COOTBETCTEBYET ZKCNEPTHOMY OTUETY
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(NOCNEQCBATENEHOCTE 0002)

NMHCTPYKLUA
10 MEJUIIMHCKOMY ITPUMEHEHUIO JIEKAPCTBEHHOI'O ITIPEITAPATA

JIngecnan®

PerucrpaunoHHbIii HOMep:
Toprosoe HanmeHoBanue: Jludecnan®

MexkayHapoaHOe HeIATEHTOBAHHOE MJIM IPYNIIMPOBOYHOE HAUMEHOBAHUE: (PHHIOJIMMOJ
JlekapcTBeHHas (popMa: Karcyisl

Cocras

Opna Karncyna conepKuT:

Oeticmsyrowee sewecmso: punronumona ruapoxiopua — 0,56 mr (B nepecuere Ha (GUHTOTUMOT
—0,50 mr);

8cnomozamenvHvle Geujecmaa.; TEIUTI0N03a MHUKpoKpuctaumdeckas (tun 102), xapObokcume-
TUJIKpaxMas HaTpus, KaJIbLius cTeapar.

Kancynet meepovie sicenamunosvie:

kopnyc: TuTana quokeun E 171, xxenarun;

KpbluKa: KpacuTeab XUHOTMHOBBIN kEnThiid E 104, Tutana nuokcun E 171, xenatun.
Onucanue: TBEPbIEC KeNaTUHOBBIE Karicysbl Ne 3 ¢ OenblM HEmpO3pauHbIM KOPITYCOM H SIPKO-
KENTON Henpo3pauyHoi Kpeieukoil. Comepkumoe Karcys — Oenblil Wi MOYTH Oelblii MOPOIIOK.
®apmakoTepaneBTH4Yeckasa rpynna: VMMyHoJenpeccaHThl; CEIEKTUBHBIE HMMMYHOJIEIpPEC-
CaHTBHI.

Kox ATX: LO4AA27

DapMaKoJIOrHYecKue CBOMCTBA

Mexanusm oeiicmeus

OUHTOIMMO/ MOJYJIUpYET pernentopsl cpuHrosun-1-gocdara (SIP-peuentopsr). Gunromumon
MeTa0oaM3upyeTcss CHUHTO3MHKUHA30M 10 aKTUBHOrO MeTabonuta (uHroiumoadocdara. B
HaHOMOJISIPHBIX KOHILIEHTparusax ¢uuronumosgocdar cszpiBaercs ¢ SIP-penientopamu Ha 1o-
BEPXHOCTH JIUMQOIMTOB, OBICTPO MPOHHUKAET B IEHTpadbHYI0 HepBHYIO cuctemy (LIHC) uepes
remMatosHIeannueckuil 6apbep U cBsizbiBaeTcs ¢ SIP-penentopamu Ha TOBEPXHOCTH HEHPOHOB.

Ces3biBasich ¢ SIP-perientopamu nmumdouuToB, GuHroauMoadochaT OJI0KUPYyeT CIOCOOHOCTH
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TUM(OIUTOB MOKUIATH TUM(PATUYECKHE Y3IIbl, YTO MPUBOJUT K MEpepactpeaeIeHUIO TUMQOoLu-
TOB B OpPTraHU3MeE, IPU 3TOM HE MPOUCXOJIUT YMEHBIICHUS OOINEro KOJMYecTBa JIMM(OLUTOB.
[Tepepacnpenenenue TMMQPOLIUTOB IPUBOAUT K YMEHBUICHNUIO JTUM(OIUTApHON MH(DUIbTpALUU
I[IHC, B TOM 4mciie BOCTATUTEIbHBIMU KJIeTKaMHu Thl7, yMEHBIIIEHNIO BEIPAXKEHHOCTH BOCTIAJIE-
HUS U CTEIIEHU IIOBPEX/ICHUSI HEPBHON TKaHHU.

HccnenoBanust Ha KUBOTHBIX M AKCIEPUMEHTHI i1 Vifro TIOKa3bIBAIOT, 4TO 3((HEeKThl (UHTOIH-
MOJla TaKXKe MOT'yT ObITh 00yCIIOBIIEHBI €ro B3aumozelcTBueM ¢ SIP-penentopaMu Ha HEpPBHBIX
KJIETKaXx.

Dapmaxoounamuka

B Teuenue 4-6 4 mocine nepBoro npueMa GuaroMMoaa B 03¢ 0,5 MI KOJUYECTBO JTUMQOIUTOB
B KPOBM CHMIKAeTCs MPUOIU3UTENBHO 10 75 % OT ucxoaHoro 3HaueHus. [Ipu anurenbHOM exe-
JTHEBHOM IPUMEHEHHU (DPUHTOIMMOJIa KOJIMYECTBO JIMM(POLUTOB HPOJOJIKAET CHUXKATHCS B Te-
YeHue 2-X Helelb, JOCTUTas MUHUMAIbHOTO mokazarelis 500 KIeTOK/MKJI WA MPUOIU3UTEITHHO
30 % ot ucxonHoro 3HaueHus. ¥ 18 % nanueHToB 0TMEUAIOCh 10 KpallHel Mepe OJIHOKpaTHOe
CHIDKeHHe KoiuuecTBa JuMdoruroB Hike 200 kinetok/Mki. Ilpu perynspHoM npueme (UHro-
JMMO/Ia CHI>KEHHOE KOJIMYECTBO JIMM(OIUTOB coxpaHsuiock. bonpmmucTBo T- u B-nmumdonuros
NEPUOINICCKU IPOXOIUT Yepe3 TUM(OUIHBIE OPTaHbl, 1 UMEHHO 3TH KJIETKH SBJISIOTCS TJIABHOU
MUILIEHBIO JUTst AercTBUS puHrommmona. Oguako okoso 15-20 % T-muMbonuToB, SABIASIOMNXCS
3¢ (HEeKTOPHBIMU KJIETKAMH HaMsITH U UTPAIOIIMMHU BaXXHYIO pOJib B epu(epruueckoM UMMYHHOM
KOHTpOJIe, HE MPOXOAAT yepe3 JTUMQOUAHbIE OpraHbl U HE MOJBEPKEHbI BO3ACUCTBUIO (PUHTO-
auMona. B TedeHue HECKONBKUX JAHEH MOCIie MpeKpalleHns npuemMa (UHroMmMojia B KPOBU OT-
MeyYaeTcs MOBBIIEHHE KojaudecTBa JauMdounuToB. Hopmanusauus koaudecTtBa JIUMEOIMTOB
IPOUCXOIUT uepe3 1-2 Mecsia nocine npekpaieHus jgeuenus. [locrosHubli npueM GuHromumo-
Jla IPUBOAMUT K HEOOJBIIOMY CHHKEHHIO KOJIMYECTBA HEUTPOoMIOB, mpubnusutensHo 10 80 %
OT UCXOJIHOTO MoKa3aresst. MOHOLUTHI HE MOABEP)KEHBI BO3AEUCTBUIO (PMHIOJIMMO/A.

B nauane nedenus GUHroIMMOIOM B PEKOMEHAYEMOW 03€ OTMEYAeTCs TPAH3UTOPHOE CHUXKe-
Hue YCC (4acToThl cep/ieYHbIX COKpAIIEHHWH) U 3aMeAJICHUEe aTPUOBEHTPUKYJISIPHON MPOBOIM-
moctH. [Ipu 3Tom mMakcumanbHoe cHmxkeHne YCC Habmonaercs B TeueHHe 6 4 mocie npuema
¢unromumona, a 70 % OTpULATENFHOTO XPOHOTPOITHOTO 3P QeKTa JOCTUraeTcs B MEPBBIN J1€Hb
npumeHeHna. YCC Bo3Bpamjaiach K MCXOJIHOM B TeueHHe | Mecsna peryasipHOro NpuMEHEHUs

¢dbuHrOIMMO/IA.
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Cumxenne YCC, BbI3BaHHOE (PUHTOJIMMOIOM, MOXKET OBITh KYIHPOBAHO NPUMEHEHHUEM aTpPOITH-
Ha Wi u3onpeHainuHa. [lokazaHo, 4yTo canbMeTeposi, IPUMEHSAEMBbI WHTAISALUOHHBIM IIyTEM,
TaK)Ke BBI3BIBAET YMEPEHHBIH MMOJIOKUTEIbHBIA XPOHOTPOIHBIH 3 (eKT.

B Havane npumeHneHus (pUHronuMoa OTMEYAeTCsl YBEIMUEHUE YKcia MPeCcCepaHbIX IKCTPACH-
CTOJI, HE COIPOBOKAAIONIEECS YBEIMUYCHHEM YacTOThl (GHOPHILUIALUU/TPENIETaHus TIPEICEPIHiA,
KeITyTOYKOBOW apuTMHEH nin skronueld. He oTMedueHo BIusHUS GUHTOIMMOAA HA YMEHbIIICHUE
ceplIeuHoro BeiOpoca.

ABTOHOMHBIE (DYHKIIMH Cepjilia, B TOM 4Hcie upkaauanHas BapuadenbHocTh YHCC u peaknus
Ha (pU3HUECKYIO HArPYy3Ky, HE U3MEHSIOTCS MO/ BIMSHUEM (PUHTOJIMMO/IA.

OnHOKpaTHOE M MHOTOKPATHOE MPUMEHEeHHE PUHTOIMMOa B no3ax 0,5 mr wim 1,25 mr B Tede-
HUE BYX HEJIEb HE aCCOLMUPOBAIIOCH C OMPEACISIEMbIM YBEITUUYEHUEM COMPOTUBIISIEMOCTH JIbI-
XaTenpHbIX myTeil o 3Hadenno ODB| (o6beMa GopcUpOBaHHOTO BHIIOXA 32 MEPBYIO CEKYHIY)
U cpenHell 00beMHON CKOPOCTH BbIIOXa Ha ypoBHeE 25-75 % ot ®XKEJI (dhopcupoBanHas ku3-
HEHHasi eMKOCTb JIETKUX). OTMe4alloch, OJJHAKO, J10303aBUCUMOE yBEJIIMYEHHE COMPOTUBIISEMO-
CTH JIbIXaTENbHBIX MyTeH MPU OAHOKPATHOM MPUMEHEHUU (UHTOIUMOJIA B 103€ >5 MT, MPEBbI-
nraromed pekoMeHgoBanHyto B 10 pa3. MHorokpatHoe mpuMeHeHHe (UHTOIMMOJAa B J03aX
0,5 mr, 1,25 Mr unu 5 Mr He acCOLMUPYETCS C YMEHbIIEHUEM OKCUI€HAI[MH, YMEHbILIEHUEM Ca-
Typaluu KUCI0po/ia pH GU3NUYECKON HArpy3Ke WIN YBEIUUYEHUEM PEaKTUBHOCTHU JIbIXaTEJIbHbBIX
MyTel K METaxoJIMHy. Y MalMeHTOB, NOJy4YaBUINX (PUHTOIMMO/I, OTMEUasCsl HOpMaJIbHbII OpOH-
XOJIMJIATAllMOHHBIM OTBET Ha MPUMEHEHHE HHTATSILIMOHHBIX O€Ta-arOHUCTOB.

[Tpy mpuMeHeHHH y MAIMEeHTOB C PEMUTTUPYIOIIUM paccestHHbIM ckiiepo3oMm (PPC, cpemnwmii
6ayu no mkane uaBauaHoctd EDSS 2,0) ¢gunronumon B go3e 0,5 Mr cHMXKall 4acTOTy KJIMHH-
yeckux o0ocTpenuit 6one3nu Ha 54 %. [Ipu npueme punronmumona y 70 % marmueHTOB OTMEYa-
Jach crabuibHas pemMHccus B TedeHue 2-x JeT (1o cpaBHeHUIo ¢ 45,6 % B rpymnme mianebo).
@OUHTOIMMO/ IOCTOBEPHO CHUXKAJI PUCK NMPOTPECCUPOBAHUS HETpynocnocooHocTH. [Ipu npume-
HEHUM (PUHTOJIMMO/Aa JOCTOBEPHO YBEIMUYMBAJIOCH BpEMs JI0 HACTYIUIEHHS 3-MECSAYHOro M
6-MeCSYHOT0 Mepro/ia MOATBEPKIECHHOTO MPOrPECCUPOBAHUS HETPYIOCIIOCOOHOCTH (OlLIeHUBae-
MOr0 Kak MOBBIIIEHHE OLIEHKH N0 mKkaie EDSS oT ucxoaHslx nokxazaTeseil) 10 CpaBHEHMIO C
iane6o. Pe3ynpTaThl MarHuTHO-pe3oHaHcHOW Tomorpaduu (MPT) romoBHoro Mosra mnamueH-
ToB ¢ PPC Ha done neueHnss GUHroIMMOI0M MOATBEPKIAI0T 3HAUUTEIbHOE CHI)KEHHE aKTHB-
HOCTH TeueHus 3a0oreBaHus (MHTEHCUBHOCTH BocnaymTenbHoro mpomecca B [IHC, pasmepoB u

KOJIMYECTBA O4YaroB IICMI/ICJ'II/IHI/BS.L[I/II/I).
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DapmakoKkunemuka

Jannpie mo papmMakoKuHETHKE (UHTOIUMOJA OBUIM TOYYEHBI Y 3/I0POBBIX JT0OPOBOJIBLEB, Y
PELUIHEHTOB OYKU U Y MAIMEHTOB ¢ paccesHHbIM ckiiepo3oM (PC).

®apMaKoJIOrH4ecKy aKTUBHBIM METab0IUTOM siBisieTcs punronumondocdar.

Bcacvisanue

[Tpu mpueme BHYTpb BcachiBaeTcst >85 % no3bl. BeacbiBanue (puHronnMona mpoucXoauT Mea-
JIEHHO (BpeMsl JOCTH)KCHHUSI MAaKCUMAJIbHOW KOHIIGHTPALUM B IJIa3ME KPOBH, tmax, 12-16 u). Ka-
Kymasicst abCcoNIoTHasE OMOIOCTYITHOCTh IpU IpueMe BHYTph cocTaBisieT 93 %. PaBHoBecHas
KOHIIGHTPALUs B IUIa3Me KPOBH JIOCTUTAETCS B TeUeHHE 1-2 MecsIeB perysipHoOro npuema (puH-
romumonia (1 pa3 B cyrkm). PaBHOBecHass KOHIIGHTpalus (DUHTOIUMOJA TPHOIM3UTEIHHO B
10 pa3 BbllIe, 4eM €ro KOHILIEHTPAIUS [T0CIIe IEPBOTrO IpHUeMa.

[Tpuem numM HE BIUAET HA MAKCUMAIbHYIO KOHUIEHTPAIHIO (Cmax) wiu skcnozunuto (AUC -
wiomanab 1oa  (papMaKOKMHETHYECKOW KpPUBOW «KOHIIGHTPAUUS-BpeMs») (UHTOIUMOJA.
Cimax unromumosdocdara He3HAUNTENBHO CHWXKanach (Ha 34 %), a AUC He mensace. [lo
9TOM MpUYrHEe GUHTOIUMO MOKHO IPUMEHSTh BHE 3aBUCUMOCTH OT BPEMEHHU MIpHeMa MHIIH.
Pacnpeoenenue

QOUHTOIMMO/I 3HAYUTENIFHO pacrpeaessieTcss B apuTpountax (ppakius GuHroimmMosa B KJIeTKax
kpoBH 86 %). ®unHromumoadochat IMeeT MEHBIIYIO CIIOCOOHOCTh MPOHUKATh B KICTKH KPOBU
(dpaxmusa B kimetkax kpoBu <17 %). Gunronumon u Guaroaumoadocdar B BHICOKON CTENEHU
CBSI3BIBAIOTCA C OeNKaMu I1a3Mbl KpoBHU (>99 %).

