 mm.

Omnucanue
[Tpo3pauHasi OeCIBETHASI WJIH CIIETKA JKEJITOBATOTO I[BETA KUIKOCTh, O€3 3amaxa Wi co ciaadbiM

3ar1axoM.

dapmakoTepaneBTHYecKas rpynmna
Jlelikonos3a cTUMYJISTOP

Kon ATX [LO3AA02]



dapMaKkoIOru4ecKoe IeUCTBHE

[T emonost maecknii akr op poct a

OUIrpacTUM - BBICOKOOUHIIIEHHBIH HErNTMKO3UIUPOBAHHBIN OeNoK, cocTosmuid u3 175
amuHokucI0T. OH BeIpabateiBaeTcs mrammom K12 Escherichia coll, B renom koTopoit
METOJIaMU T€HHOM MHKEHEPUHU BBEJIEH T€H I'PaHyJIOIMTAPHOTO KOJIOHUECTUMYJIUPYIOLETO
daxropa (I'-KC®D) uenoseka.

Yenoseueckuii ['-KC® - rmukonpoTent, peryaupyomuii oopazoBanyue GyHKIHOHAIBHO
AKTUBHBIX HEUTPO(DUIOB U UX BBIXOJ B KPOBb U3 KOCTHOTO MO3Ta. HeﬁnoreH®, coaepKalun
pexomOuHaHTHBIN yenoBedeckuit I'-KC® (punrpactum), 3HaUUTEIHHO YBEIUYUBAET YHCIIO
HeHUTpomIOB B mepudeprudeckoil KpoBHU yKe B TIEpBbIe 24 4 TIOCIIC BBEACHHS C HEOOIBIITNM
YBEJIMYEHUEM YHUCIIa MOHOLUTOB. Y OOJIBHBIX C TsKeNol XpoHndyeckoi HelTponenueit (TXH)
Heiiroren® MOKET BEI3BIBATH HE3HAUHTEIHHOE YBEJIMYEHUE YHCIIa HUPKYIUPYIOMINUX
903MHO(MIIOB U 6a30(MIOB. Y HEKOTOPBIX U3 ATHX MAIMEHTOB €Il 10 Hayalla TePariy MOXKET
BBISIBIIATHCS 203MHOD IS Ui 6a30uusl.

Heiiroren® 10303aBUCHMO YBEJIMYUBAET YHCIO HEUTPODUIOB C HOPMAILHOM WU TIOBBIIICHHOMN
(YHKIMOHAJIBHON aKTUBHOCTBIO, UTO OBLJIO BBISBJICHO C MOMOIIIBIO ONPEACICHHUS
XEMOTaKCHUYECKOH U (DaromuTupyromel akTMBHOCTH HeHTpodminoB. [lociie okoHUaHUS JICUCHUS
YHUCII0 HeUTpouoB B nepudepruueckoit KpoBu cHuxkaetcst Ha 50% B Teuenue 1-2 nHelt u
BO3BpAIAETCS K HOPMAJIbHOMY YPOBHIO B TEUEHHUE MOCIEAyOmUX 1-7 nHei.

Heiiroren® 3HAYATEIBHO YMEHBIIAET YaCTOTY, TSHKECTh U MPOJOHKUTEIBHOCTh HEUTPOIEHUH 1
(GeOpuIpHON HEUTPONIEHUH, YMEHbBILIAsi HEOOXOUMOCTh U JITUTEIHHOCTh CTAIIHOHAPHOTO
Je4eHus: y OOJIbHBIX, MOTYYaOIINX XUMHOTEPAIINIO IUTOCTATUKAMU WM MUETI0a0IaTUBHYIO
TEpaIuio ¢ MOCIEAYIONIEeH TpaHCIUIaHTAlUEe KOCTHOT'O MO3ra.

bonbHble, nonyyaromue Heiiroren® u [IUTOTOKCUYECKYIO XUMUOTEPATUIO, TPEOYIOT MEHBIITUX
7103 aHTHOMOTUKOB 110 CPAaBHEHUIO C OOJIBHBIMH, TTOYYAIOUIUMHU TOJIBKO TUTOTOKCUYECKYIO
XUMHUOTEpAIHuIo.

Jleuenne npenapatom Heiinoren® sHaunTEIbHO YMEHBIIIAET MPOIOJDKUTEITLHOCTE (heOpHIIbHON
HEUTPONeHUH, TOTPEOHOCTh B AHTUOMOTUKOTEPANTMH U TOCTUTAIM3AINY MTOCTIEe UHAYKIMOHHON
XMUMHOTEPAIUU TIPU OCTPOM MHUEJIOJICHKO3€e, HE BIIMsS Ha YACTOTY JIUXOPAIAKU U UHPEKIIMOHHBIX
OCJIOKHEHUM.

IIpumenenue npenapara Heiinores® kak caMOCTOSITENBHO, TAK H IIOCIE XUMHOTEPAINH,
MOOUIIN3YET BBIXOJ TEMOMOATHYECKUX CTBOJIOBBIX KJIETOK B epupeprudeckuii KpoBOTOK.
TpaHciaHTauUIo ay TOJOTHYHBIX Nepudeprueckux cTBoJ0BbIX Ki1eTok KpoBu (IICKK)
IPOBOJST IIOCJIE TEPANUU OOIBIIMMHU J03aMH LIUTOCTATUKOB, JINOO BMECTO TPAHCIUIAHTALIUU

KOCTHOTO M03ra, JIn0o B nononHeHue kK Hed. Tpancmnanranus [ICKK Tak sxe MoxeT



Ha3HayaTbCs 1ocJie (BBICOKOA03HOM) MUEIOCYITPECCUBHOM IIUTOTOKCUUECKON TepaInu.
[Tpumenenune [ICKK, MoOUIHM30BaHHBIX C TOMOIIBIO MpenapaTa Heiinores®, YCKOpSIET
BOCCTAaHOBJICHUE KPOBETBOPEHMSI, YMEHBIIIAET OACHOCTh FTEMOPPATNYECKUX OCIIOKHEHUHN U
noTpeOHOCTH B MEPETMBAHUN TPOMOOLIUTapHON Macchl. Y neteit u B3pocnbix ¢ TXH (Tsoxenoi
BPOKJACHHOM, IEPUOINYECKON, UANONIATHYECKON HEUTPOTIEHUEH ) Heiiroren® craGHIbHO
YBEJIMYMBAET YUCIIO HEUTPODUIOB B EpUPEPUIECKOIN KPOBHU, CHIIKAET YaCTOTY MH(PEKINOHHBIX
OCJIOKHEHUU.

Ha3znauenue npenapara Heiinoren® narueHTam ¢ BUU-undekiuei mo3BosieT moaaepxaTh
HOpMaJIbHBIN YPOBEHb HEUTPO(DUIIOB U CJIET0BATh PEKOMEHIOBAHHBIM J103aM aHTUBUPYCHOM
W/WIY APYTOW MUETIOCYTIpEeCCUBHON Tepanuu. [Ipu3nakoB yBenuuenus perumkanuy BUY mpu
MPUMEHEHUH ITpenapara Heiimoren® He oTMeueHO.

Kak u npyrue remonostuueckue pakropsl pocta, [-KCD ctumynupyet yenoBeueckue
SHJI0TEINATbHBIC KICTKHU /11 VILrO.

Jokmmanaeckre JaHHBIE 0 6€30MACHOCT H

KaHnueporenssie cBoiicTBa punrpactuma He u3ydanuch. OUArpacTUM HE BBI3BIBAT MyTAIlUi B
reHoMe OakTepuil BHE 3aBUCUMOCTH OT HAU4Hs JepMEHTHOW CUCTEMBI, HEOOXOAMMOMN st
MeTaboin3ma mpernapara.

bruio 0GHapyKeHO, YTO HEKOTOPbIE 3I0KaYECTBEHHbIE KIETKH UMEIOT Ha CBOEH MOBEPXHOCTH
peuenrtopsl kK ['-KC®. BeposarHocTs TOTO, 4TO GUIATPACTAM MOXKET CITYKUTh (PaKTOPOM pOCTa
JUTSL pa3JIMYHOTO THIIA OMYXOJIeH, He MOKET ObITh HCKIIIOUEHA.

B uccnenoBanusx Ha kpeicax 000ero moja He ObUI0 0OHAPYKEHO KaKOT0-JINOO BIMUSHUS HA
(GepTUIBbHOCTh U NPOTEKaHNE OEPEMEHHOCTH NPU MPUMEHEHUH Quiirpactuma B 103ax 10 500
MKT/KT.

B nccnenoBanusix Ha Kpbicax M Kpoiukax (GUATpacTUM He 007aaan TepaToreHHbIM dddekTom. Y
KPOJIMKOB HAOJI0AaIach MOBBIIIEHHAs YaCTOTa BBIKU/BIIICH, OTHAKO AaHOMAJIMH pa3BUTHSA TI0/1a
HE OTMEYaJioCh.

DapMaKOKHHET HKA

Bcacvisanue

[ocne nmoakoxHOTO (I1/K) BBEACHUS (GUITPACTUM OBICTPO BCACBHIBACTCS U Uepe3 2-8 4 JOCTHUraeT
CBOEM MakCHUMaJIbHOM KOHLIEHTPALMU B CBIBOPOTKE KpoBU. [lepnon moyBbIBeIeHUS IOCTIE
BHYTpUBEHHOTO (B/B) WIIH I1/K BBEICHHSI OOBIYHO cOocTaBIseT oT 2 /10 4 4. Kinpenc u nepros
MOJTyBBIBEJICHUS 3aBUCAT OT JJO3BI IIperapaTa 1 yuciia HeHTpopuioB. YUnUThIBasi 3aBUCUMOCTD
KJIMpPEHCa OT YHcia HEUTPO(UIIOB, €ro HACHIIICHNE TPU YBEIMYCHUN KOHLICHTPAIIUH
¢unrpacTiMa U CHUKEHUU IPU HEUTPONIEHUH, MOKHO TOBOPUTH O IPe00IajaHUK TUHEHHOTO

XapakTepa KJIUpeHca U JTUHEHHOM XapakTepe (papMakoKHHETHKH. AOCOMIOTHAS OMOTIOCTYITHOCTh



nocJie T1/K BBeJieHus cocTaBisieT 62% mpu gpo3e 375 Mxr u 72% tipu mo3e 750 mkr. [Tocne
MpeKpaleHus BBEACHHs! (PUITpacTUMa ero KOHIEHTPALMs CHUKAETCS 10 3HAU€HUH 3HIOT€HHBIX
BEJIMYMH B T€UeHUe 24 .

Y 310pOBBIX TOOPOBOJBIEB U MAIIMEHTOB C OHKOJIOTHYECKUMHU 3a00JIEBaHUSMH TIEPE]T
MPOBEJICHUEM XUMHOTEPANUU OBLJIO MOKa3aHO YMEHBIIICHUE TIa3MEHHON KOHIIEHTPAIIH
dunrpacTuMa npu €ero MHOrOKpaTHOM BBEJICHUH. Y BeJIMUEHUE KIUpeHca puirpactTuma B
JTAHHOM CJIy4ae SIBJISI€TCS J0303aBUCUMBIM, U CTEIIEHb 3TOTO YBEIMYEHHS BO3MOKHO 3aBUCUT OT
CTETICHH HEUTPODUINH Y PELUITUEHTOB, YTO COTJIACYETCS C JAaHHBIMU 00 yBEIUYCHUH
HEUTPO(DMIT3aBUCUMOTO KIIMPEHCA MPH YBEJIWYCHUH ITyJIa HEUTPO(DUIOB. Y NAIMEeHTOB,
MOJTyYaroIuX (PUIATPACTUM MOCIE MPOBEIEHUS XUMUOTEPAIlni, KOHIIEHTpalMs Ipenapara B
IJ1a3Me OCTaBajach Ha OJTHOM YPOBHE BIUIOTH JO Hayaja BOCCTAHOBIICHHS T€MOI033a.
Pacnpenenenne

[Tpu B/B 1 /K BBeAeHUM (PrurpacTiMa HaOIIOAACTCS MOJIOKHUTEIbHAS JIMHEHHAS 3aBUCUMOCTD
MEXy BBEJCHHOW /10301 M KOHIIEHTpAIMeH B CHIBOPOTKE KpoBH. [loce 1n/k BBeneHMs
TEpaneBTUYECKUX J103 €ro KOHIIeHTpaIus npesbimaeT 10 Hr/mia B Teuenue 8-16 4. O6beM
pacnpenenenus coctabiser 150 mMi/kr.

Brisererrne

JlnutenbHOe Ha3HaueHHe GruirpactTuma (10 28 qHEl) mocie ayTOJIOTHYHOW TPaHCIIaHTAIlu!
KOCTHOT'O MO3Tra HE IPUBOJUT K KyMYJISILIMM U U3MEHEHUIO IIEpUOA MOTYBbIBEICHMUS.
He3saBucumo ot crioco6a BBeA€HUS, YJIMMUHAIUS GUITpacTUMa MPOTEKAeT MO MpaBUiiaM
KuHeTHKH 1-ro nopsaka. [lepuon nomyBeiBeneHus - 3.5 4, kiaupeHc paBeH 0.6 MII/MUH/KT.
DapmaxkokuHemura 8 0coobIX 2PYNNax NayueHmos

VY neteit mociie MpoOBeACHMS XUMHOTEpanuu (hapMaKOKHHETHKA (PruirpacTMa CXOHa C TAKOBOM
Y B3pOCIIBIX NAIlMEHTOB, MOJYYAIOIIMX C YUETOM MACChI TeJla TE K€ J103bl IIpenapara, 4YTo
MO3BOJISET CAENATh BBIBOJ O HE3aBUCUMOCTH (DapMaKOKUHETUKHU (UITpacTUMa OT BO3pacTa.
dapMaKOKHHETHUECKUE JaHHBIC y TAIUEHTOB CTapiie 65 JET OTCYTCTBYIOT.

B uccrnenoBanusax mno npuMeHeHUIo GpuirpacTuMa ObU10 MOKa3aHo, YTo (hapMakoAWHAMUKA U
dbapMakOKMHETHKA Y TIAIIUEHTOB C TSDKEJIBIMU HAPYIICHUSIMU [TOUYEYHON WITH NTeYeHOYHOU
GYHKIUI aHATTOTUYHBI TAKOBBIM Y 3/I0POBBIX HUCCIIeyeMbIX. [103TOMyY B 3THX cydasx
HE0OXOAMMOCTh B KOPPEKITUH 103l OTCYTCTBYET.

VYV manueHToB ¢ TEpMUHAIBHOW CTAIME OYEUHOM HEOCTATOYHOCTH OTMEYAIACh TEHAEHIIHS K
YBEIMUEHUIO CUCTEMHOMN 3KCIO3UINH (PUIATpACTHMA 110 CPaBHEHHUIO CO 30POBBIMU

JOOpPOBOJIBIIAMY U MAIUEHTAMU ¢ KIMpeHcoM KpeaTuHuHa 30-60 mi/MuH.

TToxa3zanus



Bapocisre i ger

Hetitponienus, ¢peOpusibHast HEUTPOTICHUS y OOBHBIX, MOTYYAIOIINX HHTEHCUBHYIO
MHUETIOCYTIPECCUBHYIO IMTOTOKCUYECKYI0 XUMHOTEPAHUIO 110 TOBOY 3JI0KAYECTBEHHBIX
3a00JeBaHMH (32 UCKITIOYEHUEM XPOHHUECKOT0 MUEIIONICHK03a U MUEIOIUCTIIACTHYECKOTO
CHUH/IpOMa), a TAK)KE€ HEUTPOIEHUS U €€ KIMHUYECKHUE MOCIEACTBUS Y OOIbHBIX, OJIY4AIOIINUX
MHETI0a0JJaATUBHYIO TEPAIHIO C MOCICAYIONIECH aJUIOTEHHON WM ay TOJIOTUYHOMN
TpaHCIUIaHTAI[UEN KOCTHOTO MO3ra, C MOBBIIMIEHHBIM PUCKOM Pa3BUTHS IPOJOJIKUTEIBHON U
TSKEIION HEUTPOIICHUN.

MoOwm3anus ayTOJIOrHYHBIX TEpU(EPHUECKIX CTBOJIOBBIX KJIETOK KPOBH (2yTOJIOTHYHBIC
[ICKK), B TOM 9mCII€ MOCIe MUEIOCYITPECCUBHOM TEPaINKH, a TAK)KE MOOMITH3AIINS
nepudeprudecKkux CTBOJIOBBIX KJIETOK KPOBH Y 310pOBbIX J0HOPOB (amnorennsie [ICKK).
Tsokenast BpOXKACHHAS, IEPUOANYSCKAs WM UIUOTaTUYeCKass HeUTporneHust (a0COTIOTHOE YHCIIO
Helitpopmnos (AUH) menee wim pasHoe 0.5 x 109/J'I) y JETEH U B3POCIBIX C TSKEIBIMUA WIIH
PeUUANBUPYIOMMMH HHOEKIUSAMHI B aHAMHE3€ JUIsl YBEJIMUEHUS YKciia HEUTPOPHIIOB, a TaKKe
JUTSL YMEHBIICHUS YacTOThI U MPOJAOKUTETHBHOCTH HHPEKIIMOHHBIX OCII0KHEHUH.

Croiikas neiitporienust (AYH menee wiu pasroe 1.0 X 10%/m) y TAIMEHTOB C pa3BEPHYTOU
craaueit BUU-undexu 11t CHUKEHUs pucka 0akTepHaabHbIX MHPEKIUN IpHU HEBO3MOKHOCTH
HCIIOJIb30BaHUS APYTUX CIIOCOOOB JICUCHHUS.

HeliTponienus y NaneHToB ¢ OCTPBIM MUEJIOJIEUKO30M, MOTYYaOIINX HHAYKINOHHYIO WIH
KOHCOJIMIUPYIOLTY0 XUMUOTEPAIIUIO, JIJIsl COKPAIICHUS €€ MPOAOIKUTEIbHOCTU U KIIMHUYECKUX

OCJIEJICTBUH.

IIpoTnBOMOKa3aHuA

['unep4yBCTBUTENBHOCTH K IIPEMapaTy Wi ero KOMIOHEHTaM B aHaMHe3e.

Tsixenas BpoxkaeHHas HelTponeHus (cuHapom KocTMaHHa) ¢ IUTOr€HETUYECKUMU
HapylIeHUsIMH (CM. pasnent «Mepsl IPe10CTOPOKHOCTH).

Heitnoren® He 10/KEH GBITH MCTIONB30BAH € [ETBIO YBEIUYCHUS 703 ITUTOTOKCHYECKUX
XUMHOTEPANEeBTHUECKUX MPENapaToB BhIIIE PEKOMEHIOBAHHBIX.

OnHOBpeMEHHOE Ha3HAYEHHUE C IUTOTOKCUYECKOW XMMHO- U JIy4€BOM Tepanueil.

Crnoco6 mpuMeHEHUS U 03K

Bspociwre u et u

EsxeHeBHO /K WM B BUAE KOPOTKUX B/B MHPY3uit (30-MUHYTHBIX) Ha 5% pacTBOpE TIIOKO3bI

(cm. moapazaen «YkazaHus 1o pa3BefeHnto» pasaena «Crnocod npuMeHeHHs U 03b1») 10 TeX



Top, TIOKA YUCIIO HEUTPOPIIIOB HE MEepeiIeT 0KuaacMblii MUHUMYM (HaIUP) U HE BEPHETCS B
JUana3oH HOpMaJbHBIX 3HaUeHUi. [IpeqnouTuTeneH /K myTh BBEICHUS.

CT aHZapT HEIE CXEMEBI IHT OT OKCHIECKOH XHMHOT E€PaITHH

ITo 0.5 mmH EJI (5 MKT)/KT 1 pa3 B CyTKH €KETHEBHO I/K WU B BUE KOPOTKHX B/B uH(py3uii (30-
MUHYTHBIX) Ha 5% pacTBOpE TIIIOKO3bl. B OONBIIMHCTBE ClTydaeB MPEANIOYTUTENICH IT/K My Th
BBeJIeHUs. MIMeroTcs TaHHbIe, YTO MpHU B/B BBEICHUH IperapaTa MpoucXoIuT YKOPOUCHHE
npoAobKuTeNbHOCTH ¢ dekta. OMHAKO OCTaeTCsl HESICHOW KITMHUYECKasi 3HAUUMOCTh 3TUX
JaHHBIX. BEIOOD Iy TH BBEJICHUS JODKEH 3aBHCETh OT MHIUBHIYabHBIX OCOOCHHOCTEH
NalUeHTa U KIMHUYECKON KapTHHbI 3a00aeBanus. [lepByto 103y npenapara Heiiroren®™ BBOIST
HE paHee uyeM uepe3 24 4 mociie OKOHYaHHUS Kypca IUTOTOKCHYECKOW XUMHOTEPAITHH.
ExxeiHeBHOE BBeeHHe npenapara Helimoren® HeoGX0MMMO POIOTIKATH [0 TEX MO, ITOKa
YHCII0 HEUTPO(DUIIOB HE MPEBBICUT O’KUAAEMBI MUHUMYM U HE TOCTUTHET HOPMaJIbHBIX
3HaueHui. [locne mpoBeneHus Kypca XMMHOTEPAIUU (CTaHJAPTHBIE CXEMBI) JJIS JIEUEHUS
COJIMAHBIX omyXoJiei, TuMpoM 1 TUMGOUTHOMN TeHKeMUN JITUTEIbHOCT TEPAUH JIIs
JTOCTHXEHUS HeoOX0oauMoro 3¢ dexra o0buHO cocTaBisieT 10 14 aueil. [locne MHAYKINOHHON U
KOHCOJIMAMPYIOIIEH TEPAIUK OCTPOT0 MUEJIOJIENK03a IPOAOKUTEILHOCTD IPUMEHEHUS
npenapara Heitnores® mMoxer YBEIUYUBATHCA /10 38 AHEH B 3aBUCUMOCTH OT THIIA, 103 U
HCITOJIb30BAaHHOM CXE€MbI IUTOTOKCUYECKON XUMHOTEPAIUN.

[Ipexopasiee yBennueHUe Yucia HeUTpohuaoB HabI0MaeTcss 0OBIYHO Yepe3 1-2 mHs mocie
Havasa JedeHus npenapatoM Heiirmoren®. JIist JOCTIKEHHMS CTaGHIBHOTO TEPATIEBTHYECKOTO

s dexTa HeOOXOIMMO MPOTOKATE TeparHio npermapatoM Heitroren® 10 Tex mop, Moka 4nciio
HEUTPOUIIOB HE TIPEBBICUT 0XKHUIAEMbIii MUHUMYM ¥ HE JOCTUTHET HOPMaJIbHBIX 3HaUYeHU. He
PEKOMEHIyeTCSl OTMEHSTh Heiinores® MPEXKACBPEMEHHO, JI0 TIEPEX0/1a YuciIa HEUTpohUiIoB
yepe3 05KU1aeMbli MUHUMYM.

Ilprmerenre y zer efi - cM. pazaen «OcoOeHHOCTH TPUMEHEHHS Ipernapara OepeMeHHBIMU
YKEHIIMHAMU, KEHIIUHAMU B IEPUO]] TPYTHOTO BCKaPMIIMBAHUS, AETBMU U B3POCIIBIMH,
UMEIOUTUMH XpOHUYECKHE 3a00IeBaHUSI».

Ilocite Muem0abmaT HBHOH T €PaIlHH C IIOCHEAVIOMEH T PAHCILIAHT aHEH KOCT HOTO MO3Ta
EsxenneBHO 1/k win B/B B Buze nHdpy3uu B 20 M 5% pacTBopa IitoKo3bl (CM. oapas3aesn
«YKazaHus 10 pa3BeneHHIo» pasnena «Crnocod mpumMeHeHus u 10361»). HaganpHast no3a - 1.0
miH EJI (10 MKT)/KT B CyTKH B/B KanenbHO B TeueHue 30 MUH Wiu 24 9 WK Ke TTyTeM
HEMpepBIBHOI /K HH(y3uH B Tedenne 24 4. [lepyro 103y npemnapara Heiimoren® cemyer
BBOJUTH HE PaHee 4eM uepe3 24 4 mocie HUTOTOKCHYECKON XUMUOTEpauu, a Ipu

TpaHCIUTAaHTAI[UU KOCTHOTO MO3ra - He T03)Ke YeM uepe3 24 4 mocie nHPy3uu KOCTHOTO MO3ra.



JnmuTtensHOCTh Tepanuu He 0onee 28 nHel (3PPEeKTHBHOCTD U 6€30MaCHOCTD TepaITHH
JUTUTEIIBHOCTHIO O0iee 28 qHEH HEe YCTaHOBJICHBI).