OUHTONMUMO/ B 3HAYUTENBHOM CTETIEHU paclpeieNsieTcsl B TKaHsIX opranuizMa (00bseM pacrpeje-
nenus okoio (1200 £ 260 ). duHrOMMMOT MPOHUKAET B TOJIOBHOM MO3T, YTO OBUIO MOKa3aHO B
KJIIMHUYECKOM HUCCJIEIOBAHUH Y 37I0pOBBIX J00poBoJiblieB. B nccnenosanuu y 13 1o6poBoIbIEB
¢ PC, nonyuaBmmx ¢guaronumon B 1o3e 0,5 Mr B paBHOBECHOM COCTOSIHMH, KOTUYECTBO (PUHTO-
aumoaa (nim ¢puHromumoadocdaTa) B ceMeHHOM xuakoctu Obu1o B 10000 pa3 MeHble mpUHS-
toit 10351 (0,5 Mr).

Memabonusm

VY yenoBeka 6uoTpaHcPopmalus PUHTOIMMO/IA IPOUCXOAUT B Pe3ysIbTaTe 00pPaTUMOIO CTEPEo-
cesleKTuBHOTO ochoprnupoBanus 10 HapMaKoIOTUIECKH aKTUBHOTO (S)-3HaHTHOMEpa (hUHTO-
aumoadocdaTa u 3a CYET OKUCIUTEIbHON OnoTpaHchopMaIuu, riIaBHbBIM 00pa3om u30hepMeH-
tom CYP4F2 u, Bo3moxxno, npyrumu uzopepmentamu CYP4F, ¢ mocnenyromeit nerpanamnuei

AHAJIOTUYHO KUPHBIM KHUCJIOTAaM OO HECAKTUBHOI'O MeTaboInTa U myTeM (I)OpMI/IpOBaHI/IH (bapMa-
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KOJIOTUYECKH HEAKTUBHBIX HEMOJSPHBIX aHAJIOTOB (pUHromuMoepamuia. OCHOBHOW (epMeHT,
OTBEYAIOIIUI 3a MeTa0oJaM3M (UHTOTUMOJIA, YACTUYHO HACHTH(HIMPOBAH: 3TO MOXKET OBITh
CYP4F2 umu CYP3A4. [locne 0qHOKpAaTHOTO MpHeMa BHYTPh B IJIa3Me KPOBU OMPEACISUINCH
(B TeueHue npubauzuTenbHO 1 Mecsna) HemsaMeHeHHbI ¢uHromumon (23,3 %), punronumon-
docdar (10,3 %), HeakTuHbIE MeTaO0INUTHI (M3 - KHCIBIA KapOOKCHIBHBINA MeTaboauT (8,3 %),
KOHBIOTAThl MeTaboauTOoB ¢ nepamuaamu M29 (8,9 %) u M30 (7,3 %)).

Buigeoenue

[Tnazmennsbiid kupeHc Guaronumona 6,3 + 2.3 1/4, CpeIHUI KaKyIUHCs TIEPUO/T ITOTyBbIBEIC-
Hus (t12) cocraBnseT 6-9 nueii. CHIKeHUE KOHIICHTpauil puHronuMoa u puHroamMopocda-
Ta B IJIa3M€ KPOBHU B TEPMUHAJIBHOW CTa/JIMU MPOUCXOAUT NapaieIbHO, YTO MPUBOAUT K CXO-
HOMY NIEPUOAY TOJTyBBIBEICHUSI.

[Tocne mpuema BHYTph 0koJ0 81 % M03bI BRIBOJUTCS MOYKAMU B BHJI€ HEAKTHBHBIX METabOIH-
ToB. HemameHnennsie punromumon u ¢puHromumopochaTt He BEIBOIATCS MMOYKAMHU, HO SBIISIOTCS
OCHOBHBIMHM COEAMHEHHUSAMU B Kajle (KOJIMYECTBO Kaxjaoro - <2,5 % ot no3sl). B TeueHue
1 mMecsitia BRIBOAUTCS OKOJI0 89 % 1036l PUHTOIMMO/IA.

Jlunetinocms

Konuenrtpanun ¢uaronimona u puaronmmosipochara yBeImuuBarOTCS MPOIOPIIUOHAIBHO J103€
nociyie MHOrokparHoro npumenenus 0,5 mr wiu 1,25 mr 1 pa3 B cyTku.

VY manmeHToB JETCKOro BO3pacTa KOHIeHTpanus ¢puHroiuMmodocdara yBeIuuynuBaeTcs mporop-
[IUOHATIFHO JI03€ MOCIe MHOTOKpaTHOro mpuMmenenus 0,25 mr unu 0,5 mr 1 pa3 B CyTKH.

@GDMGKOKL[HQWZMKCZ 6 OMOEIbHbIX Cy4daix

Hapywenue ¢ynxyuu novex

Hapymenue ¢pyHkuuu novek (0T JIETKOM O TSDKENIOW CTENEHHM) HE OKa3bIBAeT BIUSHUSA Ha (ap-
MaKOKMHETUKY (UHTroiauMosa 1 punroaumoadocdara.

Hapywenue ¢ynxyuu neuenu

OpnHoKpaTHOE MPUMEHEHHE (PUHTOJIMMOJA B 03¢ | MI WM 5 MI' y NalMeHTOB C HapylIeHUEM
(GYHKIIMM TIeYeHU JIETKOM, cpefHel u Tsokenol creneHel (kiacc A, B u C no knaccudukanuu
Yaitna-IIst0) npuBoaut k nosbimeHnio AUC ¢unronumona Ha 12 %, 44 % u 103 % cootser-
CTBEHHO, IPH 3TOM BIHUSIHUA Ha Cmax HE OTMEUYEHO. Y MAIMEHTOB C HapyIlIeHUEeM (PyHKIUH rede-
HU Tspkenoit crenenu (kimace C mo kmaccudukanun Yauna-I1e10) Cmax puaTOTMMON(OChHaTa

cHmxkanace Ha 22 %, npu stom 3HaueHne AUC cyliecTBEHHO HE U3MEHSUIOCh. Y MAIUEHTOB C
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HapymeHneM (yHKIMH TI€YEHU JITKOH M CpelHel cTeneHel TsuKecTH (papMakoKMHETHKa (HH-
roaumodocdara He OIIEHUBANACK.

VY mauueHToB ¢ HapylleHHeM (YHKIUU MeYEHH JIETKOW CTeNeHH MEepHOoJ MOIyBbIBEICHHS OCTa-
€TCsl HEM3MEHHBIM, C HapyIIEHWEM CpeHel U TSDKEIOW CTENEHU - YBEIMYMBAETCS IPUMEPHO Ha
50 %.

QOUHTOIMMO/ HE CIIEAYET IPUMEHSTh Y MAlMEHTOB C TSHKEIBIMU HAPYHICHUSMH (QYHKIIUU Tede-
Hu (kiacc C no knaccudukanuu Yaiina-I1s10). Y manueHToB ¢ JIETKMMU M YMEPEHHBIMU Hapy-
HICHUSIMHU (DYHKLIUU TIeYeHU (PUHTOJIMMO/] ClIeAyeT HAUMHATh IPUMEHSATH C OCTOPOKHOCTBIO.
Tayuenmvrt maaowe 18 nem

PaBHOBecHas koHIeHTparus puHTOIMMOAdochaTa cxoxka y B3poCibix U neTei crapie 10 ser.
bezonacHocTh 1 3QpeKTUBHOCTh MpUMEHEHUsl (pUHroIMMo/a y manueHToB miaame 10 et He
U3y4YeHa.

Toowcunvie nayuenmoi

Knuanyeckunii onpIT mMpuMeHEHHsT (UHTOJMMOAA Yy MAIMeHTOB B BO3pacTe crapiie 65 neT
orpaHvueH. Y TaIMeHTOB B Bo3pacTe 65 neT u crapuie (UHTOIUMOJ] CIEAYeT MPUMEHSTH C
OCTOPOKHOCTBIO.

Ilon u smuuueckas npuHaOIeHCHOCMb

[Ton u STHUYECKAs] MPUHAUICKHOCTh HE OKA3bIBAIOT KJIMHUYECKH 3HAYMMOTO BIMSHUS Ha (ap-

MaKOKHHETUKY (puHrommoja u ¢punromumoadocdara.

Iloxka3zanus K NPUMEHEHHIO
Pemuttupyromuii paccesuusiii ckiepo3 (PPC) - y B3pocnbix u nereit crapme 10 mer ans
YMEHBIIIEHUS YacTOThl KIMHUYECKUX 000CTpEHUI O0JIE3HU U CHU)KEHUS PHCKa MPOrpeccupoBa-

HUS HETPYAOCIIOCOOHOCTH.

IIpoTruBonokaszanus

- BoisiBneHHBI UMMYHOJAE(PHUIIUTHBINA CHHJIPOM.

- [ToBBILIEHHBIN PUCK OMITOPTYHUCTHUYECKUX WHPEKIUI, B TOM YHCIIE Y UMMYHOKOMIIPOMETHPO-
BaHHBIX MAIIMEHTOB (B TOM YHCIE MOJyYaIOMIUX UMMYHOCYIIPECCUBHYIO TEPANUIO B HACTOsIIEE
BpEMsI WJIM UMMYHOKOITPOMETHPOBAHHBIX 32 CUET MPEIIIECTBYIONIEH Tepanun).

- Tsoxenast nadexnus B akTUBHOM (ha3e, aKTUBHAs XpoHUUYecKass HHGEKIus (TernaTtur, TyOoepKy-

ne3).



2024 N2 11751
TENEHOCTE 0002)

oT 13.06

(NOCNEAQCEA

COOTBETCTEBYET ZKCNEPTHOMY OTUETY

- BoIsiBeHHBIE 3710Ka4eCTBEHHBIE HOBOOOpA30BaHUs B aKTUBHOM (asze.

- Hapymenne ¢yHnkun nedenu tsokenoit crenenu (kiace C no knaccudukanuu Yaitna-I1s1o).

- Undapkr Muokapaa, HectabuiibHasi CTEHOKApIUsi, MHCYJIbT/TPAaH3UTOPHAS UIIIEMHYECKas aTaka
(TUA), nekoMmmeHCHUpOBaHHAs CepACYHAs HEJIOCTATOYHOCTh (TpeOyrolias TOCHUTATU3AINN),
cepaeunas HemocratouHocth III-IV kmacca mo NYHA (New York Heart Association) 3a mo-
cienHue 6 MecsIeB.

- Tsoxenast cepaednas apuTMmusi, TpeOyrollas aHTUAPUTMHUYECKYIO TepaInuio npenaparamu la umu
III kiacca.

- ATpuoBeHTpuKYJsipHas Onokana (AB-Omokama) tunma Moobutn II 2 crenenu, AB-Gmokana
3 cTeneHu, CHHAPOM CIIA0OCTH CHHYCOBOT'O Y3J1a - IPU OTCYTCTBUH KapAUOCTUMYJIISTOPA.

- Ucxonnbiii uaTepBan QTc >500 mc.

- l'unep4yyBcTBUTENBHOCTD K (PUHTOTUMOTY UITH JIFOOOMY JPYyroMy KOMIIOHEHTY Iperapara.

- BepemMeHHOCTB ¥ TTEPHOJ TPYTHOTO BCKAPMITMBAHHS.

O} dexTuBHOCTh U 6€30MACHOCTh MPUMEHEHHI (PUHTOIMMOa y Aeteid 1o 10 et He ycTaHoBIe-

HBI.

C 0CTOPOKHOCTHIO

bpaouapummus

B nauane npumenenus guHronmmonaa ormedaercs npexopsiee cHuxenue YCC, koTopoe Mo-
JKET COINPOBOXKAATHCA 3aJEPKKOM aTPUOBEHTPUKYJIAPHOIO NPOBEACHUS, BKIIOYAs OTAEIbHBIC
cilydau npexosuiei noaHoit AB-0nokazpsl, pa3zpemiaronieiics CHOHTaHHO.

UCC HaunHaeT CHMXKAThCS B TeYeHHUE | 4 mocie nepBoro npuemMa (GUHrOIMMO/1a, 3 MAaKCHMAaJlb-
HOE CHIDKCHHE OTMEYaeTCsl MPUMEPHO uepe3 6 4. DTOT Mocie030BbIi dPPeKT coxpaHsercs Ha
HOPOTSDKEHUH TOCHEIYIOUINX THEeH, X0Td, KaK MpaBuio, B 0oJiee Jerkoi CTeneHu; B TeYeHUe Mo-
CJICAYIOUIMX He/elnb OH OOBIYHO cXOauT Ha HeT. Ilpu nponomxenun neyenus cpeaass YCC Boz-
BpalllaeTcsl K HCXOJHOMY YPOBHIO B TeueHue 1 Mecsaua. OnHako, y oTaenbHbIX nanueHToB YCC
K KOHIly IIEPBOr0 MecsAlla MOXKET HE BEPHYTHCS K UCXOJHOMY YpOBHIO. HapyiieHusi mpoBogumo-
CTH, KaK MPaBUJIO, ObUIM MPEXOSAIMMHI U HE TPOSIBISUIMCH KIMHUYECKH. OOBIYHO OHU HE Tpebo-
BaJIM JICUCHHS U pa3pellajiich B TeUeHUE MepBbiX 24 4 Ha (oHe mpumeHeHus npenapata. [Ipu
HeoOxoaumoctu UCC, cHMKEHHas B pe3ysbTaTe MPUMEHEHHs (MHTOJUMOJa, MOKET OBITh IO-

BBIIIICHA 3a CYCT MAPpCHTCPATIbHOI'0 IPUMCHCHHA aTPOITMHA WX U30IMPCHAIMHA.
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Bcem nmanuentam crnenyet npoectu DKI' u usmeputs aprepuansuoe nasienue (A/l) 1o nauana
npuema Ipenapara ¥ uepe3 6 4 mocie mpuema mepBoi A03bl. Beex manmmeHToB HE0O0X0IUMO
Ha0JI0/1aTh B TE€UEHHUE 6 U Ha MpeAMET MPU3HAKOB U CUMOTOMOB Opanukapauu, usmepsist HCC u
AJl xaxnplii yac. B TedeHue 3Toro 6-4acoBoro nepuojia peKOMEH1yeTcs MPOBOJUTh HENPEPhIB-
HBIN (B peanbHOM BpeMeHH) DKI'-MOHUTOPHHT.

[Ipu pa3BUTHM CHUMIOTOMOB OpaguapUTMHUU Ha (OHE Tepanmuu (UHTOIMMOAOM HEOOXOIUMO
HA4YaTh COOTBETCTBYIOIINE MEPONPUATHUS, 00ECIIEYNTh HAOII0IeHNE MAallUeHTa BIUIOTh 10 KyIH-
pPOBaHMSI TaHHOTO cocTosiHUSA. [Ipu He0OX0IMMOCTH JIEKapCTBEHHON Teparuy B MEPHOJ MOHUTO-
pHHTa IOCIe PHeMa MEepBOM 10361 HEOOXOAMMO MPOJUIUTH HAOIIOEHUE 10 MEHBIIEH Mepe 10
yTpa CIeAYIOMIEro JIHs, U MMOCIe TprueMa BTOPOil 1036l (PUHTOJIMMO/1a TOBTOPUTH 00CIIEIOBAHHE,
AHAJIOTMYHOE HAOJIIOICHUIO MTOCIIe IEPBOM J03HI.

Ecnu yepe3 6 4 mocne npuema nepBoit 70361 YCC HaxXoauTCs HA MUHUMAJIBHOM ypOBHE (YKa3bl-
Bas Ha TO, 4TO (hapMakoauHaMU4IecKuil 3(pQekT Ha cep/re, BOZMOXKHO, €IIe HE MPOSBHICS B
MaKCUMaJIbHOM CTENEHH), HAOIIOICHHE CIIETyET MPOJIJTUTH elle M0 KpalHel Mepe Ha 2 4 WU JI0
Tex nop, noka YCC BHOBH He noBeicutcs. Kpome toro, ecnu YCC uepes 6 4 mocie npuema QuH-
TOJUMOJIa COCTaBIseT <45 yJI/MUH y B3pOCHBIX, WM <55 yn/MuH y aeteit crapuie 12 ner, wiun
<60 yn/muH y nereit ot 10 go 12 et wim npu BriepBbie Bo3HUKIIEeH AB-0nokazne 2 creneHu uim
Bhimie 1o ganHbiM DKI' uepe3 6 u mocne mpuema npenapara, win eciu uatepBan QTc mo DKT
coctasisieT >500 Mc, crneayeT MPOBOAUTH JIOTIOJHUTENRHOE HaOM0IeHne (TI0 KpaiHel mMepe 10
CIIEYIOIIETo yTpa WM JI0 TeX MOp, MOKa HapylIeHus He pasperiarcsa). AB-6mokana 3 crenenu,
Korja Obl OHA HM BO3HHKIIA, TaKKe TPeOyeT MpOBeIeHUsI MPOIJICHHOT0O MOHUTOPUHTA (IO Kpaii-
Hel Mepe 0 CIEAYIONIETO yTpa).

VY nanueHToB, MOTyYaBIINX JIEYEHHE (PUHTOJIMMO/IOM, 3apETUCTPUPOBAHBI OUEHb PEAKHUE ClIydan
unBepcun 3yoma T Ha DKI'. B ciayuae BoisiBneHus naBepcuu 3yona T He0oOX0IMMO HCKIIIOUNUTh
HaIU4Yue APYTUX MPU3HAKOB UIIeMUH MHUOKapaa. [Ipu momo3peHuy Ha WIIEeMHIO MUOKapla pe-
KOMEH/IYeTCsl OOpaTUTHCS 32 KOHCYJIbTAIIUEHN K KapIUOJIOTY.

B cBs3u ¢ pucKOM pa3BUTHS CEPhE3HBIX HAPYIIEHUN pUTMa cepiaua (GUHTOIMMOJ HE CledyeT
MPUMEHSTH Y MAIIMEHTOB C CHHOATPUAIBHON OJIOKA0M, CUMIITOMAaTHYECKON OpaauKapanei uin
MOBTOPHBIMU 3MU30/IJaMU CUHKOIAJIbHBIX COCTOSIHUN B aHAMHE3€, C CYIIECTBEHHBIM YJIMHEHUEM
uatepBana QT (xenckuit mon: QTc >470 mc (ctapme 18 ner), QTc >460 mc (10-18 net); Myx-
ckoit moit: QTc >450 mc (crapmie 10 ser)). [TockonbKy MepeHOCUMOCTh BBIpAXKEHHOUW Opaaukap-

JHUHN MOXKCET OBITh CHIJKCHA Yy NaoueHTOB C OCTaHOBKOM cepana B aHaMHE3C, HeKOHTpOHpreMOﬁ
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apTepUaIbHON TUTIEPTEH3UEH UITH TSDKEJIBIM CHHAPOMOM arHO? BO CHE, (DUHTOJIUMO]T HE CIIEAYeT
MPUMEHSATh Y TaKUX MAIlMEHTOB. Y TaKUX MallUEHTOB MPUMEHEHHE IIpernapara BO3MOKHO TOJIBKO
B Clly4ae, €clid IpeJroiaraeMas MoJib3a MpeBbIlaeT MOTeHIHaNbHbIM puck. [Ipu HeoOxomumo-
CTH IPUMEHEHHUs (PUHTOJIMMO/Ia Y MallMEHTOB JaHHOM KaTeropuu CleayeT MPOBECTH KOHCYIbTa-
[IUIO KapMoJiora Mepe] HadyalioM Tepaluu JJis BEIOOpa ONTUMAIBHOTO MOHUTOPHUHTA CEPACUHOM
JIEATEIIbHOCTH, 110 KpaiHEW MepE 10 yTpa CIEAYIOLIErO JIHS.

[Ipumenenue puHromMMOIa y NAIMEHTOB C apUTMUSIMH, TPEOYIOIIUMU JICYCHUS] aHTHApUTMUYE-
CKUMHU CpeJcTBamMu kiacca la (Hanpumep, XMHUAMH, au3onupamun) uiny kiacca Il (manpumep,
aMUOJIapoOH, COTaNoN), He u3y4anu. Ha ¢oHe mpruMeHeHUs aHTHAPUTMUYECKUX CPENICTB Kilacca
Ia win xiacca Il y mauventoB ¢ Opaaukapauei oTMEYaIuch Cilydad NMUPYITHOM TaxUKapaAuu.
[TockonbKy B Hayane mpuMeHeHus Guaronumoia ormeuaetcs cHmwkenue YCC, mpenapar BMecTe
C ITaHHBIMU JICKAPCTBEHHBIMU CPEACTBAMH IPUMEHSTH HE CIEIYET.

OnbIT npuMeHEHUsT PUHTOIMMO/Ia Y TTAIIMEHTOB, MOJIYYaOUIUX COMYTCTBYIONIYIO Tepanuio OeTa-
aapeHo0I0KaTOpaMu, aHTarOHUCTAMU KaJIbIMEBhIX KaHaoB, cHbKaomuMu YCC (TakuMu Kak
BepamaMuil WId AUITHA3EM), WIH APYTUMHU IpenaparaMmu, cnocoOubmu cHmxkath UCC (Hampu-
Mep, UBaOpaIvH, AUTOKCHUH, MHTUOUTOPHI XOJIMHACTEPa3bl WM MUJIOKApIuH), orpanudeH. [lo-
CKOJIBKY B Havasie npumeHerus punronumoaa YCC Ttakke CHIKASTCs, MPUMEHEHHE Ha3BaHHBIX
MperapaToB B Ha4aJe JICUCHHS] (PUHTOJIMMOIOM MOKET IPUBECTH K TsDKEJION Opamukapuu u AB-
Osiokane. B cBsi3uM ¢ MOTEHIMATBHBIM TOMOJHUTENBHBIM BiusiHueM Ha YCC duHrommmos He
clenyeT HaYMHATh NIPUMEHSTh Y MAalUeHTOB, KOTOPbIE OJJHOBPEMEHHO TPUHUMAIOT JIAHHBIE TIpe-
napatel. [IpuMeHenne GUHTOIMMOa Y TaKUX MAIlMEHTOB CIEAYeT paccMaTpUBaTh JHUIIb B CIIy-
yae, €CJIM MpeJroiaraeMas 1mojb3a MepeBelnBacT NoTeHInaIbHbIe pucku. Ecinu paccmarpuBa-
€TCs1 BOMPOC O MPUMEHEHUH (UHTOJIMMO/IA, TO JI0 Havajaa ero MpUMEHEHHS CIeAyeT 0OpaTUThCs
3a KOHCYJIbTAIIMEN K KapIUOJIOTy OTHOCUTENIbHO NIEPEBO/ia MAlleHTa Ha JIEKapCTBEHHbIE Mpenapa-
Thl, He cHIkaromue YCC. Ecnu ormena npenapata, cHmkarouiero YCC, HEBO3MOXKHa, CIEAyET
00paTUThCS 3a KOHCYJbTAllMEM K KapAHOJOTy OTHOCHUTENHHO OMpENETICHUs HaJIeKaIIEro
HaOJIOZICHUS TIOCIIe TIEPBOM J103bI; PEKOMEHAYETCS MPOIJIEHHOE HAOI0IEHNEe TI0 KpaHel mMepe
1o crenyrotero yrpa. [Ipu Bo3oOHOBIeHNN Tepanuu ¢uHToIMMO0M Biusiare Ha YCC u atpu-
OBEHTPHUKYJISIPHYIO MPOBOJANUMOCTh MOYKET MPOSIBUTHCS BHOBb B 3aBUCUMOCTH OT JUIMTEIIBHOCTH
MPEAIECTBYIONICH Tepanuu U BpeMEHH MpephiBaHus Tepanuu. Habmroaenue, kak U mocie mpu-
eMa TIepBOil 10361, HEOOXOMMO B CITydae MPEPHIBAaHUS TEPATTHH:

-Ha 1l JACHb U OoJllee B TCUCHHUE NEPBLIX 2-x HCACIIb TCPAIIUU;
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- OoJtec ueM Ha 7 nmHeH Ha 3-i1 unu 4-i HEAee JICUCHMS,

- Oosiee ueM Ha 2 HEZeNH MOCIIe TOT0, KaK JICUeHHe MPOA0IDKAIOCH Oojiee MecsIa.

Ecnu neuenue npepbiBaeTcst Ha 0ojiee KOPOTKHI MPOMEXKYTOK BPEMEHH, UM YKa3aHO BBIILIE, Jie-
YEeHHUE ClIeAyeT IPOAOIIKATh CO CIEAYIOLIEH 3aJaHupOBaHHON 103bI.

Humepsan QT

[Tpu npumeHneHnn GUHTOAMMOAA B 103aX 1,25 Mr uim 2,5 Mr mocie TOCTHKEHUSI PAaBHOBECHOTO
COCTOSIHUS, HO, KOT'JIa eIlle HabI0AaI0Ch OTPULIATEIbHOE XPOHOTPOIIHOE A€ CTBHE, OTMEYaIoCh
ymmnaeHne uHTepBaia QTcl (ckoppektupoBanubiii mHTEpBa QT Mo yacToTe myabca Ha OCHO-
BaHUU JAHHBIX KOHKPETHOI'O MAlMEHTa) 10 CPAaBHEHUIO C M3HAYAJIbHBIM I10KA3aTEIEM 10 BEpX-
Hell rpanunbl 90 % 11 <13,0 mc. He BbIsBIEHO 3aBUCUMOCTH BO3HUKHOBEHUS YJUIMHEHUS WH-
tepBana QTcl ot 1036l PpuHrOAMMOAA U JUIUTENBHOCTH Tepanuu. [IOBBIIIEHHOM YacTOTHI ciyda-
€B OTKJIOHEeHUs JuInHbl uHTepBana QTcl oT HOpMBI (OLlEHUBAaEMbIX 110 aOCOJIIOTHBIM HJIM INPO-
[IEHTHBIM U3MEHEHUSM OTHOCHUTEIIEHO MCXOTHBIX 3HAUCHHI) Ha (poHE MpUMEHEHUs (PUHTOJINMO-
Jla He 0OHAPYIKEHO.

Knuanyeckoe 3HaueHne NOTYYEHHBIX JaHHBIX HensBecTHO. B nccnenoBanusax npu PC knunnye-
CKM 3HAauMMBIX 3(QQeKkToB Ha JuIMHY HHTepBaia QTc He oTMedanoch, OJHAKO MAIMEHTHI C
puckoM yuinHeHus uatepsaina QT B KIIMHUYECKUE HCCIIE0BaHUs HE BKIIOYAIUCH.

VY nauueHToB €O 3HAYUMBIMM (PAaKTOpaMU PUCKA, HAIIPUMEP, C TUIOKAIMEMHUEH WM BPOXKICH-
HBIM yJUIMHeHHeM uHTepBaia QT, ciemyer us0OeraTtb MpUMEHEHMs JIEKAPCTBEHHBIX IPENapaTos,
CHOCOOHBIX yAIHHATh uHTEepBai QTc.

Hmmynocynpeccuenoe oeticmsue

OUHTOIMMO/] OKa3bIBa€T UMMYHOCYTIPECCUBHOE JIEUCTBUE, B pE3YyJIbTaTe YEro y MalrueHTOB BO3-
pacraer puck HHEKIHA (B TOM YHCIlie ONMOPTYHUCTUYECKUX MHPEKIMH, KOTOpble MOTYT MPUBO-
JUTh K CMEPTH) U PUCK PA3BUTHSA JIUM(OM U APYTUX 3J0KAUECTBEHHBIX HOBOOOpa30BaHUH, B OCO-
O6eHHOCTH KOXHBIX. ClieyeT TIaTeabHO HablojaTh MallueHTa, 0COOEHHO MPU HAJIUYUH COIyT-
CTBYIOIIMX 3a00ieBaHUi WK (DaKTOPOB PUCKA, HApUMEp, MPEALIECTBYIOIIEH NMMYHOCYIIpec-
cuBHOM Tepanuu. [Ipu mono3peHnn Ha MofOOHBIA PUCK Bpady cieayeT B MHAWBUIYaTIbHOM IIO-
psIZIKE PacCMOTPETH BOIIPOC 00 OTMEHE TEeparuu.

Hugpexyuu

KiroueBpiM papmakoguHamuyeckuM 3Ppdekrom GUHronmMoaa sSBIsSETCS A0303aBUCUMOE CHIUKE-
HUE KoJnuecTBa JUMGoUUTOB B nepudepudeckoi kpoBu 10 20-30 % OT uX UCXOAHOTO KOJIUYe-

CTBa, O6YCJ'IOBJICHHOC O6paTI/IMLIM nepepacnpeaciiCHuEM J'II/IM(i)OI_II/ITOB B HI/IM(I)OI/I,Z[HBIX TKaHsAX.
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[lepen HauanoM Tepanuu (PUHTOIMMOIOM CIEAYET IMOJYYHTh PE3yJbTaT OOIIEKIMHUYECKOTO
aHaJIM3a KPOBH C JICHKOIMUTAPHOU (OPMYIIOH, BBITOJHEHHOTO HA MPOTSHKEHUH MOCISTHUX 6 Me-
CALIEB, MPEIUIECTBYIOIINX Hayaly Tepaluy, WK MOCJIE OTMEHbI IPEAIIECTBYIOIIECH TEpaIluu.
OOIeKIMHUYEeCKUI aHallu3 KPOBU TaK)K€ PEKOMEHYeTCs MEePUOJUYECKH MPOBOAUTH BO BpeMs
Tepanuu, yepe3 3 Mecslia U 3aTeM 10 KpaifHel mepe 1 pa3 B rofi, a Takke Npu HATMYUU TPU3HAKOB
uaexiyy. [Ipy OATBEPKIEHHOM aBCONIOTHOM KonuuecTse muMdorutos <0,2 x 10%/n, ¢punro-
JUMOJ CIeAyeT OTMEHHUTh /10 T€X IOp, MOKa JaHHbIM MOKa3aTellb HE BOCCTAHOBUTCS, TaK KakK
B KJIMHMYECKUX HCCIECIOBAHUIX Y TMAlMEHTOB C aOCOJIIOTHBIM KOJMYECTBOM JHMM(OIUTOB
<0,2 x 10°/1 Tepamuio GUHrOIMMOOM TIPEKpAILAIIHL.

Y ManueHTOB C TSDKEIbIM aKTHBHBIM HH(EKIIMOHHBIM 3a00JCBAaHHEM HEOOXOJMMO OTIIOKHTH
HayaJlo JICUEHHUs MPErapaToM 10 pa3pelieHHs JTaHHOTO COCTOSIHUSI.

Jlo Hauana npuMeHeHHUs] PUHTOJIMMO/IAa y MAIMEHTOB CIeAyeT OLEHUTh UMMYHHUTET K BETPSHON
ocne. [TarmeHToB, HE UMEIOIIMX B aHAMHE3€ IOKYMEHTAJIbHO MMOITBEPKICHHBIX TAHHBIX O Mepe-
HECEHHOM BETPSHOW OCIE€ WJIM TMOJIHOTO Kypca BaKIMHAIMU MPOTUB BUpyca Varicella zoster
(VZV), no Hayana Tepanuu cieayeT oOCleoBaTh JJs BBIIBICHUS aHTHTEN K VZV. B ciyuae
OTCYTCTBHS aHTUTEN K VZV clielyeT NpoBeCTH MOJHBIA KypC BaKIMHALMU J0 Hayana Tepanuu
npenaparoM. [Ipu 3ToM Havasio JIedeHUs MpernapaToM CiIeAyeT OTI0KUTh MUHUMYM Ha 1 mecsin
JUISL Pa3BUTHS IOJITHOTO UMMYHHOT'O OTBETA HA BaKIIMHALIUIO.