[Tocne MakcMMaTbHOTO CHIDKEHUS YHClia HEUTPOPUIOB (HaIUp) CYyTOYHYIO 03y KOPPUTHPYIOT B
3aBHCUMOCTH OT JTMHAMMKH coJiepkaHus HelTpoduios. Eciau konnyecTBo HEUTPODHIIOB
npesbimaet 1.0 x 10%n B TeueHue Tpex AHEH MOoApsA, 103y Mpenapara Heitnores® YMEHBIIAIOT
1o 0.5 mua EJl/kr B cyTku; 3atem, eciiu AUH npessimaet 1.0 x 10%n B TeueHue Tpex AHEH
noAps, Heiinoren® ormensior. Eciu B nepuon neuenuss AYH camxkaerca menee 1.0 x lOg/n,
03y npenapara Heitroren® Hy»HO yBETHYHTH BHOBB, B COOTBETCTBUH C BBIIIE PHBEICHHOM
CXEMOM.

Mobrmm3annsg meprgepraeckux cT BoaoBeIX ket ok kposa (IICKK) y magueHT 0B,
IOTY93FOIIHX MHETIOCYIIPECCHBHYIO HITH MHEI0A01aT HBHYIO T EPAIIHIO C IIOCHEAYVIOM €

ayr oxorwano# T paac@ysuer IICKK c (arw 6e3) T paHCILIAHT agHEH KOCT HOIO MO3I3

Hns moomnuzanun [ICKK - mo 1.0 mia EJl (10 MKT)/KT B CyTKH TTyTeM II/K MHBEKIHH | pa3 B
CYTKH MJIU HempepbIBHOM 24-yacoBoit 1/k uH(y3uu (B 20 Ma 5% pacTBopa IIt0KO3bI (CM.
noipaszzen «YKa3aHus 1o pa3BefeHuio» pazzena «Crnocod MpuMeHeH s U J03b1»)) B TEUEHUE S-
7 nHeW MOAPs, IPU ATOM OOBIYHO JOCTATOYHO OJHOM-IBYX MpoLeayp Jelikadepesa moapsa Ha
5-i1, 6-i1 1HU. B OTAENBHBIX Cllydasx BO3MOXKHO MTPOBEICHHE TOMOJIHUTEIBHOTO Jieiikadepesa.
Hasznauenne npenapara Heiinores® He06X0a1MO MIPOJIOJDKUTH JI0 MOCTEAHETO Jeiikadepesa.
Jost moounmzanuu [ICKK nmocne muenocynpeccuBHoi xumuotepanuu - mo 0.5 muaa EJI (5
MKT)/KT' B CyTKU ITyTE€M €XKEIHEBHBIX I/K UHBEKIIUN, HAUWHAs C TIEPBOTO JHS MOCIIE 3aBEPIICHUS
XMUMHOTEPAIHHU U JI0 TEX MOp, MOKa KOJIMYECTBO HEUTPOPHUIIOB HE TIepeiiieT uepe3 0sKuaaeMblii
MUHUMYM U HE JIOCTUTHET HOPMAJIbHBIX 3HaueHMi. Jleiikadepes ciieyer mpoBOIUTE B TCUCHHE
nepuona, korna AUH nomaumaercs ¢ meree 0.5 x 10%n 1o 6omee 5.0 x 10%/m. BonpHBIM, HE
MOJTy4aBIIUM MHTEHCUBHON XMMHUOTEpANuH, ObIBA€T JOCTATOYHO OAHOTO Jeiikadepesa. B
OTJIENBHBIX CIyYasX PEeKOMEH/YETCs IPOBOIUTH NOTOIHUTENbHBIC JIeHKadepessl.
Mobrmmuzanug IICKK y 370pOBEIX JOHOPOB JUIA &/UIOTEHHOH T PAHCILIAHT AIJHH

ITo 1 mmu EJI (10 MKT)/KT B CYyTKH TI/K B TeueHue 4-5 queit. Jlelikadepes MpoBOaAT ¢ 5 THS U IPU
HEOOXO0UMOCTH 0 6 qHS ¢ 1enbio nonyunts CD34+ > 4 x 10° kneTok/xr Macchl Tena
permmenTa. IPHEKTHBHOCT ¥ GE30MACHOCTh MPUMEHeHHs penapata Heiirmoren® s
moOunm3anuu [ICKK y 310poBeix noHOpoB Miafie 16 u crapiie 60 et He ucciie0BaIach.
Tk enas xpormaeckas HeHT pormerna (TXH)

EsxenHeBHO, /K, OTHOKPATHO WIJIM Pa3JesiuB Ha HECKOJBbKO BBeneHuH. [Ipu BpoxaeHHOI
HEUTpoNeHN:: HavanbHas no3a - mo 1.2 muta EJ (12 MKT)/KT B CyTKU; IPH UIUOTIATUYECKON UITH
nepuoaudeckoit Heiitporienun: 1o 0.5 muH EJI (5 MKT)/KT B CyTKH 70 CTa0MIIBHOTO TPEBBIMICHHS

yucia HeruTpopuion 1.5 x 10%/1n. Tocne pocTmkeHus TepamneBTUYecKoro 3dekra caeayer



OTIPeNIeTUTh MUHUMATBbHYTO 3()()EKTUBHYIO 103y IS TIOAJIEPIKAHUS ATOTO YpOBHs. J{is
MOJIEpKaHUS HYKHOTO YHclia HeHTpopuiIioB TpedyeTcs JUIUTENbHOE €XKeTHEBHOE BBE/ICHUE
npenapata. Yepes 1-2 Henenu nedeHus, B 3aBUCUMOCTH OT peakliy OOJIBLHOTO Ha Teparluio,
HAYaILHYIO 103y MOXHO yJIBOUTH WJIM HATIOJIOBHHY YMEHBIIUTH. BriociencTeun kaxasie 1-2
HEJIeTM MOYKHO TIPOM3BOIUTH WHANBHYAJTHHYIO KOPPEKIIHIO JTO3BI ISl TOIJICPKAHUS YHCIIA
HerTpodmioB B nuamazone 1.5-10 x 10%/11. Y GONBHBIX C TKEIBIME MH(PEKIUIMH MOKHO
NPUMEHUTH CXeMy C OoJiee OBICTPBIM yBeTU4YeHUEM A03bl. Y 97% GONbHBIX, MOT0KUTEIHEHO
OTpearupoBaBILIUX Ha JICUEHHUE, TOTHBIN TepaneBTu4YecKuil 3pPexT Habmogaercs npu
Ha3HAYEHUH 7103 10 24 MKI/KT B CyTKH. be30macHOCTh [UIMTENBHOTO BBEICHHS ITperapara
Heiinoren® B 103ax cBblie 24 MKI/KT B cyTkH y mamuenToB ¢ TXH He ycTaHOBIIEHA.
Ipumenenre y ger ek - cM. pazaen «OcoOeHHOCTH MIPUMEHEHHUSI MpernapaTa 6epeMeHHbIMU
YKEHIIIMHAMU, JKCHITUHAMHY B TIEPUOJT TPYTHOTO BCKAPMIIMBAHUS, IETHMH U B3POCIIBIMH,
MMEIOIIMMH XPOHHUECKUE 3a00JICBaHUS».

Heiit porrenns npy BUHY-nag ek

Havanbnas no3a 0.1-0.4 mun EJI (1-4 MKT)/KT B CYTKH OJHOKPATHO T1/K IO TOCTHXKEHUS U TS
TOJUIepKaHHs. HOPMATBHOTO uncia Heiirpodunos (Goree 2.0 x 10%/m). ¥ Gonee gem 90%
OOJIBHBIX, MTOJIOKUTEIIFHO OTPEarupOBABIINX HA JICYCHUE, HOPMAIIU3ALUS YUCIIa HEUTPODUIIOB
00bIYHO HacTynaet yepes 2 aHa. Hebomnbimomy konndecTBy nanueHToB (menee 10%) ans
JOCTMKEHHSI HOPMAJILHOTO YHCJIa HEUTPOHIIOB TpeOOBAIOCh BBEACHUE 103 mpemnapata a0 1.0
miH EJI (10 Mkr)/kT B cyTKH (MakcuManbHasi cyTouHas no3a He 6onee 10 mkr/kr). [Tocne
JOCTHIKEHUS TePareBTUIECKOro 3¢ dexra HeoOX0MMO BBEACHUE MUHUMAIIbHOU AP PEKTUBHOM
JI03BI JUTSI TOIIepKaHNsI HOPMAJIBHOTO YncIiia HeuTpomitoB. PekoMmenmyemas moaep:kuBaromiast
no3a 300 MKT B CyTKH TI/K B CpeIHEM 3 pa3a B HEJENIO 10 allbTEPHUPYIOIICH cxeMe (Yepe3 JICHb).
Brnocnenctun MosxeT noTpeOoBaTHCS HHAWBUIYalbHAS KOPPEKLUS JO3bI U IITUTEIHEHOE
Ha3HaueHHe Ipernapara Jjsl MOoAAepkKaHUs CpeaHero unucia Heirpoduios >2.0 x 10%.
Ocobkre yka3aHHA 110 JO3HPOBAHHIO

PexoMenaanmu mo 103upoOBaHUI0 y OCOOBIX TPy MallMEHTOB YKa3aHbl B pa3jieie
«OcobeHHOCTH MPUMEHEHUS TIpernapara OepeMeHHBIMH KEHIIIMHAMU, )KSHITUHAMH B TIEPUO/T
TPYAHOTO BCKAPMIIMBAHHUS, IETHMU M B3POCIIBIMU, IMEIOIIIUMU XPOHHUUECKHUE 3a00JICBAHUSY.
Yxazarns mo pazsesenwnro

Heitroren® Ppa3BoOAT TONBKO 5% pacTBOpOM Tir0K03bl. [Ipy 3TOM HE nonmyckaercs pa3BeeHUE
0.9% pactBopoM HaTpus xyopuaa. Hembss pa3BoauTh mpemnapaT 10 KOHEUHOW KOHIIEHTPALUU
MeHee 5 MKT B 1 miL.

Eciu Heiiroren® pa3BoauTcs 10 koHueHTpauuu menee 1.5 miaH EJT (15 mkr) B 1 mu1, TO B

pacTBOp clieayeT J00aBIsATh CHIBOPOTOYHBIN allbOYMHH YEIOBEKA B KOJIMYECTBE, YTOObBI



KOHEYHasi KOHIICHTpalus albOyMruHa cocTasisiia 2 mr/mi. Hanmpumep, npu KoHe4HOM 00BEMe
pactBopa 20 mi1, cymmapusbie 10361 punrpactuma meree 30 muta EJI (300 MKr) cieayet BBOIUTH
¢ nodasnenuem 0.2 mi 20% pacTBopa anb0yMHHA.

Paspenennsiii Heitoren® Moxer a7icopOUPOBATHCS CTEKIIOM M IIacTtMaccamu. OiHaKo,
Heiiroren® mpu pasBeneHun 5% pacTBOPOM TITIOKO3BI COBMECTHM CO CTEKIIOM H PSIOM
IUIaCTMACC, B TOM YHCIIE MTOJIMBUHIIXJIOPUIOM, OJIUOIE(PUHOM (COMOIUMEPOM MOJIUIPOINUIECHA
U TTOJINATUIICHA) U MTOJUIPOIIUICHOM.

ToToBEIi pacTBop npenapata Heiimoren® xpanutes npu temmepatype ot 2 0 8 °C He Goree

CYTOK.

Mepsl npenocTopOoXHOCTH

Jleyenue npenaparom Heiiroren® 10/mKHO MPOBOAUTHCS TOJIBKO IO KOHTPOJIEM OHKOJIOra Uilx
remMarosiora, UMeromux onbIT npuMmeneHus [-KC®, npu Hanmuanu HeoOX0IUMBIX
JMArHOCTHYECKUX Bo3MorkHOcTeH. [Iponenypsl MoOmin3anum u agepesa KIeTOK T0JIAKHbI
HPOBOJUTHCS B OHKOJIOTMYECKOM HJIM IeMaTOJIOTHYECKOM LIEHTPE, MMEIOIIEM OMbIT paboThI B
3TOH 06J1aCTH ¥ BO3MOXKHOCTB a/IEKBATHOTO MOHUTOPHHTA KJIETOK-IIPEIIIECTBEHHUKOB
reMoro33a.

a) Pocr 3moxagect BEHHEIX KJIET OK

be3onacHocTh 1 3P PEeKTUBHOCTh MPUMEHEHHS TIpemapara Heiinores® y OOJBHBIX C
MUENOIUCIIACTUYECKUM CHHAPOMOM U XPOHHYECKUM MHEI0JIEHKO30M HE YCTaHOBJICHBI,
MO3TOMY IPH THX 3a00JIeBaHUAX OH He moka3aH. Oco0oe BHUMaHUE clieayeT oOpaarh Ha
muQdepeHIraIbHBIN THarH03 MEX/ITy OCTPBIM MHUEIIONECHKO30M M OJIACTHBIM KPHU30M
XPOHUYECKOTO MHUEIIOJIEHKO3a.