B pesynbrare Bo3aeicTBUS (PUHTOIMMO/Ia HA UMMYHHYIO CUCTEMY MOYKET YBETUUUBATHCS PUCK
pa3BUTHA UH(EKIUH, B TOM YHUCIIE ONMOPTYHUCTUYECKUX. BO Bpems jedeHus GUHTOIUMOAOM Y
MAIMEHTOB C CHUMIITOMaMH WH(EKIIMOHHOTO Mpollecca HeoOX0IUMO MPOBOAUTH d(H(EeKTHBHBIC
JIMATHOCTUYECKUE U TEPANIEBTUYECKUE MEPOTIPHUSITHSL.

[Ipu o1eHKe COCTOSHUSA MAIIMEHTa C MO03PEHUEM Ha MH(DEKINI0, KOTOpasi MOXKET OKa3aThCs ce-
PBE3HOM, CIIEYET PaCCMOTPETh BOIIPOC O €r0 HANPABJICHUU K Bpady, UMEIOLIEMY OIIBIT JICUCHUS
uHpekuuii. [TanienToB, MoTy4Yaronux (GUATOINMO/I, HEOOXOIMMO MPEAYIPEkKAATH O TOM, UYTO B
CiIy4yae TOSIBJICHHUS CHMITOMOB MH(EKIIMU BO BPEMs JIEUYEHHUS, OHU JIOJDKHBI COOOIIATh O HHUX
CBOEMY Bpauy.

[Tpu pazBuTHH cepbe3HBIX WH(DEKIHI HEOOXOAUMO PACCMOTPETh BOMPOC O BPEMEHHOW OTMEHE
¢unrOIMMOa. BO30OHOBIATE JiedeHHe (HUHTOIUMOJIOM CJEAYEeT TOJIBKO IOCNE OLIEHKH COOT-
HOUIEHUS MOJIb3bI U PUCKA.

B nmoctpeructpalimiOHHOM TMEpPUOJIE OTMEYEHBI CIy4au Pa3BUTHUSI KPUIITOKOKKOBOTO MEHHUHIHUTA

(I‘pI/I6KOBa$I I/IH(I)CKI_[I/IH), nHoraga € JCTaJlbHbBIM HMCXOJ0M, IIOCIIC 2-3 51eT JIedeHus npenaparom,
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OJIHAKO TOYHAs CBS3b C JUINTEIBHOCTBIO TEPANMU HE yCTaHOBJEHA. [Ipu pa3BUTUM CUMIITOMOB,
MO3BOJISIOIINX 3aMI0JI03PUTh Pa3BUTHE JAHHOTO COCTOSIHUS (HAIpUMeEp, TOJIOBHOM 00IH, COMpO-
BOXKJAKOUICHCS NCUXMYECKUMHU HApyUIEHUSIMU, TAKUMU KAaK CIIyTaHHOCTb CO3HAHHUS, TaJUTIOLIM-
HAIUU W/WIA U3MEHEHHUE JTUYHOCTH ), CIIeIyeT He3aMeIIUTENIbHO POBECTH COOTBETCTBYIOIINE JAH-
arHoctuueckue meponpustus. [lpu moaTBepkaeHUM auarHo3a ClIeAyeT BPEMEHHO OTMEHUTh
(UHrOMMMOJ M HAa4YaTh COOTBETCTBYIOLIEE JeueHne. Ecau Tepanuio (GUHToIMMoI0M TpedyeTcs
BO300HOBUTH, CJIEIyeT MPOBECTU KOHCYJIBTALUIO C BpauyaMHU pa3HBIX CIEUAIbHOCTEH (B 4acT-
HOCTH, CO CHELUATMCTOM IO HH(DEKIIMOHHBIM OOJIE3HAM).

B nocrperucrpaiinoHHOM NeproJie OTMEUYEHBI CIIy4an pa3BUTHS MPOrpeccupyrouieid MyabTugdo-
kanpHOU JierikodHedhanonatuu (IIMJI). TIMJI - onmopTyHucTHYeckoe HH(EKITMOHHOE 3a0071e-
BaHue, BeI3BaHHOE JC-BUpycoM (John Cunningham virus, JCV), ¢ BOSMOKHBIM JIETAIbHBIM HUCXO-
oM WM Tsxkenoit nuBamuanzanuei. Coyyaun [IMJI 6b11H 0TMeUeHBI TpUMEpHO Yepe3 2-3 roaa
NPUMEHECHUS (UHTOJIMMOJIa B KaueCTBE MOHOTEpANUHU y IMAINMCHTOB, paHEe HE TOTYYaBIIMX
Hatann3ymad. HecMOTpsi Ha MOBBIIIEHUE PEIIONAraeMoro pucka Ha (pOHE COBOKYITHOTO KOJIH-
YecTBa IPHUHATOTO CO BPEMEHEM IIperapaTa, B3auMOCBS3b C JUIMTEIbHOCTBIO TEPAIIUU B TOYHO-
CTH HEU3BECTHA.

[TomydeHbl TaKke TOTOJHUTEIBHBIE cooOmeHus o passutuu [IMJI y manueHToB, paHee Mmoy-
YaBIIMX TEPANUIO HATAIU3YyMaOOM, 1Ji1 KOTOPOTro yxkKe u3BecTHa cBsi3b ¢ [IMJL.

PaszButne IIMJI Bo3moxHO Tosibko npu uHpuuupoBanuu JCV. [lpu npoBeneHun aHaauza Ha
Hanmuue JCV HeoOX0AUMO y4HUTHIBaTh, YTO BIMSHHUE JUM(OMEHUN HAa TOYHOCTH PE3YJIHTATOB
TEeCTHUPOBaHUs HAa Hanuuue antuten K JCV y nmanueHToB, nMoixy4aBmux (GUHTOIUMOJ, HE U3yYa-
nock. CTOUT OTMETUTh TaKXe, YTO OTPULIATEIbHBIN pe3ynbTaT aHainu3a Ha Hanuuue JCV He uc-
KJIF0YaeT Bo3MokHOCTH MHGumpoBanus JCV B nocneayromem. Ilepen npumenennem ¢uHro-
JIUMOJIa HeOOXOAMMO, Kak MpaBUIIO, HE paHee, 4eM 3a 3 Mecdlla 0 Havajaa Teparuu, MPOBeCTH
MPT-uccnenosaunue. 1Ipu nposenenuu miaHoBelx MPT-ncciienoBanui, 4acTora KOTOPBIX OIpe-
JieNseTcs CTaHAapTaMM TUarHOCTUKU U KOHTpouis TeueHust PC, cienyer coxpaHsATh HACTOPOXKEH-
HOCTh B OTHOIIEHUH JAaHHBIX, KOTOPBIE MO3BOJISIIOT 3amo103puTh [IMJI. Takum o6pazom, mpoBe-
nenne MPT M0kHO paccMaTpuBaTh Kak 3JIEMEHT MOBBIIIEHHON HACTOPOXXEHHOCTH y MAllMEHTOB
¢ BbICOKMM puckoM passutus [IMJI. IIpu nogospenun Ha IIMJI cienyer HeMemJIEeHHO POBECTH
nuarHoctuueckyto MPT 1 npuocTaHOBUTH JieueHHE (PUHTOJIMMOIOM 0 MCKIIOYEHUS TUarHo3a

IIMUJL.
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N3menenus Ha MPT, xapakrepusie s [IMJI, MOryT nposiBisiTbCsl paHbLIE KIMHUYECKUX IIPH-
3HAKOB WJIM CUMIITOMOB. Y NallMEHTOB, [10JIy4aBILINX JIEKAPCTBEHHBIE IIpenaparsl 1o nosoay PC,
JUIS KOTOPBIX ycTaHOBIIeHa CBs3b ¢ [IMJI, Bkitouast punroamumon, Habmoganuch cydau [IMII,
JIMarHOCTUPOBaHHbIE Ha ocHOBaHWHU AaHHbIX MPT, a Taxxke Ha ocHoBanuu BbisiBieHusa JJHK JC-
BUpYyCa B LIepeOPOCIMHAIBHOM KUIKOCTU MPH OTCYTCTBHH KJIMHUYECKUX MPU3HAKOB MJIM CHMII-
TOMOB, XapakTepHbIX Juis [IMJI.

BriBenenue ¢puHroammoa mnocie npekpaiieHus JeUeHUs] MOXKET MPOUCXOAUTh B TeUEHUE 2 Me-
CSILIEB, TO3TOMY B 3TOT IEPUOJ HEOOXOAUMO COXPAHATH HACTOPO)KEHHOCTh B OTHOIIEHUU PA3BU-
TUs uHQeKui. [1arenToB crneayeT MpOUHCTPYKTHPOBATH O HEOOXOIUMOCTH HE3aMEITUTEEHO
cooOmate Bpady 000 Bcex CUMNTOMaxX MH(EKIMH B TEYEHUE 2 MECSIIEB MOCIEe OTMEHBI (PHHTO-
auMoza.

B moctperucrpaniioHHOM Meprojie NpuMeHeHUsT PUHTOIMMOAa HAOMIONATUCh CIy4an WH(UIIN-
POBaHMS BHPYCOM ManmutoMsl genoBeka (BITY), Bkirodas manmmnioMy, AUCIDIA3UI0, OOPOIaBKU
u BITY-accounnpoBanHblii pak. B cBsi3u ¢ TeM, 9T0 QUHTOIMMOA 00Ja1aeT UMMYHOCYIIECCHB-
HBIM JICCTBHEM, IIepe]l HauajioM Tepanuu (PUHroIuMOI0M HEOOXOIUMO PacCMOTPETh BOIIPOC O
BakuuHauuu npotuB BIIY c¢ yderoM pexkoMeHjanui 1o BakUuMHAUWU. Takke peKOMEHIyeTCs
IIPOBOAMTH OHKOJIOIMYECKUNM CKPUHUHT, BKJIHOYasi Ma30k o Ilamanukoinay, B COOTBETCTBHH CO
CTaHJapTaMM OKa3aHMsI MEJULIMHCKOM TOMOIIH.

Maxkynapnwviii omex

[Tockonpky Ha (oHE Tepanuu (UHTOIMMOIOM B peKOMEHAOBaHHOU no3e y 0,5 % manueHToB
OTMEUAJIOCh Pa3BUTHE OTEKa MAaKYJbI ¢/0e3 KIMHUYECKUX CUMIITOMOB IIPEUMYIIIECTBEHHO B IEp-
Bble 3-4 Mecsila JeueHusl, peKOMEHAYeTCsl MPOBOJIUTh O(QTAIbMOIOIHUEcKoe 00cIel0BaHUE Ye-
pe3 3-4 Mecsua nocie Havyana Tepanuu. [Ipu BISIBICHWH Yy MAIMEHTOB HAPYIIEHUI 3peHUs Ha
¢dboHe mpuMeHeHHs Ipenapara He0OX0AUMO MTPOBECTH OCMOTP TIa3HOTO JHA, B TOM YHCIIEe MaKy-
JSIpHON 001aCTH.

VY nmanueHToB ¢ YBEUTOM B aHAMHE3€, a TAaKXKE€ y MallMEHTOB C COMYTCTBYIOUIMM CaXapHbIM Jua-
0eToM OTMeYaeTcsi MOBBIIICHHBIN PUCK Pa3BUTHS MakKyJsIpHOTO oTeka. [IoCcKoibKy MpUMeHeHne
npenapata y nanueHToB ¢ PC u cOmyTCTBYIOIIMM CaXapHbIM JMabeTOM HE M3ydalloch, y TMallu-
€HTOB C CaXxapHbBIM JUAa0ETOM WM YBEUTOM B aHAMHE3€ PEKOMEHIYETCS MPOBOIUTH O(TaTbMO-
Joru4eckoe o0ciIeIoBaHUE 10 Hayala U BO BpeMs Tepanuu (GUHTOIUMOIOM.

[TocneacTBust MpOAOIKEHUST TEpanuy (PUHTOIUMOJIOM Y MAIMEHTOB ¢ MaKYJISPHBIM OTEKOM He

H3yvaJin. B CJIy4dac pa3dBUTHUA OTCKA MAKYIJIbI JICUCHHUC (I)I/IHFOJ'II/IMO,Z[OM CJICAYCT NPCKPATUTD. Puck
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Pa3BUTHS IOBTOPHOTO OTEKA MAaKyJIbl TP BO30OHOBJICHUHU Tepanuu (PUHTOJIMMOIOM HE M3YydaJICsl.
Pemienne o BO30OHOBJIEHUH Tepamnuy IMOCIE pa3pelieHHs] MaKyJISIPHOTO OTeKa CIEAyeT NMPHUHH-
MaTh C Y4€TOM MOTEHUUATbHON MOJb3bl U PUCKA, CBSI3AHHBIX C IPUMEHEHHEM Iperapara y KOH-
KpPETHOTO MalueHTa.

Hapywenue ¢pynxyuu nevenu

VY mammentoB ¢ PC, moiydaBmuxX (UHTOIMMOJ, OTMEUYAINChH CIIyYad MOBBIIIEHUS aKTUBHOCTH
«TEYCHOYHBIX» (epMeHTOB, B 0COOCHHOCTH anaHmHamuHOTpaHchepaspl (AJIT), a Takke
ramMma-riryramuiarpancdepassl (I'TT) u acnapratamunorpancdepassl (ACT). B kimmHuveckux wmc-
cienoBaHusAX nosbiieHne akTuBHOCTH AJIT o yposHs 3 x BI'H (BepxHsisi rpaHuia HOPMbI) WK
BbIIIIe oTMedasioch y 8,0 % manueHToB, mony4aBmux (GuaromuMon B no3e 0,5 Mr, U JUllb y
1,9 % nanuenTtos, nomyyabuux rwianedo. [lossimenue 1o yposas 5 x BI'H ormeuanocs y 1,8 %
MAIUEHTOB, MONy4YaBIIUX GUHTONUMO, U Y 0,9 % manueHToB, moyy4aBumux miane6o. B knunu-
YECKHX HMCCIEOBAHUAX (DMHTOIMMO]] OTMEHSIIH, eciii akTUBHOCTh AJIT moBbImanack 10 ypoBHS
>5 x BI'H. Ilpu B0o300HOBIEHUH Tepanuu (PUHTOJIMMOAOM aKTUBHOCTb «I1€YEHOYHBIX» aMUHO-
TpaHcdepas y HEKOTOPBIX MAIIMEHTOB MOBBIIIANACHE CHOBA, YTO TOBOPHT B MOJIB3Y CBSI3U JAHHOTO
SBIICHUS C IPUMEHEHHEeM (pUHronuMonaa. B KIMHUYECKUX MCCIeA0BaHUAX MOBBIIICHHE aKTUBHO-
CTH aMHUHOTpaHc(epa3 MOTIO BO3HUKATH B JIFO0OE BpeMs B XO/I€ JICUCHHSI, OTHAKO B OOJIBIIUHCTBE
CIIy4acB OHO BO3HUKAJIO B TIepBbIe 12 MecsiieB. HopManu3amus akTHBHOCTH «TIIEYCHOYHBIX) aMH-
HOTpaHC(epa3 B CHIBOPOTKE KPOBHU MPOUCXOIMIIA TIPUOTUZUTENLHO Yepe3 2 MecsIa Mocjae OTMEHBI
¢buHromMMOIA.

[IpumeHeHrne (QUHTONIMMO/A Y MAIMEHTOB C HapylleHHeM (YHKIIUU MEYSHU TSKETOW CTeleHU
Ha MOMEHT Hayana tepanuu (kimacc C mo knaccupukanuu Yauna-I1si0) He uccaeqoBaiocs.
[TpumeHeHne GUHTOIUMOA y TAKUX MAIEHTOB MMPOTHBOIIOKA3aHO.

[TockonbKy (DMHTOIMMOJ] OKa3bIBA€T UMMYHOCYIPECCUBHOE JIEHCTBUE, y MAllUEHTOB C aKTHB-
HBIM BUPYCHBIM T'€IIATUTOM HAYaJI0 TEPANUU CIEIyeT OTIOKUTH 0 Pa3peuIeHHs JaHHOTO COCTO-
STHUSL.