['-KC® yenoBeka MOXKET CTUMYJIUPOBATh POCT MUCIIOUIHBIX KIIECTOK /7 Vilr0. AHaioruuHbIe

3 GEKTHI MOTYT HAOIIOATHCS /11 VIErO v B OTHOIIICHHH HEKOTOPHIX HEMUEIOUIHBIX KJIETOK.
Heo6X0MMO ¢ 0CTOPOKHOCTBIO IpuMeHsTh Heitroren® y MalMeHToB ¢ BTOPHIHBIM OCTPBIM
MHEI0JIEIK030M, BBULy OTPAHUYEHHBIX IaHHBIX 10 0€30MaCHOCTH U APPEKTUBHOCTH B JAHHOM
ciydae.

BezonacHoCTh 1 3P PEeKTUBHOCTH MPUMEHEHHS ITperapara Heitroren® y NALMEHTOB C OCTPBIM
MHEJI0NIeHiK030M e NOVO muaiie 55 JIeT B Cilydasx MPOrHOCTUYECKHU OJIarOnpHsTHBIX
UTOreHeTHYeCKuX (haxkropos (Tpancmokanuu t (8;21), t (15;17), inv (16)) He yCTaHOBJIEHBI.
6) boisHEIE, moIyIafomHe HT OT OKCHIECKYIO XHMHOT EPAITHIO

Jlefixormt 03: MmeHee 4eM y 5% OONbHBIX, OTYYaBIINX Heiiroren® B o3ax Goxee 0.3 min EJ
(3 MKI/KT B CyTKH), 9HCIIO JISHKOLUTOB yBenuauBanock 10 100 x 10%1 u Goree. Kaxux-mm6o

MOOOYHBIX HBHGHHﬁ, HEMOCPECACTBEHHO CBA3aHHBIX C TAKUM J'ICfIKOHHTOSOM, HE OIIMCAaHO.



OpHaxo, yunuThIBasi BO3SMOYKHBIN PHUCK, CBSI3aHHBIN C BBICOKUM JIEHKOLIMTO30M, BO BPEMS JICUEHMUSI
npernapaToM Heiinoren® cIeayeT peryssipHo (Hanpumep, 2-3 pa3a B HEJIEI0) ONPELSISITh YHCIO
nerkouuToB. Ecny nmocie npoxokaeHus: 0)KM1aeMOro MUHUMYMa YHCIIO JIEUKOLIMTOB MPEBBICUT
50 x 109/H, Heiinoren® clenyeT HeMEUICeHHO OTMEHUTh. Ecin Heiinoren® MpUMEHSETCS s
moOunm3anuu [ICKK, ero no3y cienyeT CHU3UTH WM MOJHOCTHIO OTMEHUTH B TOM CiIydae,
KOTJ]a YUCJIO JIEMKOIUTOB MpeBbICUT 70 X 10%m.

Puck, cBa3aHHBIH ¢ BEICOKOJO3HOH XHMHOT €panHeH; 0COO0YI0 OCTOPOKHOCTD CIIEIyeT MPOSBIAThH
IpY JIEYCHUU OOJIbHBIX, MOMYYAIOIINUX BHICOKOI03HYI0 XUMHOTEPAITHIO, TOCKOJIBKY YTy UIICHHS
UCXO0/a 3JI0KaYECTBEHHOI'0 HOBOOOPA30BaHUsl HE OTMEYEHO, B TO BPEMsI KaK MOBBILIEHHBIE 103bI
XUMHOIIpenapaToB 00y1agatoT 0osiee BbIpaKEHHOW TOKCMUYHOCTbBIO, BKITIOYAsi KOYKHBIE PEaKuu U
no0o4HbIe 3()PEKTHI CO CTOPOHBI CEPICTHO-COCYAUCTOM, HEPBHOU U JABIXATEIHLHON CUCTEM (CM.
MHCTPYKIUHU K IPUMEHEHHUIO KOHKPETHBIX XUMUOIIPENapaToB).

MoHnoTepanus npenapaTom Heiiroren® He MPEeIOTBpALACT TPOMOOIIMTONIEHUIO M AHEMHUIO,
00yCJIOBJICHHBIC MUETIOCYTIPECCUBHON XUMHUOTepanuei. 13-3a BO3MOKHOCTH IPUMEHEHUS OoJiee
BBICOKHX /103 XMMHOIIPENapaToB (HAIIPUMeEp, MOTHBIE 103bI B COOTBETCTBUU CO CXEMaMH),
00JIBHOM MOJKET MO/IBEPraThCs OOJbIIEMY PUCKY TPOMOOLIMTONIEHUH U aHeMUHU. Pekomenayercs
PEryJsipHO NMPOBOIUTH aHAJIU3 KPOBU U ONPEJEISITh YUCIO TPOMOOIIUTOB U T€MATOKPHT.
Oco0y10 0OCTOPOKHOCTH CIIEAYET NPOSBIATH IPU MPUMEHEHUU OJJHOKOMIIOHEHTHBIX UITH
KOMOMHHMPOBAHHBIX XUMUOTEPAIEBTUUECKUX CXEM, CIOCOOHBIX BBI3bIBATh TSXKETYIO
TPOMOOLIUTOTICHHIO.

be110 MOKa3aHo, 4TO IPUMEHEHUE IIpenapara Heitroren® s MoGummsammn IICKK IIPUBOAUT K
YMEHBILIEHUIO CTENEHHU U MTPOJOJKUTEILHOCTH TPOMOOLIUTONIEHNUH, Pa3BUBIIEHCS BCIEACTBHE
MUEJIOCYTPECCUBHON MM MUEN0a0IaTUBHON XUMUOTEPAIUH.

B) bomsapre c TXH

Tparcgopmanms B IeHKO3 HIH IPEATICHKO3 (MHEIOAHCIVIACT HIECKHH CHHIPOM): 0COOYIO
OCTOPOXKHOCTH CIIETyeT MPOSBIATh pu auarnoctuke TXH, u nuddhepeHnupoBats ee oOT Ipyrux
reMaToJIOrHuecKuX 3a00JIeBaHuM, TAKUX KaK arjacTHYecKas aHeMusl, MUEJIOAUCIIIa3us U
MUenoelko3. Jlo Hauaa jJedeHus clieyeT MNPOBECTH Pa3BEPHYTHIM aHAIN3 KPOBH C
oTpeieIeHueM JICHKOoUUTapHO! (POpMYJIBI M YUCTIa TPOMOOIIUTOB, a TAKXKe UCCIIE0BATh
MOP(OJIOTHUECKYIO KAPTHHY KOCTHOTO MO3Ta M KapHOTHIL.

VY nebonbmoro uncia (3%) G0JbHBIX C TSXKEION BPOXKACHHON HEUTponeHrnen (CHHIPOMOM
KocTmanna), momyuaBmmx Heiiroren®, HaGIIOAANCS MUEIOAUCIUIACTHYSCKHI CHUHIPOM U
JerKo3. MHUENoaUCINIaCTUHYECKU CUHAPOM U JIEMKO3 - €CTECTBEHHBIE OCIIOKHEHHUS 3TOTO
3abosneBanus. VX CBA3B C JieueHHUEM IpenapaTom Heiinoren® HesicHa. [Tpumepno y 12%

OOJIHBIX C UCXOTHO HOPMAJIbHOW ITUTOTEHETUKOM MPH TOBTOPHOM 00CIIeIOBAaHUHT
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0oOHapy KUBaJIMCh aHOMAJIUHU, B TOM 4nciie MoHOocoMus 7. Ecnu y 00JIbHOTO ¢ CHHIPOMOM
KocTMaHHa MOSIBIIAIOTCS IUTOr€HETUYECKUE HAPYILIEHUs, HEOOXO0AUMO TIIATENIBHO OLIEHUTh
IIPEUMYIIECTBA U PUCK MPOJOJIKEHUS TEPAIIUU MPENapaToM Heiiroren®. [Tpu pazButun
MUEJIOAUCILIACTUYECKOIO CUHPOMA MU JIEMKO03a Heiiroren® ciaenyer orMeHuTs. 11oka emie He
SICHO, TIPEIPACTIONATAET JIM JNINTEIBHOE JICYEHHUE TTPEMNAPATOM Heiinores® GOMbHBIX C TSKEIOMN
BpPOXKJICHHOW HeHTpornenuen (cuaapomom KoctMaHHa) K pa3BUTHIO IIUTOTEHETUYECKHUX
AHOMAJIMH, MUEJIOIUCIUIACTUYECKOT0 CUHAPOMA U JIeliKo3a. bosbHBIM ¢ cunapomoM KoctmanHa
PEKOMEHIYETCS PErysipHO (MPUOIU3UTEIHHO Kaxable 12 Mec.) IpOBOAUTE MOP(OIOTHUECKHE U
LUTOT€HETHYECKHUE UCCIIEJOBAHNSI KOCTHOI'O MO3ra.

[{uToreneTnueckue HapyIIeHuUs, JIEHKO3 U OCTEONOpPO3 ObLIIM OOHAPYKEHBI ITPU JVIUTEILHOM
MPUMEHEHUH ITpenapara Heitmoren® (>5 net) y matmenTtos (9.1%) ¢ TXH. CBsi3b gaHHBIX
SIBJICHUI C IPUMEHEHUEM IIpenapara He BbIICHEHA.

Dopmyna KpoBH: HYKHO TIIATEITFHO KOHTPOJIUPOBATH YMUCIIO TPOMOOITUTOB, OCOOCHHO B TEUCHUE
MEPBBIX HECKOJILKUX HENIEJb JICUEHUSI IIpernapaTomM Heitnoren®. [Tpu TXH B TeueHue nepBbIX
HeJlelb HavyaJdbHOM Tepanuu KIMHUYECKUN aHaJIu3 KPOBU U YMCII0 TPOMOOLIUTOB ONPEAETSIOT 2
pas3a B HEJIeIo, MPH CTaOUILHOM COCTOSHUM MairenTa - 1 pa3 B mecsu. Eciu y 601bpHOTO
TOSIBIISETCS TPOMOOIMTONCHHS (4HCIIO TPOMBOLHTOB cTabmibHo Hike 100 x 10%1), cnemyer
paccMOTpeTh BOIPOC O BPEMEHHOM OTMEHE MpenapaTa Wik yMeHblleHuH 103bl. Habmonarorces
TaKXe U Apyrue n3MeHeHUs (popMyJibl KPOBH, TPEOYIOIINE €€ TIIATEIbHOTO KOHTPOJIs, B TOM
YHCJIE AaHEMUS U NIPEXOASIILIEE YBEINYCHUE KOJIMYECTBA MUETIOUAHBIX KIETOK-
IPEIIECTBEHHUKOB.

Ilpoyee: cnenyer UCKIIOYUTD TaKUE IPUUMHBI IPEXOASILEH HEUTPOIIEHNH, KaK BUPYCHbIE
UHQEKIUH. YBEINYEHUE CEIE3CHKH ABISAETCS MPSIMbIM CIIEICTBHEM JICUSHHS IIPENapaToM
Heitmoren®. Bo BpeMs KITMHUYEeCKUX uccaenoBanuil y 31% 6onbhbix ¢ TXH npu nanenanuu
oOHapyskuBanack crieHomeranus. [lpu penTreHorpadum yBenndeHne oobeMa BhIsSBISIETCS
BCKOpE I10CJI€ HavaJla JICYEHUS] U UMEET TEHICHIUIO K CTaOMIN3aluy. Y MEHbILIEHUE J103bI
3aMeJUIsIeT WM OCTaHABIIMBACT YBEIMYCHUE pa3Mepa CEIE3EHKH; CINICHIKTOMUS MOKET
notpeboBatbes y 3% 00bHBIX. Pazmepsl cene3eHKH HyKHO KOHTPOJIMPOBATh PEryJISIpHO IyTeM
HaJbIIalNH.