B nepuon nmoctperucTpaliioHHOro MpUMEHEHNs (PUHTOIMMOJ1a HaOII0JalIuCh CIIy4au pa3BUTHUS
KIIMHUYECKH 3HAYMMOTO MopakeHus: medeHu (cMm. pazpen «IlobGouHoe nerictBuey). [lpusnaku
MOpaKCHHsI TIEYCHH, BKIIFOUAsi 3aMETHOE TIOBBIIIICHHE aKTUBHOCTH «IIEYCHOYHBIX» (EPMEHTOB B
CBIBOPOTKE KPOBH U IOBBIIIEHUS YPOBHs 0OILIero OuManpyOHHA, BOSHUKAIM YK€ uepe3 JecsATh

JHEH 1ociie mprueMa MepBoil 103bl, a TakyKe ObUIH 3aperUCTPUPOBAHbI MOCHE JJIUTEIBHOTO MPH-
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ot 13.06.2024 N2 11751
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_NNEPTHOMY OTYETY

MeHeHUs. Coo0Imanoch 0 ciydasx OCTPOW IMEUYEHOYHOW HEIOCTaTOYHOCTH, TpeOyroIiel TpaHc-
MJIaHTAIUU TICYCHHU.

PekoMeHZ0BaH KOHTPOJIb aKTUBHOCTU «II€YEHOYHBIX» TPAHCAMHUHA3 U KOHIUEHTpPALUU OWIHpPY-
OuHa Ha NPOTsHKEHUU 6 MecsIeB, MPEeANIECTBYIOMINX Havyaly Tepanuy IpernapaToM, nepruouie-
CKHI KOHTPOJIb BO BpEMs TEPANUK U B TEYCHUE 2 MECSIIEB MOCIIC MPEKpaIieHus TprueMa (GpuHro-
JIUMOJa.

[Ipu OTCYTCTBUM KIIMHUYECKUX MPOSBICHUN MOPAXKEHUS IIEUYECHU OINPEACIICHUE aKTUBHOCTHU «IIe-
YEHOYHBIX» TPAaHCAMHUHA3 PEKOMEH0BAHO MPOBOJAUTH B 1, 3, 6, 9 1 12 Mecs1pl ieueHus U gajiee
nepuoauiecku. [1oBbIIeHNEe aKTUBHOCTH «IMI€YEHOYHBIX» TpaHcamuHa3 >5 X BI'H tpebyer 60-
Jiee 4acTOro MCCIIEAOBAaHUS «IIEYEHOUYHBIX» (DEPMEHTOB, BKIIIOYAsl OMPEIEICHNE KOHIICHTPAIIUH
OmnMpyOrHa M aKTUBHOCTHU 1IeNI04HOM (docdarasbl. [Ipu moBTOpHOM MOATBEPKICHUH TaHHOTO
pe3ynbrata (aKTUBHOCTh «IIE€UYEHOUYHBIX» aMuHOTpaHcdepa3 >5 x BI'H) ¢unronmumon crnemyer
OTMEHUTH U BO30OHOBUTH TEPAINUIO TOJIHLKO MOCJIE TOTO, KAK AKTUBHOCTh «II€YEHOUYHBIX» aMHHO-
TpaHcdepas BEpHETCSI K HOPME.

Crnenyet Habm0qaTh 32 MAIMEHTAMH Ha MIPEIMET HAIMYUS IPU3HAKOB U CUMIITOMOB MOPA>KEHUS
MEYEeHU. Y MAlMEHTOB, KOTOPbIE COOOLIAIOT O CHMITOMAX, TAKMX KaK TOIIHOTAa HEM3BECTHOU
ATUOJIOTHH, PBOTA, 00JIb B )KUBOTE, TUCKOM(OPT B IPaBOM MoApeOdephe, BHOBb BBISIBJICHHAS WU
YCUJIMBAOIIASCS TTOBBIIICHHAS] YTOMJISIEMOCTh, AHOPEKCHS, JKEITyXa W/WUIM TEMHBIA I[BET MOYH,
KOTOpBIE MOTYT yKa3bIBaTh Ha MOPaK€HUE MEYEHU, HEOOX0IMMO HEMEJIEHHO MTPOBECTU aHAIN3
AKTUBHOCTH «II€YCHOYHBIX» TpPaHCAMHMHA3 M MPOBEPUTH YpoBeHb OmnupyOuHa. [lpu Hammuuu
KJIMHUYECKUX MPOSIBJICHUH, COITPOBOXKIAIOIINXCS MOBbIIeHHeM akTuBHOCTH AJIT B Tpu paza u
ypOBHs 0011eT0 OUMMpyOrHa B CBIBOPOTKE KPOBHU B JIBA pasa BBIIIE HOPMBI, JI€UeHUE (DUHTOIU-
MOJIOM CJeyeT MpeKpaTuTh. JledeHue He ciexyeT BO30OHOBIATH 1O TeX MOp, MokKa He Oynaer
ompeneseHa Apyras NpuYMHA NPU3HAKOB U CUMIITOMOB MOpa)keHUs neudeHu. [Ipu BbIsiBIEeHUU
3HAUUTENBHOTO MOPAKEHUS MEeYeHH (HarpUMep, aKTUBHOCTh «II€UEHOUHBIX» aMHHOTpaHcdepas
>5 x BI'H w/unu nosbliieHue ypoBHSI OUIUPYOHHA B CHIBOPOTKE KPOBH) JIEUEHUE IPENapaToM
clenyeT npekpaTuthb. Pemienre o BO30OHOBIEHUH JIedeHUsI OyA€T 3aBUCETh OT TOrO, ONpeesieHa
T pyras IpUYUHA TOPaKCHUS MEYSHH, a TAaKXKEe OT COOTHOIIEHUS MEXIY TMOJIb30i OT B0O300-
HOBJICHUS JICUCHUS U PUCKOM TTOBTOPHOTO Pa3BUTHS HapyIlIeHUs (GYHKIIUU MEUSHU.

Her nanHBIX, yKa3pIBAIOIIMX HA TO, YTO Y MAIUEHTOB C YK€ HUMEIOIITUMCS 3a00JI€BaHUEM TI€UEHH,

MOJIy4YaroInXx (i)I/IHl"OJ'II/IMO}I, PHUCK ITOBBIILICHUA moKas3areJiel q)YHKI_[I/II/I NEYCHU YBCIIMYCH. Tem
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HE MEHee, Y MaIEeHTOB, y KOTOPHIX B aHAMHE3€ UMEETCs TshKeNoe 3a00IeBaHe MeYeHH, (PHUHTO-
JUMOJI CJIEYET IPUMEHATH C OCTOPOKHOCTBIO.

Bnusanue na pesynsmamol ceponocutiecko20 uccie008anus

[TockonbKy (MHTOIMMOJ CHUKAET KOJIMYECTBO JIUM(OIMTOB B KPOBHU (IIyTeM Iepepacrpeese-
HUS UX BO BTOPHYHBIX JUM(OHIHBIX OpraHax), KOJHMYECTBO JUMQOLUUTOB B nepudepuueckon
KPOBU HE MOKET OBITh UCIOIB30BAHO IS OLIEHKU KOJIMYECTBA PA3IMYHBIX BUOB JTUM(OIUTOB Y
NAlMEHTOB, MOJYYaroIuX (UHIOIMMOA. Y MAalKMeHTOB, NOIyYaroluX (UHroIMMOz, I olpe-
JIeJICHUST KOJIMYECTBA MOHOHYKJIEApOB TpebyeTrcs 3a00p 00ybIUX 00bEMOB KPOBH (BCIICIICTBHE
CHIDKEHHSI YiCla HUPKYIUPYIOIUX TUM(OIUTOB).

Bruanue na apmepuanvroe oaenenue

[TanMeHTHl ¢ HEKOHTPOIUPYEMON apTepUaIbHON THNepTeH3Uue He ObUIM BKIIIOYEHBI B JJOpPETH-
CTpAllIOHHbIE KJIMHUYECKHE HCCIICOBAHMs, [MO3TOMY B Cllyyae NpUMEHEHus (uHroiaumona y
NAIMEHTOB ¢ HEKOHTPOJIMPYEMOW apTepHaIbHON runepTeH3uei Tpedyercss coooaaTh 0co0yio
OCTOPOXKHOCTb.

B xnuHn4eckux uccienoBaHusax y nauueHToB ¢ PC cpenHee MOBBINIEHHE CUCTOIMYECKOTO JaB-
JeHus Ha (GoHe npUMeHeHus: pUHroaumoza B no3e 0,5 Mr cocTaBUiIO NPUMEPHO 3 MM pT.CT., a
JIMACTOTMYECKOTO JIaBJICHUS - IPUMEPHO 1 MM PT.CT.; JaHHBIA 3()(EKT MposSBIIICS TPUMEPHO
yepe3 1 Mecsl nocie Hayasia JISYEHHsI U COXpaHsICcs Ha (OHE NPOAODKEeHU jeueHus. B nByx-
JIETHEM IUIale00-KOHTPOJIUPYEMOM HCCIIEIOBAaHUU apTepualibHAs TUIIEPTEH3Usl OTMedajach B
Ka4yecTBE HEeXeNaTeJIbHOro siBIeHus y 6,5 % NaueHToB, NPUHUMABIIUX (PUHTOIUMOJ B J103€
0,5 mr, n 'y 3,3 % nanueHToB, MpUHUMABIIKX IU1anie0o. Bo Bpems Tepanuu (GUHTOJIMMOIOM Clie-
JyeT PeryJisipHO KOHTpoiupoBath AJl.

Hvixamenvuas cucmema

Yepes 1 mecs nocne Havana MPUMEHEHUs1 (PUHTOIMMO/1a OTMEYAIOCh HE3HAYUTEIBHOE U J1030-
3aBucumoe cHikeHue O®PBi u auddy3noHHON cHOCOOHOCTH JIETKUX MO OKCHAY YIIepoja
(DLCO); B nanpHeliieM JOCTUTHYThIE 3HAUE€HUS JAaHHBIX [TapAMETPOB HE MEHSUIUChH. Y TallleH-
TOB C TSDKEJIBIM pecUpaTOpHBIM 3a0ojieBaHuEM, (UOPO30M JIETKUX U XPOHHUYECKOH 00CTpyK-
TUBHOU OO0JIE3HBIO JIETKUX (PUHTOIMMO/T CIIEAYET IPUMEHSATH C OCTOPOKHOCTBIO.

Cunopom obpamumoti 3a0Hell 3Hyeparonamuu

B KIMHMYECKHX W MOCTPETHUCTPAIIMOHHBIX MCCIIETOBAHHUIX OTMEUEHBI PEIKUE CIIyYal Pa3BUTHUS
CHUHApOMa 00paTUMOM 3a/iHel 3HIIeanonaTuy Mpyu NpuMeHeHnu punroaumosa B go3e 0,5 mr co

cne;[ylomeﬁ CUMIITOMATUKOM: MHTECHCHBHAS T'OJIOBHAsI 0OOJb C BHE3AITHBIM Ha4dyaJIOM, TOIIHOTAa,
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pBOTa, HAapyLICHUE CO3HAHMS, PACCTPONCTBO 3peHus U cynoporu. CocrosHue, Kak IpaBuiio, 00-
paTUMO, HO MOXKET yXyJALIaThCsl, B TOM YMCJIE IPUBECTU K MIIEMHYECKOMY WJIM reMopparuye-
CKOMY MHCYJIBTY. 3a/lep’KKa B IOCTAHOBKE TUarHo3a 1 JICYEHUH MOKET BECTH K CTOMKUM HEBPO-
JoruyeckuM HapymeHusM. IIpu nomo3peHnu Ha CUHAPOM OOpaTUMON 3aHel sHIedanonaTuu
npueM (QUHTOIMMOAA CIICAYET MPEKPATHTD.

Panee nposoousuieecs neuenue uMMyHOOenpeccanmamu U npenapamamu, Moouduyupyrouwumu
meyenue 3a001e6anusl

HccnenoBanuii o oueHke 3¢ (HeKTUBHOCTH U 0€30MacCHOCTH (PUHIOJIMMOAA Y MALUEHTOB, Mepe-
BEJICHHBIX HAa Hero ¢ tepuiayHomuaa, nuMeTuiadymapara U ajJeMry3ymada, HE MPOBOIMIIOCE.
[Tpu 3aMeHe Tepanuu APYrUMU INpenapaTaMu, MOAU(DUIMPYIOIMMU T€YEHHE 3a00JeBaHusl, Ha
JeyeHue (pUHroIMMOI0M, CIelyeT IPUHUMATh BO BHUMAaHUE MEXaHU3M JCHUCTBUS paHee IpUMe-
HSEMOro Ipernapara, a TakXkKe YYUThIBaTh [IEPUOJL €ro MOJYBBIBEIEHUS BO M30€XKaHUE pPa3BUTHUS
CyMMapHOTro yruetaromero 3¢gdQexra Ha UMMyHHYIO cucTeMmy. [Ipu 3TOM clieayeT y4uThIBaTh
pUCK peakTuBanmu 3aboneBanus. Ilepen HayaaoM Tepanuu (PUHTOIMMOIOM CIEIYET MOTYUYHUTh
pe3yabTaT OOLIEKIMHUYECKOr0 aHajau3a KpPOBM C JIeHKOLMUTapHOW (GOpMyIioi, BBIIOJIHEHHOTO
[I0CJI€ OTMEHBI MPEJIIIECTBYOIIEH Tepanuy, YTo0bl yOeUThCS B IPEKPAILIEHUH €€ YTHeTAIOIEero
s dexTa Ha IMMYHHYIO CHCTEMY (HarpuMep, IUTONICHNN ).

VY nauueHToB, MOMYyYaBIIMX paHee JICYeHUEe MHTEP()EPOHOM WM IilaTHpaMmepa aueraroM, Jieue-
HUE (UHTOJIMMOJOM MOKET OBITh HayaTO HEMOCPEACTBEHHO IOCJE MPEKpaIleHUs] TPUMEHEHUS
BBIIIICYKA3aHHBIX [IPENapaToB.

Ecnu nepeBoj ocymiecTBisieTcst ¢ fumetnigpymapara, GUHTOIMMOA ciielyeT HauuHaTh MPUHU-
MaTh JIUIIb MOCIIE MEPHO/a BHIMBIBAHUS, JOCTaTOUHOTO JUIsl BOCCTAHOBJIEHMS MTOKa3aTeie Kpo-
BU.

Kak mpaBuiio, a1 MOJHOrO BBIBEJCHMS HaTanuzymaba TpeOyercs 2-3 mecsia ¢ MOMEHTa Ipe-
KpaleHus Tepanuu. BeiBenenue tepuryHoMuaa U3 I1a3Mbl KDOBH MEUIEHHOE U MOXKET 3aHHU-
MaTh OT HECKOJIbKMX MECSIEB /10 2 JeT 0e3 MPOBeAeHUS NPOIeypbl YCKOPEHHOTO BBIBEACHHUS.
Pexomennyercs mpuberarh K Ipoleaype YCKOPEHHOH 3JTMMUHAIIMK, ONMCAHHON B MHCTPYKLUU
[0 METUIIMHCKOMY MPUMEHEHUI0 TepudayHomMuia. B oTcyTcTBHe 3T0i mpoueaypsl Nepuoja Bbl-
MBIBaHUS JOJDKEH OBbITh HEe MeHee 3,5 mecaueB. [Ipu nepeBojie MaueHToB ¢ HaTanu3ymada uin
TepuQuyHOMHJIa HA (PUHTOJIUMOJ] CIEAYET COOJ0JIaTh OCTOPONKHOCTh U YUUTHIBATH BO3MOXK-

HOCTBH JOIIOJITHUTCIIBHOI'O }IeﬁCTBI/IH Ha UMMYHHYIO CUCTEMY.
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AneMTy3yMab oKa3bIBaeT IIyOOKOE M MPOAOIDKUTEIHHOE HMMYHOCYIIpeccuBHOE neiicTtBue. [1o-
CKOJIBKY (haKTH4ecKasi JUIUTEIbHOCTD IMOJA00HOTO JICHCTBUS HEM3BECTHA, IPUMEHEHHE (PUHTOIH-
Mo/Jia II0CJIe MPEKPALIEHUs Tepaluu aleMTy3yMaOoM He PEKOMEH/I0BaHO, 32 UCKIFOYEHUEM CITy-
4yaeB, KOTAa 0’KMIaeMasi 110J1b3a IIPEBBIIIACT BO3MOXKHBIN PUCK 711 KOHKPETHOT'O TMallMEHTa.
Pemenne o 1uTenbHOM NPUMEHEHUH KOPTUKOCTEPOMIOB B KAUE€CTBE COMYTCTBYIOUIMX Ipena-
paToB cielyeT IPUHUMATh I10CIIE TIIATEIbHONW OLICHKH.

Oonospemennoe npumenenue MOwWHuIX UHOYKmMopos uzopepmenmos CYP450

[Ipy npumeHeHMH (UHTOIUMOJA OJHOBPEMEHHO C MOILHBIMH HHIYKTOPaMU H30(QEpMEHTOB
CYP450 cnenyer cobmroaaTe 0CTOpOXKHOCTh. OTHOBpEMEHHOE IPUMEHEHHE 3BEp000s HE PEKO-
MEHyeTCsl.

3nokauecmeennvle H0800Opa306aHUS

3nokauecmsennvle HOB00OPA30BAHUS KONHCU

VY nmanueHToB, MOMyYaBIIUX (GUHTOIMMOA, OTMEUECHO Pa3BUTHE 0a3aJIbHOKIECTOYHOW KapIITHOMBI
U JIPYTUX HOBOOOPa30BaHUI KOXKHM, BKJIIOUYAs 3JI0KAYECTBEHHYIO MEJIAHOMY, IUIOCKOKJIETOYHYIO
KapuuHoMy, capkomy Kamomu, kapuuHomy u3 kietok Mepkens. Cinenyer coxpaHsaTh HACTOpPO-
KEHHOCTb B OTHOILEHMM HOBOOOPA30BaHUI KOXH, a B Hayalle JICYEHUsI PEKOMEH]yeTCsl IpoBe-
CTH MEIULIMHCKOE 00CiIeI0BaHUE C OCMOTPOM KOXKHBIX IOKpPOBOB. B mocnenyromem takoe 00-
ClIeJOBaHHE PEKOMEHYETCs IPOBOAUTD Kax/ble 6-12 MecsIeB 0 yCMOTPEHUIO JISHallero Bpa-
ya. [Ipu oOHapyeHUHN MOpakKeHUH, BbI3bIBAIOIIMX [T0I03PEHUS, TALIUEHTA CIIEYET HallPaBUTh K
nepmarosnory. [IpuHrMas BO BHUMaHHUE PUCK Pa3BUTHUS KOXKHBIX 3JI0Kau€CTBEHHBIX HOBOOOPa30-
BaHUI, MAllMEHTOB, MOJyYaroIuX (PUHTOJIUMOJI, CIEAyeT MPeayNpeKaaTh O TOM, YTOObl OHU He
HaXOJMWJIMCh Ha COJIHIIE 0€3 MCIOJIb30BaHus 3alUTHBIX cpeAcTB. Ha ¢pone npumenenus ¢puHro-
JMMOJIa MAMEHThl HE JIOJDKHBI MOdy4yaTh (OTOTEpaInio ¢ UcHojb30BaHueM Y D-B usnydenus
win ¢poroxummuorepanuio PUVA.

Jlumgomul

B knmHMYecKUX MCCIeA0BaHUAX U B NMEPUOJI MOCTPErUCTPALIUOHHOTO IPUMEHEHHS (PUHTOIUMO-
Ja HAOJIOMAMCh ciaydad pa3BUTHS JuM@ombl. OnUcaHHBIE Cly4an ObUIM TE€TEPOTE€HHBIMH T10
CBOEH MpHpoJie, B OCHOBHOM BCTpeUalach HEXOMKKUHCKasA TuM@poMa, BKITIo4as B-kierounsle u
T-knetounsie auMpomsl. Mmenn mecto ciydan T-kiaetounoit muMdomsl Kok (TprOOBHIHON
TPaHyJIEMBbI).

Bozeépam akxmuenozco 3abonesanus (peyuous)
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B mocTperucTpanimoHHOM MEpHO/ie OTMEYAUCH CIIydau TSDKEIOro o0ocTpeHus 3a0o0iieBaHUS Y
NAaIMEeHTOB, NPEKPATUBLIMX NPUMEHATh (UHroaumoj. Kak mpaBuio, yXyAlleHHE COCTOSHUS
IPOUCXOIMIIO B TeUeHUE 12 Helemb, HO TakXKe ObUTM OTMEYEHBI CIydad yXyJIIICHHS B TEUCHUE
24 u Gosee HezeNnb MOCIE OTMEHBI TEpaNuy MpenapaToM. B cBsi3u ¢ 3TuM ciexyer coOmronaTh
OCTOPOXKHOCTh IIPHU OTMEHE Tepanuu npenaparoM. Eciu HeoOXoanMa oTMEHa rpernapara, narm-
€HTOB CJICAyeT HAOII0IaTh HAa IPEIMET Pa3BUTHUS COOTBETCTBYIOIIMX CHUMITOMOB U MPU3HAKOB U
IPOBOINUTH HEOOXOJMMOE JICUECHHE.

Onyxoneno0obuvle ouazu OemueasuHu3ayun

B mocrperucTpanlioOHHOM MEpUOJE BBISBICHBI PEAKHE CiIydad (OPMHUPOBAHUS OIYXOJETo-
JNOOHBIX OYaroB JEMHEIMHHM3AINHU, CBA3aHHBIX ¢ oboctpenuem PC. B cmywae Tspkenoro
oboctpenus cieayer npoBectd MPT mist uckimroueHus omyxonenonoOHbIX oyaros. Jlewamemy
Bpady CIleIyeT PacCMOTPETh BONPOC 00 OTMEHE (PMHTOJMMOJA WHAWBUAYAIHHO, IPHHUMAS BO
BHUMAaHHE TI0JIb3y U PUCKH Y KOHKPETHOTO ITallMEeHTA.

Ilpexpawenue nevenus QuuzoIUMOOOM

[Tociie oT™MeHBI JieueHus (PUHTOIMMOIOM HEOOXOIUM HIECTHHEACTbHBI HHTEpBall 0e3 JIeUeHHs
JUISL BBIBEZICHHSI (PMHTOJIMMOJIa U3 KPOBOTOKA; TAKOM CPOK ONpeAeNseTcs NepUOIOM I0JTyBbIBE-
neHus npenapata. [Ipu mpekpaiieHuu nmpremMa npernapara HeoOXOIMMO YYUTBHIBATh, YTO HOpMa-
JU3aIMs KOJTUYECTBA JIMM(POIUTOB MPOUCXOIUT uepe3 1-2 Mecsia mocie mocjaeaHero npuMeHe-
HUS GUHTOIMMO/A, XOTS B PsAJE CIy4aeB JUIS MIOJTHOTO BOCCTAHOBIICHUS TpeOyeTcs 3HAYUTEITHHO
Oosble BpeMeHH. B 3TOT nepuosi He06X0IMMO COXPaHATh HACTOPOKEHHOCTh B OTHOIIEHUH pa3-
BUTHS uHGeKkiuil. [lanneHToB cienyeT NMpOMHCTPYKTHUPOBATh O HEOOXOJUMOCTH He3aMeIn-
TEJIBHO COO00ImaTh Bpady 000 BCEX CHMIITOMaxX WH(PEKIUHN B TEUCHHE 2 MECSIEB TOCIe OTMEHBI
¢uaromuMoza. ITocKoIbKy pH MPUMEHEHNH UMMYHOJIETIPECCAHTOB B TeUeHHUE 1-2 MecsIeB mo-
clle TpeKpalieHnus npuemMa (UHTOIMMOJIa BO3MOXKHO JIOMOJHUTEIbHOE yTHETarollee JeicTBue
Ha UMMYHHYIO CUCTEMY, HEOOXOIUMO COOJIIOJIaTh OCTOPOKHOCTh NMPH MPUMEHEHUH UMMYHO/Ie-
MIPECCAHTOB BCKOPE IMOCTIE MPEKPAIICHHUS JICUCHHUS TIPenapaToM.

OCTOpPOXXHOCTB TIPH MPEKPANICHUN TePANTH (PHHTOJIMMO/IOM TaKXKe CIIEAYyeT COOII0aTh B CBSI3U
¢ puckoM pernuauBa. Ecnu oTMeHa guHronnmoaa HeoOXoauMa, B IEPUO 1OCIe OTMEHBI Halu-
€HTOB ClIelyeT HAaOI0AaTh Ha MPeIMET MPU3HAKOB BO3MOXHOI'O PEIU/INBA.

Bepemennocmn, puck 014 nioda u Konmpayenyus

B cBsi3HM ¢ MOTEHIMAIBHBIM CEPhE3HBIM PUCKOM JUTS TJI0J]a HEOOXOIMMO HCKITIOYUTH OepeMeH-

HOCTb Yy KCHIIIWH, O6J'IaﬂaIOIJ_II/IX PCOPOAYKTUBHBIM IMOTCHIUAJIOM, IICPCA HAYAJIOM IIpUCMa (I)I/IH-
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rojauMoa. MeIMIMHCKOMY CHEIHAIHNCTY ClIeAyeT OOBSICHUTh PUCKU HETaTUBHOTO BO3/ACHCTBHS
¢uHrOIMMO/Ia HA IO,

Bo Bpemst Tepanuu (GUHroJIuMOIOM cienyeT M30erarb HacTyIJIeHHs OEpeMEHHOCTH U IpHMe-
HATbh 3((EeKTUBHBIC METO/Ibl KOHTPALICIILUKN Ha MPOTSHKEHUU BCEro Iepuoja Tepalnuu U B Tede-
HUE 2 MeCAIEB TOCie IMpeKpalleHus Tepanuu. B ciydae, ecinu GepeMEHHOCTh HACTYIHJIA BO
BpeMs Tepanuu (GUHTOJIUMOIOM, TO HEOOXOIUMO PACCMOTPETh BOIPOC 00 OTMEHE (PMHTOIMMO-
Jla, IPUHUMAsi BO BHUMAHUE Pe3yJIbTaThl UHIAMBHUYaJIbHON OLIEHKU IOJIb3bl U PUCKOB Kak Ui
MaTepH, Tak U Uit wioaa (cM. paszaen «lIpumeHenue npu 6epeMEHHOCTH U B MEPHOJ I'PYIHOTO
BCKapMJIMBaHUs», a Takoke pasnen «C oCTOPOXKHOCTHIO», noapaszaen «Bo3Bpar akTuBHOro 3a00-
JeBaHus (PELUANB)»).

Hayuenmor 10-18 nem

[lepen HauasoM nmpuUMeHEHHs (UHIOIMMOAA CIEAyeT MPOBECTH BCE BAKIIMHALUM, PEKOMEH]0-

BAaHHBIC MECCTHBIM KaJICHAAPEM IIPUBHBOK.

IIpuMeHenue npu 6epeMEHHOCTH M B MEPHO/ I'PYIHOI0 BCKAPMJIMBAHUS

Kenwunol ¢ coxpanennvim penpooyKmueHvIM NOMEHYUALOM, KOHMPAYENYUs ) HCeHUWUH

[lepen HavaaoM NMPUMEHEHMS] (PUHTOJIMMOJAA CIEAYET MOIYYUTh OTPULIATENbHBIN pe3yJIbTaT Te-
cTa Ha OEPEeMEHHOCTh M MPOMH(POPMUPOBATH KEHIIUH C COXPAHEHHBIM PEMPOTYKTHBHBIM I10-
TEHIIMAJIOM O CEPhE3HOM PUCKE JUIS IJI0/1a U O HEOOXOIUMOCTH NPUMEHEHUS 3(PPEKTUBHOMN KOH-
TpaleNniuy B TEYEHUE BCETO BPEMEHU NIPUMEHEHMS IIpenapaTa U OKOJIO 2 MECSLEB I0CIIE OKOH-
YaHUs JICUEHUs], 4YTO 00YCJIOBJICHO JUIMTENILHBIM IIEPUOIOM BBIBEICHUS IperapaTa u COXpaHso-
IIMMCSI PUCKOM TSl TUIOA.

bepemennocmo

Ha npoTsbkeHnn BCero BpeMeHM NMPHUMEHEHUS Ipernapara clefyeT IPUMEHATh Ha/lle)KHbIE METO-
JIbl KOHTpALENIIUU U n30eraTh HacTyIMJIeHus OepeMeHHOCTH. B ciyuae ecinu 6epeMeHHOCTh Jua-
THOCTUPOBAHA BO BpeMs MPUMEHEHUS IpernapaTa, Tepanuo GUHTOIMMOIOM PEKOMEHAYETCs OT-
MEHUTD.

B uccrnenoBanusx Ha )KMBOTHBIX ObLIa BBISIBIIEHA PENPONYKTHBHAs TOKCUYHOCTh, BKJIIOYABINAs
ru0ernb MI0/a ¥ MOPOKU Pa3BUTHS OPTaHOB, B YACTHOCTH HE3apalleHHe apTepHaIbHOrO MIPOTOKA
U JAeQeKThl MEXKeTyT04KOBOH neperopoaxu. Kpome Toro, u3BeCTHO, YTO pelenTop, Ha KOTO-
peIii neiicTByeT punHromumon (peuentop cpuurosus 1 docdara), yuactByer B GOpMHUPOBAHUN

coCcyJl0B B aMOpuoreHese. JlaHHbIe IO MPUMEHEHHIO (PUHTOTMMOA Y OEPEeMEHHBIX OIpaHUYEHBI.
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JlanHble O BIUSHUU (DUHTOIMMOJA HA COKPATHTEIBHYIO NEATEIHHOCTh MATKU U POMABI OTCYT-
CTBYIOT.

I'pyonoe eckapmnusanue

@UHrOJMMO/, MPOHUKAET B MOJIOKO JIAKTHUPYIOIINX KUBOTHBIX. Y UYUTHIBAasi BO3MOKHOCTb PAa3BU-
THSI CEpPhE3HBIX HexenarelbHbix peakuuit (HP) y mnanenies, nonyyaromux rpyJiHoe MOJIOKO,
JKEHIIIMHAM, TIPUHAMAIONTUM (PUHTOIMMO/, CIIEIyeT MPEKPATUTh IPYAHOE BCKaPMIIMBaHUE.
DepmunbHocms

JlaHHbIE JOKIMHUYECKUX UCCIIEIOBAHUN HE CBUJIETEIBCTBYIOT O MOBBIIIEHHOM PUCKE CHUKECHUS

¢depruibHOCTH Ha (hOHE TPUMEHEHHS (PUHTOIMMO/IA.

Cnoco0 npuMeHeHMsI U 103bI

Jledyenue creayer HAUMHATH U TMPOBOAMUTH TOJBKO MOJ KOHTPOJIEM Bpaua, UMEIOIIETO OIBIT Jie-
yenus PC.

Jlo3wi

Pexomenayemass no3a ¢GuHroimMonaa y jaereid U moapocTKoB crapmie 10 et ¢ maccod Tena
>40 xr u y B3pocibix coctaiset 0,5 mr (1 xancyna) BHyTps | pa3 B CyTKH BHE 3aBUCUMOCTH OT
BPEMCHH MPUEMa ITHIITH.

HeobxommuMo HaOIIOAaTh MalMeHTa MOCiIe MPUMEHEHHS IIEPBOH JI036I Mpenapara 0JIMHAKOBO Kak
IIPH HavYaJIe JICUeHUs (PMHTOIMMOJIOM, TaK U TIOCIIe TIpHeMa MEPBOM JT03bI, B CITydae MPEePhIBAaHMS
Tepanuu:

- Ha | neHb 1 Oonee B TeUEHUE MEPBLIX 2-X Helledb Tepanuy;

- OoJiee yeM Ha 7 nHel Ha 3-1 uinu 4-i Heaese JCUCHM,

- OoJsiee yeM Ha 2 HeJleTU TI0CIIe TOTO, KaK JIEYeHUE TIPOI0JDKAIOCh Oosiee MecsIia.