Y HeOombIIoro yrcna 0OJBHBIX HAOMIOAATUCH TeMaTypHs i IPOTeHHYpHUs. [t KOHTpOIs 3THX
MIOKA3aTeNen CIeNyeT PETyJISIPHO €1aTh aHAIU3 MOYH.

be3onacHocTh U 3 PEeKTUBHOCT MPUMEHEHMS IIpenapara y HOBOPOKIACHHBIX U OOJIBHBIX C
ayTOMMMYHHOM HEHTpOINeHUeH He yCTaHOBIEHBI (M. paznen «OcoOeHHOCTH TPUMEHEHUS
npenapaTta OepeMEHHBIMH JKEHITUHAMM, KEHILMHAMU B IIEPUOJ IPYAHOIO BCKApMIIMBaHMUS,

JICTbMH U B3POCIIBIMH, HMEIOIIIMMHI XPOHUYECKUE 3a00ICBAHHS»).
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r) bonsrsre, npoxoxamue mobramzannro IICKK

[Tocie TpaHCIUIAHTALMK KOCTHOTO MO3Ta POBOJAT aHAJIN3 KPOBU U ONPEEIIAIOT KOJIMYECTBO
TPOMOOLIMTOB 3 pasa B HEJEIIO.

Mobnmzanysa: cpaBHEHHE IByX PEKOMEHIyEMbIX METOJ0B MOOUIU3AIINH (TOJBKO (PUITPACTUM
WM B KOMOMHAIIMK C MUEJIOCYTIPECCUBHOM XUMHUOTEpANKei) Ha OJJHOM U TOM K€ KOHTUHT€HTE
OO0JBHBIX HE IPOBOIMIIOCH. HemocpeacTBeHHOE CpaBHEHHUE PE3YIIbTATOB Pa3IMYHbIX
UCCIIeIOBAaHUM 3aTPyAHEHO BCIEICTBHE MHANBUIYAIbHbIX PA3IMUUN MEXKAY MallUeHTaMu, a
TaKXKe BCIEJCTBUE pa3Indyuii Mex 1y 3HaueHussMU CD34+, momy4yeHHBIMH ¢ TIOMOIIBIO
mabopaTOpHBIX aHATKU30B. [103TOMY TOCTATOYHO CJIOAKHO PEKOMEHI0BAaTh KaKOH-I100
ONTUMAJIbHBINA MeTO MoOWIn3anuu. Beibop MeTona MoOmiIn3anum ciaenyer IpoBOJUTh B
3aBHCUMOCTH OT OOLIMX 1iesiei IeueHus! JaHHOTO OOJIBHOTO.

Tpenirect Byrotee Jiederne NUT OT OKCHYECKHMH CPEJICT BAMH. Y OOJIbHBIX, KOTOPHIM B
IPOILIOM NMPOBOJMIACH AKTUBHASI MUEJIOCYIPECCUBHAS TEPAIIUs, MOKET HE MPOUCXOIUTh
nocrarouHoro yeenuueHus [ICKK 1o pexkomenryeMoro MUHUManbHOTro ypoBHS (= 2.0 x 108
CD34+/xr) unm yCKOpeHHsI HOpMAaJTU3alliy Yrciia TPOMOOIIUTOB.

Hexoropele nuTocTaTuku 001agatoT 0COO0H TOKCUYHOCTBIO IO OTHOLLIEHMIO K KJIeTKaM-
HpeIeCTBEHHUKAaM TeMOI1033a U MOTYT OTPULIATENbHO BIMATh HA UX MOOMIIM3ALIUIO.
[IpumMeHeHne TakuxX mpenapaToB, Kak MendanaH, KAPMYyCTHH U KapOOIUIaTHH HA MPOTHKECHUN
JUIMTEIBHOTO MEpHOJa 10 Hayana MOOUIN3ali MOYKET YMEHBIIATh CTENIEHb €€ BHIPAKEHHOCTH.
OpnHako, mpuMeHeHne MendanaHa, kKapOoIUIaTHHA UM KapMYCTHHA BMECT € C TIPenapaTom
Heiiroren®™ s¢¢pextuBHO npu aktuBauuu [ICKK. Ecnu nnanupyercs tpancrnantauus [ICKK,
PEKOMEH/yeTCs 3aIlJIaHUPOBATh MX MOOMIIM3AIIMIO HA paHHeH cTanuu Kypca jgeueHus. Ocoboe
BHUMAaHHE CIIEAYET 0OpPaTUTh HA YHCIIO KIETOK-TPEANIECTBEHHIKOB, aKTHBUPOBAHHBIX Y TAKUX
OOJBHBIX 0 BBICOKOA03HOW XUMHUoTepanuu. Eciu pe3ynbraTsl MOOMIN3AMK B COOTBETCTBUU C
BBILICTIPUBEACHHBIMU KPUTEPUSIMHU HEJOCTATOUHBI, CIIEYET PACCMOTPETh aJIbTEPHATUBHBIE
BUJIBI JICUCHUS, HE TPEOYIOIINE HCTIOIb30BaHMsI KIETOK-TIPE/IIECTBEHHUKOB.

OreHKa KOJIHIECT Ba («YPOX aa») NEPHP EPHIECKHX CT BOJIOBBIX KJIET OK KPOBH. OLICHUBAs YHCIIO
[ICKK, MOOMIN30BaHHBIX Y OOJIBHBIX C IIOMOIIBIO TIpenapara Heiinoren®, CIEeyeT yIEIUTh
0co00e BHUMaHNE METO/y KOJIMYECTBEHHOI'0 onpeesieHus. Pe3ynbraTsl IpOTOYHOTO
LUTOMETpUUECKOro aHanu3a yucia CD34+-ki1eTok pa3nuyaroTcs B 3aBUCUMOCTH OT KOHKPETHOMN
METOJI0JIOTHH, U HYKHO C OCTOPOKHOCTbIO OTHOCUTHCS K PEKOMEHIALIUSAM I10 UX YUCITY,
OCHOBAHHBIM Ha MCCJIEIOBAHUAX, IPOBEIEHHBIX B APYTUX J1a00paTOPHUsIX.

Cy1ecTByeT cl0XHast, HO CTa0OMIIbHAs CTaTUCTUYECKAsl 3aBUCUMOCTh MEXKY YHCIOM
BBEJICHHBIX B peuH(]y3uto CD34+-KIeToK 1 CKOPOCThIO HOPMAJIN3ALMHU YUCIIa TPOMOOILIUTOB

IIOCJI€ BBEICOKOIO3HOM XUMHOTCpAIInH.
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Munnmaisaoe kommaectBo TICKK, paBroe wim mpessimmatomtee 2.0 x 10° CD34+-k1eTok/kr,
MPUBOJIUT K TIOCTATOYHOMY BOCCTAHOBJICHHUIO F€MaTOJIOIMUECKUX MokaszaTeneil. KonnyecTso,
MIPEBOCXOIAIIECE ITO 3HAUCHUE, TO-BUAUMOMY, COTIPOBOXKAAETCS OoJiee ObICTPOit
HOpMaJTU3aIel, KOTMYEeCTBO MEHEe YKa3aHHOTo - O0ojiee MeIJICHHOM HOpMalln3alueil KapTHHBI
KPOBH.

1) Mobrmmsanus IICKK y 340pOoBsIX JOHOPOB

[Tpouenypa moounuzanuu [ICKK He HeceT HemocpeACTBEHHOM MOJb3bI IS 3A0POBBIX JOHOPOB
U JIOJI’KHA IPOBOJUTHCS TOJBKO B HEJNAX aJUIOT€HHON TpaHCIIJIAaHTAIUH.

[ponenypst MoOMIM3anmu 1 adepesa KIETOK JOJDKHBI IPOBOJUTHCS B MEIUITTHCKOM IICHTPE,
MMEIOIIIEM OIBIT paboThl B 3T0M o6mactu. Moounu3zanus [ICKK Bo3MoO)KHA TOJIBKO MPHU yCIOBHH
COOTBETCTBHUS JIAOOPATOPHBIX MApaMETPOB, OCOOCHHO, TeMaTOJIOTHYECKHX TToKa3aTeNel JOHopa,
KpPUTEpHIM BbIOOpa, TaKKe 0c000e BHUMAHUE ClielyeT 00paTUTh Ha HATM4Ke HH(PEKIIMOHHBIX
3aboneBannii (cM. pazaen «OcoOeHHOCTH MPUMEHEHHS TIpernapara OepeMeHHBIMU JKEHIIMHAMH,
YKEHIIMHAMU B TIEPUO/I IPYAHOTO BCKAPMIIMBAHMUS, IETHbMHU U B3POCIIBIMU, UMEIOIIUMU
XPOHUYECKHUE 3a00JICBAHUS).

Tpexomsumii neiikormTos (reiikonutel Gomee 50 x 10°/1m) ormeuaercs y 41% 310pOBBIX
noropoB. ITpexosiias TpoMboLETONeH s (KoTrdecTBo TpoMGormToB Meree 100 x 10%/m)
nociie Ha3HaueHus (puiarpacTUMa U mpoBeaeHus Jelikadepesa Hadbmonaercs y 35% TOHOPOB.
Kpome Toro, ormeueHo 2 ciaydas TpomboruroneHun menee 50 x 10%1 nocne MIPOBEICHHUS
poLeaAypHl Jelikadepesa.

Ecnu tpeOyercst mpoBeneHue 6osee oHOrO selkadepesa, He00X0IMMO KOHTPOJIHPOBATh
KOJIMYECTBO TPOMOOIIMTOB TIEpe] KaX 01 MpoIeaypoit agepesa, 0cOOEHHO, €CITU YHCIIO
TpoMmbo1TOB MeHbIe 100 x 10%/1. [TpoBenenue neikadepe3a He pEKOMEHIYETCS, €CITH YHCIIO
TpoMBOLHTOB MeHee 75 X 10%/11, py Ha3HAYCHHMM AHTUKOATYIISTHTOB WIH H3BECTHBIX
HapyIIEHUsIX TeMOCTa3a.

Heiiroren® 10KeH OBITh OTMEHEH HIIM €TI0 1033 JO0JIKHA OBITh CHIDKCHA, SCITH KOIMYECTBO
nelikoruToB Gosee 70 x 10%/1.

Y 310pOBBIX TOHOPOB HEOOXOAUMO PETYJISIPHO KOHTPOJIUPOBATH BCE MOKA3ATENH aHAIHN3a KPOBU
710 UX HOPMAaJIU3AIHH.

YuuThiBas eIUHUYHBIC CTydau pa3phiBa cene3eHku nocie HaznaueHus [-KC®D 3nopoBbsiM
JIOHOPaM, PEKOMEHTyeTCs KOHTPOJIMPOBATh €€ pa3Mephl (Maabnalus, yiIbTpa3ByKoBOe
HCCJICIOBAHUE).

Henb3st HCKITIOUNUTE PUCK TIOSBICHUS KJIOHA 3JI0KAYECTBEHHBIX OITyXOJIEBBIX KJIETOK. B 1ieHTpe
adepesa peKOMEHTyeTCsl IPOBOANTH CUCTEMAaTHYECKUI MOHUTOPUHT OTAAJICHHON 0€301acHOCTH

IPUMEHEHHUS MpernapaTa y 3J0pOBBIX TOHOPOB.

13



Orenka GesonacHoctn u sddexrrBHOCTH Nperapara Heitoren™ y 310pOBBIX TOHOPOB MIIajIIIe
16 u crapure 60 JieT HE TPOBOANIIACH.

Oco0pie ykazaunsa i pedunieHT 0B awtoreHusx [ICKK, rmoy4eHHpIX ¢ IOMOIIBIO Ipenapar a
Heifrorer”
[Ipumenenue amtorennoro tpanciuiantata [IICKK moxeT accorumpoBaThCsl C yBEIMUEHUEM
PHCKa Pa3BUTHUS OCTPOU WIIM XPOHUYECKON peakuy « TpaHCIUIaHTaT IPOTUB XO3IUHA» 110
CPAaBHEHHMIO C TPAHCIIAHTALIMENW KOCTHOIO MO3ra.

e) Hetit porreans y BUY-maquenT oB

[Ipu oueHb OBICTPOM IOJIOKUTEILHOM OTBETE HA TEPAINIO BOZMOXKHO 3HAYUTEIBHOE
yBEIUYCHHUE YHCIIa HEUTPO(HUIIOB MTOCIIEe BBEJCHHUS HAaYaIbHBIX J03 MperapaTa Heitnoren®. [Tpu
nevennu nperapatom Heiinoren® HeoOGX0MMMO PeryIIspHO IPOBOINTH PA3BEPHYTHIi AHATH3
kpoBu (AYUH, uncio 3puTpounToB, TPOMOOLIUTOB U T.J.) €KEJHEBHO B TEUCHUE MEPBBIX 2-3
JTHEH, 3aTeM 2 pa3a B HEZEJI0 B TEYEHHE MEPBBIX 2 HEAEb U KaXKIyI0 HEIEIIO WIH Yepes
HEJIEeI0 BO BpeMs Moi/iepKuBaroiei repanuu. [Ipu nmpoBeaeHnn noa1epKUBaroIIe Tepanuu
300 MKT B CyTKHM IO albTEPHUPYIOLIEH CXeMe BO3MOXKHbI 3HAYUTEIbHbIE KOJeOaH!s yucia
HelTpodunos. C yuerom konebanuii 3HaueHuss AUH, 1t onpeneneHust HCTHHHOTO
MakcuMaiabHoro cHmxeHust AUH (Haaup) 3a60p KpoBU HEOOXOUMO MTPOBOAUTD MEPET
Ha3HAYCHHUEM CIIEAYIOLICH T03bI IIpenapara.