Ecnu neuenue mpepbiBaeTcss Ha Oojiee KOPOTKHUI MPOMEKYTOK BPEMEHH, YeM YKa3aHO BBIIIE,
JiedYeHue clieyeT IpoAO0KaTh CO CIAeAYIONIeH 3arIaHnPOBAHHOM J1036I.

Ipexpawenue nevenus gpuneconumooom (cMm. paznaen «C 0CTOPOKHOCTHION).

[Tocne oTMeHsbI JieueHus (PUHTOIMMOIOM HEOOXOaMM 6-HeNeNbHBIN UHTEpBAN O€3 JCUCeHUs NS
BBIBEICHUS (PUHTOIMMOJIa U3 KPOBOTOKA JIJIsl TOTO, YTOOBI (DMHTOIUMO]T BHIBEJICS U3 KPOBOTOKA;
TaKOH CPOK OTMpeeNiseTcsl MEePUoIOM TMONyBbIBeIeHUs mpemnapara. [Ipu mpekpaieHuu npuema
nperapaTa HeoOXOIMMO YYHTHIBATh, YTO HOPMATH3AIUSI KOJUISCTBA JTUM(POIUTOB MPOUCXOIUT
gepes 1-2 MecsIa mocjie MocjaeHero npuMeHenns npenapara Jlupecnan®, x0T B psje clydaes

JJIA ITIOJTHOT'O BOCCTAHOBJICHU A Tpe6yeTc;1 3HAYUTEIIBHO OOJIbIIIE BPCMCHH. B stot nepuon HE00-
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XOJMMO COXPaHATh HACTOPOKEHHOCTh B OTHOILICHHWM pa3BUTUs MH(pekuuid. [larmenToB ciemyer
IPOMHCTPYKTUPOBATh O HEOOXOIMMOCTH HE3aMEIIUTEIBHO cOO0IaTh Bpauy 000 BCEX CHMIITO-
Max MH(MEKINH B TEYCHHE 2 MECSIEB Mocie OTMeHbl ¢puHroanmosa. [lockonbky mpu npuMeHe-
HUU UMMYHOJICIPECCAaHTOB B TeueHue 1—2 MmecsueB Moclie MpeKpalleHus mpueMa Inpenapara

Judpecnan®

BO3MOXKHO JIOTIOJTHUTEIFHOE YTHETAIOINIEe ICHCTBUE HA UMMYHHYIO CHCTEMY, HEOO-
XOJIUMO COOIOJIATh OCTOPOKHOCTH MPU MPUMEHEHUH UMMYHOJIETIPECCAHTOB BCKOPE IMOCIE Tpe-
KpAallIeHUs JICUECHUS IIPErapaToM.

OCTOPOKHOCTD MPH MPEKPALICHUHN Teparuu (GUHTOIUMOIOM TAKXKE CleAyeT COOII0AaTh B CBA3H

¢ puckoM peruausa. Eciu otmena npenapata Jludecrnan®

HeoOXouMa, B TIEPUOJI TIOCTIE OTME-
HBI MAIUEHTOB CIIEAyeT HAaONI0NaTh Ha MpEAMET NMPU3HAKOB BO3MOXKHOTO pEIHIMBa 3a00JeBa-
HUSL.

Tlayuenmvr cmapuie 65 nem

VY manueHToB B BO3pacTe 65 JeT u cTapiie (GUHrOIUMOJ CIIEAYET MPUMEHSTH C OCTOPOKHOCTBIO
BBH/Iy HEJIOCTATKA JTAHHBIX 110 0€30MacCHOCTH U 3P PEKTUBHOCTH.

Hapywenue ¢ynkyuu novex

B xmroueBbix uccnenoBanusax npu PC npuMeHnenue (GUHroIMMo/ia y MallueHTOB C HAPYIICHUSIMU
GyHKIIUHM TIoYeK He nm3ydayid. Ha OCHOBaHWYM JaHHBIX UCCIICOBAHHNA 110 KIIMHUYECKOU (papMako-
JIOTUH, KOPPEKTUPOBATH 103y Tperapara y NaueHToB ¢ HapyIIeHUsIMA (PYyHKIIUU ITOYEK HE Tpe-
Oyercs.

Hapywenue ¢ynkyuu neuenu

[IpumeHneHne (UHTONIMMO/A Y MAIMEHTOB C HapylleHHeM (DYHKIUU MEYSHH TSKENOM CTEeTeHu
(xmacc C mo knaccudukarnuu Yana-I1s10) npoTuBonokasaHo.

Koppeknuu 10361 mipenapara y NaueHToB ¢ HapylmieHueM (PYHKIIMHA TIEYCHH JICTKON U CcpemHeit
CTETEeHH TSHKECTH He TpeOyeTcs, OJHAKO CJIeyeT COO0IaTh OCTOPOKHOCTH B Hayalle MprUMeHe-
HUS TIperiapara y MalueHTOB JaHHOM TPYIIIBL.

Caxapmubiii ouabem

HccenoBanuii 1Mo MPUMEHEHHUIO (PUHTOJIMMO/IA y MAIMEHTOB C CaXapHBIM JHA0ETOM HE IPOBO-
munock. HeobxomuMo coOmroaTh OCTOPOXKHOCTH MPU MPUMEHEHHH TIperapara y HallleHTOB
JTAHHOW KaTeTOpUU M3-3a PHCKA Pa3BUTHUS MAKYJISPHOTO OTeKa. Y TaKUX MAIMEHTOB CIEAYET pe-
TYJISIPHO MTPOBOANTH O(TAITBMOJIOTHYECKHE 00CIC0BAHNS HA TTPEIMET BBISBICHHS MAaKYJIIPHOTO
oTeKa.

Tayuenmor maaowe 18 nem
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_NNEPTHOMY OTYETY

D¢ dexTnBHOCTH M 6€30MACHOCTh TPUMEHEHUsI (PUHTOTUMOA y AeTeil B Bo3pacte A0 10 ner He
YCTaHOBJICHBI.
ITo0ouHoOE nelcTBHE

Pesrome nmpoduis 6esonacHOCTH

Jannple 1o  Oe30macHOCTH  MPUMEHEHHs — (PUHTOJIMMOAA  TMOJYYeHBI B JBYX
1a1e00-KOHTPOIMPYEMBIX KITMHUYEeCKUX uccienoBanusx Il ¢a3pl 1 KIMHIYECKOM HCCieI0Ba-
Huu [II ¢a3pl ¢ aKTUBHBIM KOHTPOJIEM Y B3pOCIBIX ManueHToB ¢ penuauBupyromum PPC. O6-
ee YUCII0 MAIUEHTOB, MOdyYaBmuX (GUHroMMOo B 1o3ax 0,5 mr wium 1,25 mr, coctaBuio 243 1.
B nByxiernee miare6o-KoHTpompyeMmoe kimHudeckoe uccnenaoanne D2301 (FREEDOMS)
ObUIO BKJIIOUEHO 854 B3pOCIBIX NMAMEHTA, NOJyYaBUINX (UHIOIUMOJ, U 418 B3pOCIBIX MallMeH-
TOB, NOJyYaBIINX Mmiane6o. B aByxieTHee miane0o-KOHTPOIUPYEMOe KIMHUYECKOE UCCIIeI0Ba-
nue D2309 (FREEDOMS II) 6buto BkItoyeHOo 728 B3pocibix mamueHToB ¢ PC, momyuaBmmx
¢buHTOIMMO, U 355 B3pOCIBIX MAlMEHTOB, MOMyYaBIINX IUTaNe00. B 00beIMHEHHBIX JTaHHBIX
ATUX JIBYX MCCIIEIOBAaHUN MPU MPUMEHEHUH (uHTOoIMMOAa B 103¢ 0,5 Mr oTMEUanuch Clemyro-
e cepbe3nble HP: nndexkunn, Makynspabsiii oTex u npexosiias AB-01okana B Havane nede-
Hus. Haubonee yacto (wacrota >10 %) mpu npumeneHnuu mpenapata B goze 0,5 mr Habmroga-
JUCHh TPUII, CHHYCHT, TOJIOBHAs 00JIb, quapes, 00JIb B CIHHE, TOBBIIICHUE aKTHBHOCTH «IIeYe-
HOYHBIX» (pepMeHTOB ¥ Kamienb. CaMOl 9acTOi NMPUYHHOMN MPEKpalICHHUs TEParuu IpenapaToM
(8 mo3e 0,5 mr) aBnsinock nosbienne aktuBHocTd AJIT (2,2 %). HP B onHoneTHeM uccienosa-
Hun D2302 (TRANSFORMS), BxitounBiieM 849 B3poCHbIX MAlMEHTOB, MOJyYaBIIUX (DUHTO-
MO/ (B TPYIIIE CpaBHEHUS MPUMEHsUIM UHTepdepoH Oeta-1a), kak MpaBUIO, OBLIM CXOJHBI C
1a11e00-KOHTPOIUPYEMBIMU MCCICIOBAHUSIMUA C YUETOM Pa3fuyuil B MPOAOIKUTEIHBHOCTH HC-
cnenoBanus. Huxe npencrasnensl HP, BeIsIBIIEHHBIE B pe3yJIbTaTe KIMHUYECKUX UCCIEIOBAHUIM.
JIist OIIEHKW YacTOThI HCIOJIb30BaHBI CIEAYIOUINE KpHUTEepUH: o4eHb dYacto (>1/10); uacto
(>1/100, <1/10); meuacrto (=1/1000, <1/100); penko (=>1/10000, <1/1000); ouens penko (<1/10000),
HEW3BECTHO (HEBO3MOXXHO YCTAHOBUTH IO UMEIOIITUMCS JJAHHBIM).

Hughexyuonnvie u napazumapmnvie 3a601e6anus: 04eHb 4acmo - TPUII, CUHYCHUT; Yacmo - VUH-
dexnuu, BhI3BAaHHBIE BUPYCOM Teprieca, OpOHXUT, OTPYOECBUIHBIN JHINIAN; Heuacmo - TTHEBMO-
HUSL; Heu38eCmHo - TIPOTPECCUPYIONIas MyIbTH(HOKAIbHAS JISHKOIHIehaTonaThs **, KpUNTOKOK-
KOBBIEC HHDEKIUn™*,

Jobpoxkauecmeennvle, 310KauecmeerHbvle U HeymoyHeHHble 3a001e68anUsl (6KII0UAL KUCbL U NO-

aunsl): yacmo - 6a3albHOKIETOYHAS KapIHHOMA; Heydacmo - 3J0KaUYeCTBEHHAs MelaHoma™ ***;
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peoko - mumbpoma***  TIIOCKOKIETOYHAsT KapiuuHoMa****: ouens pedxo - capxoma Karmo-
i ****; yeyuszeecmno - KaprmHOMA U3 KIIETOK Mepkemns®**,

Hapywenus co cmoponsl kposu u tumghamuueckoti cucmemul. yacmo — mTuMQOoneHusl, JieHkorme-
HUS;, Heuacmo — TPOMOOIIUTONIEHUS;, Heu38eCmHO - NIEPUPEPUIECKUE OTCKH ™ **,

Hapywenusi co cmoponvl UMMYHHOU CUCeMbL. 4aCMOma Heu38ecmHa - peakliui THIIePYyBCTBU-
TEJILHOCTH, BKIIIOYAs ChIlb, KPAIIMBHUILY M aHTMOHEBPOTHUYECKUI OTEK Ha dTalle Hayalja Jeye-
HUS*** | ayTOMMMYHHAasi TEMOJIUTHYECKast aHeMUsT* **,

Hapywenus ncuxuxu: yacmo - 1enpeccust; Heuacmo - AeTPEecCUBHOE HACTPOCHUE.

Hapywenusa co cmoponvl HepeHotl cucmemsl: 0YeHb 4acmo - TOJOBHAs 00Jb; 4acmo - TOJIOBO-
KpyKEHUE, MUTPEHB; Heyacmo - CyJIOPOKHBIC MPUCTYIIBI, pedKo - CUHIPOM 00paTUMOM 3aHen
sHIehATONIATUN*; Heu386eCmHO - TSHKENOe YXyIIIeHne 3a00JIeBaHus MTOCIe OTMEHBI Ipernapara.
Hapywenus co cmoponvl opeana 3penus. 4acmo - HEUETKOCTh 3PEHUS; Heuacmo - MaKyJSIPHBIHI
OTeK.

Hapywenus co cmoponst cepoya: wacmo - 6pagukapausi, AB-0i1okana; ouens peoxo - WHBEpCHs
3yoOrma TH**,

Hapywenus co cmoponwt cocyoos: wacmo - nossiienue A/l

Hapywenus co cmoponvl OvixamenvHoti cucmemvl, 0peano8 cpyOHOU KIemKU U CPeOOCMEeHUA!
OUeHb Yacmo - Kallelb; 4acmo - OJbIIIKA.

Hapywenus co cmoponwl dceny0ounHo-KuueyHo20 mpakma: 04eHb 4acmo - AUapesi; Heuacmo -
TOIIHOTa™***,

Hapywenus co cmopoHvl neuenu u dcenuesbl@o0suux nymelil: Heu38ecmuo - OpaKeHue rnede-
HI/I***.

Hapywenus co cmopoHvl KOXiCU U NOOKONCHBIX MKAHEU: 4acmo - dK3eMa, aJoNenns, KOKHBIA
3yQ.

Hapywenus co cmopomsi ckenemuo-mulidedHoll U coeOuHumenbHol mKaHu. o4ensb yacmo - 60b
B CIIMHE, YACMOMA HeUu38eCmHd - MAAJITHUS, apTPAIITHSL.

Obwue paccmpoucmea u HapyuieHus 8 Mecne 686e0eHUs: 4acmo - ACTEHUS.

Jlabopamopnvle u uncmpymenmanvHvle OaHHblE: OYeHb YACMO - TIOBBIIIEHUE aKTUBHOCTU «IIe-
yeHouHbIX» (epmenToB (AJIT, I'TT, ACT); uacmo - noBbIlIeHHE KOHIIEHTPALUU TPUTIIHILIEPH-

0B KPOBH; HeHacmo - HeﬁTpOHeHI/ISI; Heu3eecmHo - CHUKCHUE MaCChl TEJla.
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* HP ne ommeuanaco 6 ucciedosanusix FREEDOMS, FREEDOMS II u TRANSFORMS. Ya-
cmoma ykazana uz paciema xwa 10000 nayuenmos, nonyuasuiux uHeoauUMo0 80 8cex KiuHuue-
CKUX UCCTEO0BAHUSIX.

** [IMJI u kpunmokokkosvle uHpexyuu (8K10YaAsE KPUNMOKOKKOBbIU MEHUHSUM) OMMEYAIUCH 8
nOCMpe2UCmpayuoHHOM nepuooe.

**% HP, 3apecucmpuposanvie u3 CNHOHMAHHbIX COOOWEeHUN U TUmepamypbi.

*x%% - Kameeopusi wacmomovl 6cmpeyaeMocmu U OYeHKAd PUCKO8 OCHOBAHA U3 pacdema Hd

> 24000 nayuenmos, nonyuasuiux puneoaumoo 6 0ose 0,5 me 6 KIUHUYECKUX Uccie00B8aHUsx.