MoHoTepanus npenapaTom Heiinores® He MpEeA0TBpAIIAET TPOMOOITUTOTICHUIO U aHEMUIO,
00yCIIOBJICHHbIE MUEJIOCYIPECCUBHOM XUMHOTepanue. 13-3a BO3MOXXHOCTH IpUMEHEHuUs Ooiiee
BBICOKHX /103 XMMHOIIPENAapaToB (HaIIpUMEp, MOIHBIE 103bI B COOTBETCTBUU CO CXEMaMH) WU UX
OO0JIBIIIETO KOJIMYECTBA B COCTaBE KOMOMHUPOBAHHOM Tepanuu, 0OJFHONH MOXKET MOBEPraThCs
OonbIIEMY PUCKY TPOMOOIIMTONIEHUN 1 aHEMHUH. PekoMeHayeTCsl peryJIipHO IPOBOANUTh AHAJIN3
KPOBHU M ONPEAENATh YUCIO TPOMOOIIMTOB U T€MAaTOKPHT.

Y G0NIbHBIX ¢ HHPEKIIMOHHBIMU 3a00JIEBaHUSIMH U HH(PUIbTpAIe KOCTHOTO MO3Ta
UH()EKIMOHHBIME BO30YIUTENISIMU (HarpuMep, komruiekcom Mycobacterium avium) wim ¢
OTTYXOJIEBBIM MOPAXKEHHUEM KOCTHOTO Mo3ra (TuMdomMa) Tepanuio GUArpacTUMOM MTPOBOISAT
OJTHOBPEMEHHO C Tepamnuei, HalpaBIeHHON MPOTUB 3TUX COCTOSIHUN. DPPEKTUBHOCTD
npemnapara Heiiroren® MIPU JICYCHUH HEUTPONIEHUH, 00YCIIOBICHHON HHPUIBTPALIUe KOCTHOTO
MO3ra HH(EKIIMOHHBIMU BO30YIUTEISIMU (OCTEOMHUEIUTOM) UM OIYyXOJIEBBIM MOPAKEHUEM, HE
YCTaHOBJICHA.

Jk ) [lpyrae ocobsre MepEI IPEAOCT OpOX HOCT H

OnucaHbl OTJENbHBIE CITydan Pa3pblBa CEJIE3EHKH Y 3J0POBBIX IOHOPOB U MAIUEHTOB C
OHKOJIOTHYeCKHMH 3a00s1eBanusiMu Ha ¢pone npuema [-KCD (punrpactuma) B HEKOTOPBIX

ClIy4dasax C JICTAJIbHBIM HCXOOO0M. YauteIBas 3TH AaHHBIC, pCKOMCHAYCTCA TIIATCIIBHOC
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HaOJII0JIEHUE 32 pa3MEpPaMU CEJIE3EHKH C MOMOIIBI0 KIMHUYECKOro 00cie10BaHus (aabnanus)
U MHCTPYMEHTAJIbHBIX METOAOB (HampuMep, yiIbTpa3ByKoBoe rccieaoBanue). Heobxonumo
MIPOBOJIUTH MPULEIbHYIO JUATHOCTUKY MPHU MOJIO3PEHUHN HA PA3pbIB CEJIE3EHKU UITU
CIUIEHOMETAJIMIO B CIydae ’ajlo0 MalueHTOB WU 30POBBIX IOHOPOB Ha OOJIb B BEPXHEM JICBOM
KBaJIpaHTe KUBOTA WM BEPXHEH Mme4yeBoi 00IacTy.

CornacHo IUTEPATYPHBIM TaHHBIM, HATMYHUE CEPIIOBUIHO-KIETOYHON AaHEMUHU U BBICOKOTO
YHCIIa JEUKOLUTOB SIBISIETCS HEOIAronpUsATHBIM MPOTHOCTUYECKUM (PAKTOPOM. Y TaKUX
NALUEHTOB CJIEIYET PETYJISIPHO OCYLIECTBIIATH AHAIN3 KPOBU U YUUTHIBATH BO3MOKHOCTh
Pa3BUTHSI CIUICHOMETAINU B TpoMO03a cocy1oB. OTHCaHbI CIlydan CEpIOBUIHO-KICTOYHBIX
KpHU30B Ha QoHe mpueMa (GuiarpacTuma, HeKOTOpbIe — € JeTalbHBIM UCX00M. [ToaTomy y
MAIMEHTOB C CEPIIOBUAHO-KICTOYHON aHEMHUEH HE0OX0IUMO COOIII0IaTh OCTOPOKHOCTh MPHU
HasHaueHnn npenapara Heiiroren® (pumrpacTiMa), TIIATEILHO OLIEHHB MOIB3Y M BO3MOKHBIE
PHUCKH.

BoJIbHBIM C KOCTHOM MATOJIOTHEN U OCTEOMOPO30M, MOIYUYAIOIIUM HEMPEPHIBHOE JICUEHUE
npenapaTom Heiiroren® B TeueHne Goliee 6 MECALEB, IOKa3aH KOHTPOJIb IJIOTHOCTUA KOCTHOTO
BELIECTBA.

JleiicTBre npenapara Heitroren®™ y GOMBbHBIX CO 3HAYNTEITBHO CHIKEHHBIM KOJIMYECTBOM
MHEJTONIHBIX KIICTOK-TIPSAIIECTBEHHIKOB He n3BecTHO. Heiimoren® yBenmunBaet ancio
HEUTPOUIIOB MyTeM BO3JIEHCTBUS, MPEXK/IE BCErO, Ha KIETKU-TIPEIIIECTBEHHUKN HEUTPO(PUITOB.
[ToaTomMy y OONBHBIX C IOHUKEHHBIM COJIEP’KaHUEM KIETOK-TIPEIIIIECTBEHHUKOB (HAIIpUMeED,
MIOJIBEPTILIMXCSl THTEHCUBHOM JIyU€BOM Tepanyuy Uil XMMUOTEPAINH) CTENIEHb ITOBBIILICHUS
yuciaa HEUTPO(UIOB MOXKET OBITH HIKE.

[elicTBue npemnapara Heiinores® Ha peakuuio « TpaHcmiaHTaT MPOTUB XO3SIMHA» HE
YCTaHOBJIEHO.

Heiiroren® COJICPXKHUT COPOUTON B KOHIIEHTpanuu 50 Mr/mii. MajaoBeposiTHO, YTO BCIIEJCTBHE
MoHoTepamuy nperapatom Heifmoren® B OpraHi3M MOCTYIIHT OCTATOYHOE KOIHYECTBO
copOuTONa ISl pa3BUTHS TOKCUUYECKON PEaKIMK, OJHAKO Mal[MeHTaM C HaclleJICTBEHHON
HENEPEHOCUMOCTBIO (DPYKTO3BI ClIeyeT COOTI0AATh OCTOPOIKHOCTb.

[Ipy BO3HMKHOBEHMH CHUMIITOMOB, TAKUX KaK Kallellb, HOBBIIIEHHE TEMIIEPATYPHI U JUCIIHOD, B
COYETaHUH C PEHTI'CHOJIOTUIECKUMH TaHHBIMHU B BUJIE HAJTHYUS JITOYHBIX HHQUIBTPATOB U
YXYALIEHUEM JIETOYHOU (QYHKINHU, MOXKHO MPEoiaraTb pa3BUTHE PECIIUPATOPHOTO AUCTPECC-
CHUHJpPOMA B3pOcibIX. B 3TOM cityyae Tepanuio npemnaparom cieanyeT OTMEHUTh U HA3HAYUTh
COOTBETCTBYIOILIEE JICUCHUE.

Huer pyknmm o npuMeHeHHr0, 00paIeHHIO H YHHYT 0K CHHIO

Heobxoamumo n30erath SHEPrUIHOTO BCTPSIXUBAHMS.
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Ilepen BBeeHMEM pacTBOP IpenapaTa Heitroren®™ CJeayeT OCMOTPETh Ha IIPUCYTCTBUE
HNOCTOPOHHUX BUAMMBIX YacTHLl. JlomyckaeTcst BBEICHHE PACTBOPA TOJIBKO 0€3 HaIN4Ms
MIOCTOPOHHUX BUJUMBIX YaCTHL.

DakoHBI M HINPHUI-TIOOUKH € TIpenapaToM Heitroren® [peHa3HAaYEHbI TOJIBKO IS
OJTHOKPAaTHOT'O UCIOJIb30BaHUS.

[Tonaganue ekapcTBEHHBIX MIPENAPATOB B OKPYKAIOLIYIO CPey JOKHO OBITh CBEJICHO K
MuHuMyMy. He nomyckaercs yrunuzanus npenapara Heiiroren® ¢ MOMOIIBIO CTOUHBIX BOJ HIIH
BMeCTe ¢ OBITOBBIMHU 0TX0AaMU. [10 BOZBMOXXKHOCTH HEOOXOIUMO HCIIOJIb30BaTh CIIEIIHATbHBIC

CHUCTCMBI AJId YTUIIN3alluU JICKAPCTBCHHBIX ITPCIIapaToB.

Ilepemo3upoBka

Cnyqan NEpCAO3UPOBKH HC OTMCUCHEI. B HUCCICAOBAHUAX 10 TPAHCINIAHTAIUU KOCTHOT'O MO3ra
narmentam Heiimoren® BBomuIcs B 03ax 10 138 MKI/KT B CYTKH 0€3 pa3BUTHS TOKCHYECKUX

s dexroB. Uepes 1-2 qHs mocie OTMEHBI MperapaTa Yuciio MUPKYIHPYIONUX HEUTPpOohUIoB

00bIyHO cHMXKaeTcs Ha 50% 1 Bo3BpalaeTcsi K HOpMalbHOMY YPOBHIO uepe3 1-7 nHeit.

ITo6ounoe neiicTBue

JlaHHBIE KTHHH9IECKHX HCCIIEJOBAHHH

Ouenb yactsie (Oonee 10%), yacteie (1-10%), HeuacTtrie (MeHee 1%) u peaxue (menee 0.01%)
no0o4HbIe () PEKTHI.

ITagreHT BI ¢ OHKOJIOTHIECKHMH 33 00/16Ba HHAMHA

Heiiroren® He YBEJIMUYMBAET YaCTOTY NOOOUHBIX PEAKIMI Ha IUTOTOKCUYECKYIO
xuMuoTepanuio. HexxenarenbHble SBJIEHNS C OAMHAKOBOW 4aCTOTOM OTMEYAIUCh y OOJIBHBIX,
nonyuasimx Heifrmoren™/XHMHOTEPATIHIO 1 M1aLe60/XHMHOTEPATIHIO.

OpraHn3M B [eJIOM. 4aCTO — YTOMJIISIEMOCTb, 00I11ast C1a00CTh, BOCTIAJICHUE CIIM3UCTBIX 000JI0UeK
(MyKO3HT), aHOPEKCHSI; HEYacTo — Hecneruduueckue 00H; peko — 000CcTpeHue
PEBMAaTOUIHOTO apTPHTA.

Kocr HO-MpIIIeHA S cHCT ema: 4acTo — 00Jb B IpyAd, 00U B KOCTSIX (OCOOEHHO, B KOCTSIX C
aKTUBHBIM KPOBETBOPEHHEM) U MbIIIIAX (cinadbie uiu ymepenusie (10%), nnoraa cuiibHbIe
(3%), KoTOpbIE B OOJIBIIMHCTBE CIIy4aeB KyMUPYIOTCS OOBIYHBIMHU AHAJIBI€TUKAMM).
JKenynoyHo-KHIIeHBIH T paKT © O4€Hb 4acTO — TOIIHOTA, PBOTA; YacTO — 3a1op, AUapes.
CepieqHo-coCyIHCT as CHCT eMa: B €JUHUYHBIX CIIydasx — Mpexosiias apTepuaibHas
THIIOTEH3U, He TpeOyrolas MeJUKaMeHTO3HON KOPPEKIIUHU, COCYAUCThIC HapyILICHHS
(BEHOOKKJIFO3MOHHAs 00J1€3Hb, HAPYILIEHUS, CBSI3aHHbIE C U3BMEHEHUEM COJICPKAaHUS )KUIKOCTH B

OpTraHu3ME, y MallMCHTOB, MMOJIyUYaBIIMX BBICOKHUC TO3bI XUMHUOTCPAIIUU C HOCJ'IGIIYIOH_[eﬁ
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ayTOJIOTMYHOMN TepecaIKoil KOCTHOrO MO3Ta; CBsi3b C IpHeMoM mpenapata Heiiroren® He
YCTAHOBJICHA).

OpraHspl JpIXaHHA: 9aCTO — Kalllellb, 00JIb B TOpJIe; PEIKO — MH(DUIBTPATHI B JIETKUX,
MHTEPCTUIMANIbHAS [THEBMOHHS, OTEK JIETKUX, B €UHUYHBIX CIIy4asx ¢ HEOIaronpusTHEIM
MCXOJIOM B BUJIE JIBIXAaTEIBHON HEAOCTATOYHOCTH HITM PECTIMPATOPHOTO JUCTPECC-CHHIPOMA
B3POCIBIX (MOXKET UMETh JICTATBHBIA UCXOI).

Kosx a n moaxox Ho-»k HpoBas KJIeT 4aT Ka. 4acTo — alloNelus], KOXKHas ChIIlb; PEAKO — CHHAPOM
Caura ((heOpuIIbHBIN OCTPBIHN IepMaTO3; 3HAYUTEIbHAS IOl STHX MAallMEHTOB CTpaaajia
JeiikeMuen, KoTopas 4acTo COIPOBOXKAAETCS Pa3BUTHEM cUHIpoMa CBHTA, BCIEICTBUE YETO
CBSI3b ¢ IIpHeMoM nperapata Heitroren® He GbiTa yCTAaHOBIICHA), KOXKHBII BACKYJTHT (MEXaHH3M
Pa3BHTHS Y MAIEHTOB, Tony4aromux Heiimoren®, He n3Becten).

Heparas cruer ema: 4acto — rojoBHast 60Ib.

Hmmynras caer ema: penko — aeprudeckue peakun. OKoJI0 TOJT0BUHBI AJIEPIHYECKIX
peaxIuii CBsA3aHbl C BBEACHUEM NEPBOM 103bl, Yallle — [10CJIe B/B IPUMEHEHUS Mpenapara.
WNHorna BO30OHOBJIEHUE JIEYEHUS! COPOBOXKAAETCS PELIMIUBOM CUMIITOMOB.

Mougenonopas cuct ema.’ peAKo — HapyIlIeHHe MOYEHCITYCKaHHsI (B OCHOBHOM JTU3YpUS JIETKOU U
YMEPEHHOH CTENEeHN).

JlabopaTt opHbIe 1oKa3aT €Jii; OY€Hb YacTO — IOBBIIIEHHE aKTUBHOCTH JIAKTaTIE€IHPOTreHa3bl,
mea09Hol (ocdartassl, y-riryTaMuiaTpaHc(epaspl, OBHIICHHE KOHIIEHTPALUN MOYEBOI
KHCIJIOTBI B CBIBOPOTKE KPOBH (0OpaTHUMBbIE 10303aBUCUMBbIC H3MEHEHHUS, OOBIYHO CJIa0bIe WITH
YMEpPEHHBIE).

Ianment 51 c BUY-na@exngrer

Kocrt HO-MpIIIIEYHAS cHCT ema: 0YeHb 4acTo — 00U B KOCTSIX M MbILIIaX (MUaJTHs), B
OCHOBHOM, CJ1a0bl€ WJIM YMEPEHHBbIE (YaCTOTA CXO/IHA C TAKOBOW y MAI[MEHTOB C
OHKOJIOTMYECKMMH 3200JI€BaHUSAMN ).

Kposs nmmgar naeckas cucT ema: 4acTo — CIieHoMeranus (CBsI3b ¢ IPUEMOM Iperapara
meHee 3% ciTydaeB; BO BCEX CIydasix MpH (PU3UKAIEHOM 00CIeIOBaHUU HA0II01AIach
HeOoJIbIIast WIIM YMEPEHHAs CTENEHb CIUIEHOMETAJINU C 0JIarONpUATHBIM KIMHUYECKUM
TE4YEHUEM; He ObLI0O OTMEUYEHO CIy4yaeB IMIEPCINICHU3Ma, CINIEHIKTOMUS HE IPOBOJIMIIACH HU B
onHOM citydae). CruieHOMeraius I0BOJIbHO YacTO BCTPEUAETCS Y MALMEHTOB, CTPAJAIOIINX
BUY-undexmnueii, a Takxke B pa3IIHON CTENICHN BHIPA)KEHHOCTH BCTpEeUYaeTcs y OOJIBITMHCTBA
nanreHToB ¢ CITN/I; B Takux ciydasix CBSI3b ¢ MPUEMOM IIpernapara Heiinoren® e
yCTaHOBJICHA.

3aopossie qoHOpPEI (MOOHIH3aHS amt0reHAsIXx IICKK)

OpraHu3zM B [eJIoM. PEIKO — 00OCTPEHHE PEBMATOUTHOTO apTPUTA.
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Kocr HO-MBIIIIEHA S cHCT ema.; 04eHb 4acTo — 00U B KOCTSIX M MBIIIIAX, B OCHOBHOM, CJIa0ble
WM YMEPEHHBIE.

OpraHbI JbIXaHHA. PEIKO — KPOBOXapKaHbe, MHPUIBTPATHI B JIETKUX.

HepBHas crcet ema.; 04eHb 4acTo — TOJIOBHAS 00JTb.

HmMyHras caeT eMa: HE4acTo — TSHKEIbIe aJUIEPTUIECKHIE PeaKInu.

KpoBb umm@pat waeckas cHCT ema. O4eHb 9acTo — JiehkonuTos (6osee 50 X 109/.]'1) HaO o IaICs
y 41% 3710pOBBIX TOHOPOB, Mpexoasias TpomooruTonenus (meree 100 X 109/J'I) Habmoganacy y
35% 310pOBBIX TOHOPOB; YACTO — CTUIEHOMeTanus (0e3 KITMHNYECKUX TPOSBICHHI); HEYacTO —
paccTpoicTBa (QyHKIHH CEIE3EHKH.

Jlabopar opHbIe MOKa3aT €. 4acTo — MPEXOAIIee HE3HAUYUTEIbHOE MOBBIIIEHNE aKTUBHOCTH
JaKTaTACTUAPOTEHA3bI, MEIOYHON docdaTa3bl; HEYACTO — HE3HAYUTEILHOE MOBBIIICHUE
akTUBHOCTH acniapratamuHorpanchepassl (ACT) (6e3 KITMHUYECKUX TTOCIEACTBUI),
TUTICPYPUKCMUSL.

ITarmmenr 51 ¢ TXH

YacroTa HexenaTeIbHbIX SBJICHUHN IIPU IIPUEME Ipenapara Heiinoren® namentamu ¢ TXH co
BPEMEHEM YMEHBIIIACTCA.

OpraHu3M B [ieJloM: 9acTo — peakinu (B TOM 4Hciie 00Jib) B MECT€ UHBEKITUH (MeHee ueM Yy 2%
00JIbHBIX), apTpairuu (MeHee 4eM y 2% OOJIbHBIX).

Kocrt HO-MbIIIIEYHAS cHCT ema: 0YeHb YacTo — 00U B KOCTSIX U MBIIIIAX; YacTO — OCTEONOPO3
(menee 4yem y 2% OOJBHBIX).

JKemyouHo-KHIIeYHBIH T paKT | 9acTo — Auapes (0OBIYHO TOCTIe Havaia Teparun),
remaromeranus (MmeHee 4em y 2% OOJIbHBIX).

Kox a u monxosx HO->k HpOBasA KJIET 4aT Ka.: 9acTo — anonenus (Menee 4ueM y 2% OO0JbHBIX),
chInb (MeHee ueM y 2% OONbHBIX), KOKHBIN BacKyIuT (y 2% MalueHTOB).

HepBHas cret ema. 4acto — ToJI0OBHas 00716 (MeHee ueM y 2% OOIbHBIX, 0OBIYHO TIOCTIE Havana
Tepanuu).

KpoBp nmmgpar nieckas cuct ema: O4€Hb 4YacTO — aHEMUS, CIIEHOMETaus (B HEKOTOPBIX
CIIy4asiX MOKET MPOTPECCUPOBATH); YACTO — TPOMOOIIUTOIIEHUS; HEYaCTO — pacCTPOHCTBA
byHKIMYN cene3eHkH. Takxke BBISBISUINCH CTydad HOCOBOTO KPOBOTCUEHHUSI.

MouyeroroBas cHCT eMa. HE9acTo — reMaTypusi, IPOTEHHY PHSL.

Jlabopar opHbIe MoKa3aT €. O4eHb YacTO — MPEXO/IsIliee MOBBIIICHHE aKTUBHOCTH
JaKTaTAECTUAPOTEHA3bI, MENOYHON docdaTazpl 6€3 KIMHHUECKUX MPOSBICHUMA, TPEXO0IsIas

YMCEPCHHAA T'MIOTIIMKEMHUS IMOCJIC CIbl, TUIICPYPUKCMUS.
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Ilocr perwcr panruoHHOE IPHUMEHEHHE NPENAPAT 4

Hmmyrras caer ema. B pelIKuX CITydasix aJUIeprHdecKre peakiny, BKIIYaromue aHaQuiIaKkcuio,
KOKHYIO CBIITb, KPAalIMBHUILY, KOTOPBIE MOTYT Pa3BHBAThHCS B HaYalle TEPAIMH MU MTPH
NOCJEIYIOIIEM JICUeHUH (PUArpacTUMOM. B OT/eIbHBIX Cilydasx BO30OHOBIICHHUE JICUCHHS
COITPOBOKIANIOCH PEIUAMBOM CUMIITOMOB, YTO TPEAIIOJIATaeT HAJTHIUE B3aNMOCBSI3U MEKIY
IpenapaToM U HEKEIaTeIbHBIM SBICHUEM.

[1pu pa3BUTHH CEPbE3HBIX AIEPTUUECKUX PEaKIMi Tepanuio GUIrpacTuMoM He0OX0IUMO
NPEKPaTUTh.

Ha ¢one npuema ¢punrpactuma onucaHbl OTACTBHBIE CITyYal CEPIIOBUIHO-KIETOYHBIX KPH30B,
HEKOTOpBIE — C JICTAILHBIM HCXOJ0M (CM. pa3nen «Mepsl IPejoCTOPOKHOCTHY).

Ha ¢one npuema I'-KC® (punrpactuma) onuvcansl OTJeNbHbIE CIIyyau pa3pbiBa CEJIE3EHKH Y
3JI0POBBIX JOHOPOB U MALIMEHTOB C OHKOJOTHYECKUMHU 3a007IeBaHUSIMHU (CM. pasen «Mepbl
IPETOCTOPOKHOCTU).

Onucansl penkue ciayyau (6onee wiu paBHo 0.01% u menee 0.1%) cunapoma CButa
(eOpuIbHBII OCTPHII 1epMaTo3).

VY manueHToB C OHKOJOTHYECKUMU 3a00JIeBaHUSIMU Ha (POHE npreMa (GUIrpacTIMa ONUCaHbI
OTJIENIbHBIE CIIy4Yau Pa3BUTHUS MCEBAONIOAATPHI (XOHAPOKATIBIIMHO3A).

Jlabopat opmbIe mokazar e€im: y NallMeHTOB, TOTyYaroIuX (UITPACTHM IOCIIe
[IUTOTOKCHYECKOH XMMHUOTEpanny, Ha0II0JaI0ch 00paTuMOeE MOBBIIICHHE KOHIICHTPAIHH
MOYEBOH KHCIIOTHI B CHIBOPOTKE KPOBHU, aKTUBHOCTH ILEJIOYHOH (pocdaraszsl u

JaKTaTACTUAPOTEeHA3HI 0€3 KIMHUYECKUX MPOSBICHUHN (0OBIYHO CIIa0BIe UITH YMEPEHHEIE).

B3aumopeiicTBre ¢ APYTrUMHU JT€KaPCTBEHHRIMH CPEICTBAMU

bezomacHocTh 1 3¢ (heKTUBHOCTH BBECHHS Mpenapara Heitnorer® B TOT %€ JIEHb, YTO U
MUETIOCYTIPECCUBHBIX [IUTOTOKCUUECKUX XUMHUOIIPENapaToB, HE yCTAaHOBJICHBI. BBy
YyBCTBUTEIBHOCTH OBICTPO JEISIIMXCS MUEIIOUIHBIX KJIETOK K MUEJIOCYTTPECCUBHOM
IUTOTOKCUYECKOW XUMHUOTEPANNH, Ha3HAYaTh Heiinoren® B WHTEpBaJe 3a 24 4 10 Wiu nocie
BBEJICHMS 3TUX IIPENapaToB He pekoMeHayeTcs. [Ipu ogHOBpeMeHHOM Ha3HAUEHUU Ipenapara
Heiiroren® u dTOopypaumia TSHKECTh HEUTPOIIEHUH MOXKET YCHIIUTHCS. Bo3MoxkHOE
B3aUMOJICHCTBUE C IPYTUMH IT'€MOIMO3THUYECKUMU (haKTOpaMU POCTA U IUTOKMHAMHU HEM3BECTHO.
Y4uuThIBast, 9TO JTUTHH CTUMYJUPYET BHICBOOOKICHUE HEUTPODHUIIOB, BO3SMOKHO YCHICHHE
JeHCTBHUS MpernapaTa Heitroren® py KOMOMHUPOBAHHOM Ha3HAYEHUU, HO TaKHE UCCIIEI0BaHUS

HC NPOBOJAUIIUCK.
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Bospocmias reMonosTrdeckast akTHBHOCTh KOCTHOTO MO3Ta B OTBET Ha Tepanuio (pakropaMu

pocTa NPUBOAUT K TPAH3UTOPHBIM IOJOXKHUTEIBHBIM H3MEHEHHUAM IIPU BU3YaJIN3aLMHA KOCTEH,
YTO CIIEAYET IPUHUMATh BO BHUMAaHUE IIPU UHTEPIIPETALUU PE3YJILTATOB.

Bcnencreue papmaneBTHueckoii HECOBMECTUMOCTH HEJb3s1 CMEIIMBATEH C PACTBOPOM HATpPUs

xynopuzaa 0.9%.

OcobeHHOCTH IPUMEHEHH NpenapaTa OcpeMeHHBI MU )XeHIMHAMU, )KEHITHHAMH B
MEPHOA IPYAHOr0 BCKapMIMBaHUS, JETEMH U B3pOCIBIMH, HMCIOIIMMH XPOHUIECKHUE
3a001eBaHHA

bepemennocr b w nepron KOpMIECHAS IDYABIO

[Tpenapat xateropun C.

besonacHocTs npenapara Heitroren® s OepeMEeHHBIX HE ycTaHOBJIeHa. Bo3MOXHO
[IPOXOXKICHUE Ipernapara Heiiroren®™ yepe3 MJIAleHTapHbIA Oapbep y KeHIuH. B
HCCJIETOBAaHMSIX HA )KUBOTHBIX ObLIa BBISIBICHA PENPOAYKTUBHASA TOKCUYHOCTh. [Ipy Ha3HAUeHHUH
nperapara Heiiroren® 6epeMeHHBIM CIIEAYeT COOTHECTH 0XKHIAEMBIH TePAeBTHICCKHIT HBHEKT
C BO3MOJKHBIM PUCKOM JUIS IIO/1A.

B uccrnenoBanmsax Ha Kpeicax 000ero mojia He ObUI0 0OHAPYKEHO KaKOT0-JIMOO BIMSHUS HA
GbepTUIBHOCTD U TeUEHUE OEPEMEHHOCTH TIPH MPUMEHEHUH GuirpactuMa B 1o3ax g0 500
MKT/KT.

B uccrnenoBanusax Ha KpbIcax U KPOJIHMKAX Heiiroren® He oGnazan TepaToreHHbIM 3pdextom. Y
KPOJIMKOB HAOJII0AaIach MOBBIIIEHHAS YaCTOTa BBIKU/BIIICH, OTHAKO AaHOMAJIMH pa3BUTHSA TUI0/1a
HE 0TMEYaJioCh.

HewuszBecTHO, MPOHUKAET JI Heiinores® B rpyaHo€e MOJIOKO. [IpuMeHsTh Heiinores® y
KOpPMSILIUX MaTepel He PpEKOMEHTy€eTCsl.

Ilox miro¥ Bo3pacr

B uccrenoBanmsax y4acTBOBaJIO HEOOIBIIOE KOJIMIECTBO MOKMIIBIX TTAIIMEHTOB, CIICIUAIBHBIX
UCCJIEIOBaHUM TaHHOU TpyMbl OOJIBHBIX HE MPOBOAMIOCH. CriennaabHble PEKOMEHIAINH [T
OOJIBHBIX CTAPUYECKOr0 BO3pPAcTa OTCYTCTBYIOT.

Ortenka 6e3omacHOCTH i 3 dexTnBHOCTH npenapara Heiimoren® y 310poBBIX TOHOPOB CTapIie
60 J1eT He MPOBOAMIIAC.

Jer w

CT aHZapT HbIe cXeMbI IUT OT OKCHYECKOH XHMHOT eparvi. Tpopuin 6€30MacHOCTH U

3¢ (HeKTUBHOCTH Mpemnapara Heiinores® y J€TEH, MOTYyYAUX HUUTOTOKCUYECKY O

XUMHOTCpPAIINIO, HC OTIIMYAJIUCh OT TAKOBBIX Y B3POCJIbIX.
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[lanmeHT bI IOCTIE MHEJIOCYIPECCHBHOH HITH MHEI0a01aT HBHOH T epaiiy ¢ MOCICAVIOICH

ayr osornaHoH T parc@ yzueri [ICKK: onienka 6e3omacHocTd U 3 (PEKTUBHOCTH TTpenapara
Heiiroren®™ y 3I0pPOBBIX IOHOPOB MJjafiie 16 et He IPOBOAUIACK.

Ianment b1 ¢ TXH 1 oHKOMOrHIECKHMH 332 000¢BaHHAMH. () (HEKTUBHOCT M 6€30MaCHOCTh
IIPUMEHEHUS IIpenapara Heiiroren® Y HOBOPOXACHHBIX, cTpagaromux TXH, He ycTaHOBIIEHBI.
Tsoxenas BpoxKIeHHas, IEPUOINYECKas WK uauonaTuieckas nerrponenus (AUH menee nnun
paBHoe 0.5 x 109/J'I) SIBJISIETCS] IOKA3aHUEM K JUIUTEIIbHOMY NMPUMEHEHHIO ITpenapara Heiinoren®
y IeTel C TSHKENBIMU W PEIUIUBUPYIOMUMY NHPEKIUSIMU B aHAMHE3€ IS yBEIIMYCHHSI YnCiIa
HEUTPO(DMIIOB, a TAaKXKe JUIsi YMEHBIICHUS YaCTOTHI M MMPOJOKUTEIEHOCTH OCIIOKHEHHH,
CBSI3aHHBIX ¢ HH(peknueln (cMm. pazaen «IlokazaHusy).

B ximHn4eckux ucciaenoBaHusx Oblia goka3aHa 3(h(HeKTHBHOCTH IpenapaTa Heiinoren® y
60bHBIX B Bo3pacTte 10 18 net ¢ TXH u onkonornueckumu 3adoneBanusiMu. [poduns
0e30macHOCTH mpernapara y nerei mpu jiedennn TXH He oTnryancst oT TaKOBOTO Y B3pOCIIBIX.
PexoMenaanuu mo 103upoBaHuIo /Ui OOJBHBIX AETCKOIO BO3pacTa TaKue *ke, Kak JJIsi B3pPOCIbIX,
MOJIyYarOLUX MUEIOCYIPECCUBHYIO HUTOTOKCUYECKYIO0 XUMUOTEPAIIHIO.

IlammaerT BI ¢ MOYEYHOH HIIH IETEHOYHOH HEJOCT 4T OTIHOCT BFO

Koppexkuuu 10361 He TpeOyeTCs y MAIMEHTOB C TSKEION MOYSUHON WITH MIEUSHOYHOM
HEJ0CTAaTOYHOCTHIO, TaK KaK X (papMaKOKHMHETUYECKHE U (papMaKOJMHAMHUECKHE MTOKa3aTelH

OKa3JIUCh CXOAHBIMU C TAKOBBIMHU Y 3/TOPOBBIX I0OPOBOJIBIIEB.

Bausinue Ha CIOCOOHOCTH K BOK/IE€HUIO TPAHCIOPTHBIX CPEACTB U padoTy ¢ MAIIMHAMU U
MeXaHU3MaMH
He orMeueHo BiMsiHUA npenapara Heiinoren® Ha CrIOCOGHOCTB K BOXK/ICHUIO aBTOMOGHIIS HIIN

paboTy ¢ MEXaHU3MaMH.

®opMa BHIIyCKa M YIAKOBKA

Pacr Bop 719 BHYT PHBEHHOI'O H IIOJKOXX HOTO BBEACHAAL 30 MIIH EMMJI

I[To 30 mmu EJT (1 M) Bo (hakon u3 crexina ruapoiutuieckoro tumna 1 mo ED, ykynopeHHbII
poOKo# U3 OyTWIIKayUuyKa, JAMUHUPOBAHHOTO (PTOPIOTUMEPOM, 00KATOM aTlOMHUHUEBBIM
KOJIITAYKOM M 3aKPBITHIM IJIJACTMACCOBOM KPBILIKOM.

5 (y1akOHOB € MHCTPYKIMEH IO MPUMEHEHHUIO TOMEIAOT B KAPTOHHYIO MAUKY.

Pacr Bop surg noaxox Horo Beeaerusg 30 m EJV0.5 v, 48 mom E/Y0.5 mor

ITo 30 mau EZI/ 0.5 mut 1 48 muta EJI/ 0.5 M1 B IMpHUI-TIOOMKH, KOPITYC KOTOPBIX U3TOTOBIIEH U3

cTekia ruaponuTrdeckoro Tuma 1 mo E®, mopmieHs - U3 miacTMaccsl, ¢ MpoOKoH 13
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OyTuiKayudyka, JaMUHUPOBaHHOTO Groprnoiaumepom. C Ipyroi CTOPOHBI MIMPHUIL-TIOOUK
YKYTIOPEH HAKOHEUYHUKOM U3 OyTHIIKaydyKa, JaMUHUPOBAHHOTO (PTOPIIOJIUMEPOM.
1 mmpun-TIo6MK BMecTe ¢ 1 CTepuiIbHOM UITION 11 MHBEKLUH, FepMETUYHO YIIaKOBaHHOH, U

UHCTPYKLUEH 110 IPUMEHEHUIO ITIOMEIIAIOT B KAPTOHHYIO ITA4KYy.

Cpok rogHOCTH
2 roza.

He ncnons3oBaTh 00 UCTEUCHUHN CpOKa roaAHOCTH, YKAa3aHHOI'O Ha YIIAKOBKC.

VYcnoBus XxpaHeHUS
[Tpu Temmneparype 2-8°C.

XpaHUTb B HEJOCTYIIHOM JUIsl IETEH MeCTe.

TpaHcopTupoBaHUE

[Tpu Temmneparype 2-8°C.

VYcnoBus OTIycKa M3 anTek

ITo penenry.

Bnagenen PeructpalilmOHHOTO yIOCTOBEPEHHS M IIPOU3BOIUTEND
@. Xopdmann-JIs Pour JITa., Lserinapus
F. Hoffmann-La Roche Ltd, Grenzacherstrasse 124, 4070 Basel, Switzerland

o ® o
Heiinoren ™ - ToBapHslii 3Hak AmreH Muk. CIIIA

Heiinores® - npojaercd o junen3un Amren Muk. CIIA

Ilpexcr aBur enser Bo . Xogh hmann-JIg Pour JIt 1.
107031, Poccus, r. Mocksa, TpyOHast minomas, 1. 2
teit. (495) 229 29 99, dakc (495) 229 79 99

Pexnamanuu Ha nipenapart HanpasisaTh B aapec HanmonaneHoro oprana kontposss MUBIT -
OI'BY «I'MCK um. JI.A.TapaceBuua» Munsnpascoupassutus Poccun: 119002, Mocksa,
CusueB Bpaxek, 1. 41, Ten. (499) 241-39-22, daxc (499) 241-92-38 u agpec

[IpencraBurenscTBa GupMel B MOCKBe.
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