Onucanue OTACIBHBIX HCXKCIATCIbHBIX DeaKIII/Iﬁ

Hnghexyuu

[Tpu npumeHeHuu npenapara B KIMHUYECKUX HccieqoBaHusAX B no3e 0,5 mr y manuentos ¢ PC
obmras yacrora uapekmii (65,1 %) ObuTa CXOHOM ¢ TaKOBOH B Tpyme miarne6o. OnHako, y ma-
[IUCHTOB, TOJYYaBIIUX (PUHTOIUMOJ], Yalle OTMEYAINCh MH()EKIMNW HWKHHUX OTAEIOB JbIXa-
TEJIbHOM CHCTEMBI, B IIEPBYIO O4epe/lb OPOHXUT, U B MEHBIIEH CTENEHU MH(EKIUH, BbI3BAHHBIE
BUPYCOM reprieca, i THEBMOHMSL.

ITpu nedenun npenaparoM B ao03e 0,5 Mr OblUIM 3aperucTpUpOBaHbl HECKOJIBKO CIIydaeB JUcCe-
MUHUPOBAHHOTO reprieca, BKII0Yas Cllydau CO CMEPTEIbHBIM UCXOJIOM.

Cnyuan undexnuu BITY, Bkmrouas nmamwuiomy, nucrutasuio u BITY-accounnpoBaHHBIN pak,
HaOJII01aIKMCh B OCTPErHCTPALlMOHHOM TIepro/ie MpUMeHeHus npenapara (cM. pasaen «C ocro-
POXKHOCTBIOY).

B nocrtperucrpaninoHHOM MepuoJie OTMEUEHBI CIIy4al Pa3BUTHS ONMOPTYHUCTHUYECKUX HMH(EK-
1M, BBI3BAHHBIX BUpYCcaMH (HarpuMmep, BUpycC mpoctoro reprieca (Herpes simplex virus, HSV)
WIN BUpYC omnosiceiBatoniero repueca (Varicella zoster virus, VZV), KOTOpble MOTYT ITPUBECTH K
MEHMHTHUTY/3HLe(aNnuTy, BUpYyC, Bbi3biBatouuii passutue [IMJI (John Cunningham virus, JCV)),
rpubkaMu (Hampumep, KPUNTOKOKKAMH, BBI3BIBAIOIIUMHU KPHUITO-KOKKOBBI MEHUHIHT) WU
OaxTepusMu (HapuMep, aTUUYHbIE MUKOOAKTEPHH ), B TOM YHCJIE C JIETAIbHBIM HCXOJIOM.
Maxynapnuiti omex

B xnuHnueckux uccnenoBaHusax y nanueHToB ¢ PC yacrota oreka MakyJsbl P NPUMEHEHUH
¢unromumona B go3e 0,5 mr cocrabmsna 0,5 %, a mpu mpuMeHeHHH B 00Jiee BBICOKOW 03¢
1,25 mr - 1,1 %. B GonplIMHCTBE Cily4yaeB pa3BUTHE MaKyJISIpHOTO OTeKa HaOJI0/aIoCh B Teue-

Hue 3-4 MECIIEB MOcje Hayana jedeHus. B pdaac CliydacB Ha6mo;[anc;1 OTCK MAKYJIbI 0e3 K-
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HUYECKUX TMPOSBICHUN (BBISBICHHBINA MPH PYTUHHOM O(TAIbMOJIIOTHYECKOM OOCIEIOBaHUM), Y
HEKOTOPBIX MAI[MEHTOB MAKYJISIPHBIA OTEK COMPOBOXKIAJICS HEYETKOCTBIO 3PEHUS UM CHUKCHHU-
eM ocTpoThl 3peHus. [Ipu mpekpaileHnn JedeHus npernapaTtoM B OOJIBIIMHCTBE CIy4aeB MPOUC-
XOJIUJIO YMEHbIIIEHUE BBIPAXECHHOCTH WJIM CIIOHTAHHOE pa3pellieHHe JTaHHOTO COCTOsIHUS. Puck
MOBTOPHOT'O BO3HUKHOBEHUS TIOCIIE BO30OHOBJICHHUS TEPAMK HE U3YYECH.

YactoTa pa3BUTUS MaKyJIspHOIO OTEKa IOBBIIIAJIAch IpU HaJIWYMM B aHamHe3e yBeuta (17 %
cpeau maleHToB ¢ yBeuToM B anamHese u 0,6 % 6e3 takoBoro). [Ipumenenue punromumosa He
u3ydyanu y nanueHToB ¢ PC u caxapHbIM 1uabeToM, KOTOPBIA XapaKTepU3YyeTCs BBICOKHUM
PHCKOM DPa3BHUTHUSI MaKyJSIPHOTO OTeKa. B KIMHMYECKMX UCCIEIOBAaHMUAX Y MAIlMEHTOB C TPaHC-
IUTAaHTAIMEH MMOYKH, KyJla ObUIH TaKKe BKJIFOUEHBI MAIIMEHTHI C CaXapHbIM JAUa0ETOM, TIPUMEHE-
HUEe (QUHTOJIMMOJA B J03aX 2,5 MT' U 5 MI' IPUBOJAUIIO K MOBBIIIECHUIO YaCTOTHI PA3BUTHUS MaKy-
JISIPHOTO OTEKa B 2 pasa.

bpaouapummus

B knmuHMYECKUX HccaenoBaHusAX y nanueHToB ¢ PC B Havase jgedeHus: GUHTOIMMOIOM B PEKO-
MEHAYeMOU J103¢ oTMevanoch TpaH3utopHoe cHikeHne YCC u 3aMmeiieHne aTpUOBEHTPUKY-
JSIPHOM MPOBOJUMOCTH, MPH 3TOM MakcuManbHoe cHkeHne YCC Habnroaanoch B TeueHue 6 4
nocJie mpuema mnpemnapata B 1o3e 0,5 mr (cpeanee cHmwkenue Ha 12-13 ynapos B Munyty). YCC
menee 40 ynapoB B MEUHYTY Y B3pocibiX ¥ MeHee 50 y1apoB B MHHYTY Y J€Tel IpH IPUMEHEHUT
npenapara B jgo3e 0,5 mr ormeuanace peaxo. YCC Bo3Bpamiasach K HCXOJHONW B TE€UEHUE
1 Mecsina peryisipHOTO mpuMeHeHus ¢uHronuMonaa. Kak mpaBmio, Opagukapius mpoTekana
0EeCCUMITOMHO, OJTHAKO y HEKOTOPBIX MAIMEHTOB Pa3BHBAJIUCh CUMIITOMBI CIa0Oi U cpeaHei
CTETIEHHU, BKIIOYAs apTEPUANBHYIO THIIOTCH3HMIO, TOJIOBOKPYKEHHE, TOBBIIICHHYIO YTOMIIsC-
MOCTh W/WJIH OlIyIleHue cepauneduenus. [lepeunciennbie CMMITOMBI pa3pemiaiich B TEYCHUE
24 4 mocne HavaJia Je4YCHHUS.

B ximHuYeckux wuccienoBaHusix y mnamueHtoB ¢ PC B Hawane Ttepanuu AB-0nokana
I crenenu (ynnuaenue unrepsana PR na OKI') nabmonanace y 4,7 % manueHTOB, MOTy4aBIINX
¢unromumosn B noze 0,5 mr, y 2,8 % manueHToB, nojy4aBinx nHTepdepon dera-lany 1,6 % B
rpynne miamne6o. AB-6mokana Il ctenenu Oputa BhisiBieHa y MeHee yeM (0,2 % B3pOCIHbIX Malu-
€HTOB, MoJy4yaBmuX (uHrosmmMos B go3e 0,5 Mr. B moctperucTpaiioHHOM MEpUoJie OTMEYEHbI
CIIy4au MPeXoIsIei, CaMOITPOU3BOJIFHO pa3pemiaromnieiics moaHoi AB-0mokaasl B TeUeHUE Tiep-
BbIX 6 4 1OCJe MPUMEHEHHUs NepBoi 10361 puHroMMMoaa. CUMOTOMBI Pa3peliaiich CaMOIPOU3-

BOJIBHO. HapymeHHﬂ npoBOAUMOCTH, Ha6J'IIO,Z[aeMBIe KaK B KIIMHHUYCCKHUX HCCICOAOBAHUAX, TaK U
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B MOCTPETUCTPAIIMOHHOM MEpUoJie, KaK MPaBUIIO, ObLIM TPAH3UTOPHBIMH, OECCHMITOMHBIMU U
paspelanich B TEUEHHUE NEPBBIX 24 4 I0ciie Hayaja Je4eHus. Y OJHOrO MalMeHTa C aCUMIITO-
Matuueckod AB-Omokamori Il cremenm tuma MoOutn | mpuMEHWIM HM30MpPEHATUH, OIHAKO
OOJIBIIMHCTBY MAlIMEHTOB MEIUIIMHCKOTO BMEIIATEILCTBA HE TPEOOBAIOCH.

B mocTperucrpanilnoHHOM NeEpUOiE€ ONKUCAaHbl U30JIMPOBAHHBIE OTCPOUEHHBIE CIydau IMPEXOAs-
el aCUCTOJIMM U HEOOBSICHUMOM BHE3aIHOM CMEpPTH B TeueHHe 24 4 moclie MepBOro mpuema
¢unronumona Ha (QoHE OJHOBPEMEHHOTO NPHUMEHEHHUs IPYrHX JEeKapCTBEHHBIX IpernapaToB
W/WIM CONMYTCTBYIOLIECH MAaTOJOTHH, OJHAKO CBSI3b MEXKAY MpHEMOM (PUHrOIMMOJIa U JaHHBIMU
COOBITUSIMM HE JJOKa3aHa.

Apmepuanvroe oasnenue (A1)

B knuHUYecKuX MCCIeOBaHUAX MPU MpUMEHEHUH QuHronumMonaa B ao3e 0,5 Mr y mareHToB C
PC ormeuanock HeOObIIOE MOBBIIIEHHE cUcTOINYeckoro AJl B cpeaHeM Ha 3 MM PT.CT., AHa-
cromyeckoro A/l - Ha 1 mm pr.ct. [loBeimenne AJl HaGmonanoch mpuOIU3NTENBEHO Yepes |
MECHIL MOCIIe Havyaa JICYEHHs U COXPAaHsIIOCh IIpHU NpoaospKeHuu Tepanuu. Iloseimenne AJl or-
Medanoch y 6,5 % manueHToB, noidydaBuinx ¢uaronumon B go3e 0,5 mr (B rpyirme mianebo y
3,3 % nanuenToB). [1o maHHBIM MOCTPETUCTPALIMOHHBIX HAOMIOJEHUI Cily4au MoBbImeHus Al
OTMEUAJINCh B TEUEHHE NIEPBOr0 MECSIIA JICUEHUS U B NIEPBBIA J€Hb IPUMEHEHUS IIpernaparta, pu
TOM B HEKOTOpPBIX CIy4asx TpeOoBajoCh NPUMEHEHHE TMIOTEH3UBHBIX IPENapaToB WIK IMpe-
phIBaHME JeUeHUs! (PUHTOIMMOIOM.

Hapywenue ¢ynkyuu neuenu

B knuHuYeckux ucciaeoBaHUAX y B3pOCHbIX nanueHToB ¢ PC, nonyyaBmumx jgeyeHne GUHroam-
MOJIOM, OTMEYaJIOCh MOBBIIIEHNE aKTUBHOCTH «II€YEHOUYHBIX» (epMeHTOB. [Ipu pexomenryemoit
no3e 0,5 mr B 8,0 % ciiygaeB 0TMeUaaoCch 0€CCHMIITOMHOE MOBBIMIEHUE aKTUBHOCTH AJIT >3 X
BI'H u B 1,8 % ciyuaeB - >5 x BI'H. V HeKOTOpBIX MalMEeHTOB NMPH BO30OHOBIEHUH TEparuu
OTMEUAJIOCh MIOBTOPHOE IOBBIIIEHNE aKTUBHOCTH IIEYEHOYHBIX» TpaHCAMHHA3, YTO MOJTBEPK-
JIaeT CBsI3b C IpernapaToM. B KIMHMYECKUX HMCCIEI0BaHUSAX MOBBIINIEHHE aKTUBHOCTU aMHUHO-
TpaHcdepas MOIJI0O BO3HUKATH B JIF000€ BpeMs B XO/I€ JICUEHHUSI, OIHAKO B OOJILLIIMHCTBE CITyyaeB
OHO BO3HUKaJO B nepBble 12 mecsueB. Hopmanuzanus akruBHocty AJIT B mazme KpoBH Ipo-
UCXOJIMJIa PUOIU3UTENBHO uepe3 2 Mecslla Mociie MpeKpalieHus npuemMa GUHroaumonaa. Y He-
00JBIIOr0 4YMcia MAlMEeHTOB C MOBbIMIeHHOW akTuBHOCTHIO AJIT >5 x BI'H (10 B rpymme
1,25 wmr, 2 B rpynne 0,5 Mr), IpoA0oKaBIIuX JIeYeHHE TIpernapaToM, HOpMaiu3aus akTHBHOCTH

AJIT nmpousoniia HpI/I6HI/I3I/ITeHLHO B T€UECHHE 5 MECSAIICB TCpaIruru.
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Heeponozuueckue napyuienus

HmeroTcst coo0IIEeHNs 0 PEAKUX CIIydasX MOpakKeHHsI HEPBHOM CHCTEMBI y B3POCIIBIX NAILIUEHTOB,
MoJTy4aromux (PMHroJIMMOJ] B BEICOKUX A03ax (1,25 mr wim 5,0 Mr), BKiIro4Yas pa3BUTHE HUIIIEMHU-
YECKUX M TeMOPParuvyecKUuX WMHCYJIbTOB M ATUIUYHBIX HEBPOJIOTUYECKUX PACCTPOMCTB, TAaKUX
KaK OCTpBII TucceMUHUpOBaHHbIH dHIEehanomuenut (OO M)-io100HbIE COCTOSTHHUS.
Hapywenus co cmoponuvl cocyoos

[Tpu neyenun GuHromuMonoM B fo3e 1,25 Mr peaxo oTMEYaluch OKKIIO3UH MepudepruuecKux
apTepuil.

Hvixamenvnas cucmema

B knmuHMuUeckoM uccnenoBaHuu 4yepe3 1 mecsl npuMeHeHHus (UHTOIMMOa OTMEYaIoCh HE3Ha-
YUTEJIbHOE J0303aBHcUMOe cHUKeHHe nokazateneir O®B; u DLCO, B nanpHelneM A0CTUTHY-
Thl€ 3HAYEHHS JAHHBIX MMapamMeTpoB He MeHsunch. K 24 Mecsy CHUXKEHHE MpPearnoIaraeéMoro
O®B; B IpOLIEHTHOM OTHOUIEHUM OT U3HAYAJIBHOIO MOKa3aTessi cocTaBuio 2,7 % mnpu mpume-
HeHuu ¢uHToIMMOoa B no3e 0,5 mr u 1,2 % B rpymre mianedo, mocjae OTMEHBI Tepanuu JaHHOE
paznuune HuBenuposanoch. CHmxkenne DLCO k 24 mecsily npuMeHeHUsT (UHTOIMMOIa B J103€
0,5 mr cocraBuno 3,3 % B cpaBHeHuu ¢ 2,7 % B rpyIie mianeoo.

Cyoopoorcnble npucmynul

[Tpr nmpuMeHeHUH (UHTOIMMO/A B KIMHHYECKUX HMCCICIOBAHUSAX M B IOCTPETUCTPAIMOHHOM
MIEPHOJIC 3aPETUCTPUPOBAHBI CIyUan Pa3BUTHUS CYJIOPOKHBIX MPUCTYIIOB, BKIIIOYAs AMTUJICTITHYC-
CKMIl CTaTycC, Y B3pOCIHbIX. B KIMHUYECKHUX UCCIENOBAHUIX Y B3POCHBIX YaCTOTa CYAOPOKHBIX
npuctymnoB 6su1a 0,9 % y nmanueHToB, noxyyaBmux ¢uxaronumon, npotus 0,3 % B rpymnme mia-
11e60. HemsBecTHo, CBSI3aHBI JIU 3TU SIBJIEHUS TOJBKO ¢ TeueHueM PC, uiu ToiapKo ¢ GUHTOIUMO-
JIOM, WJIM C UX COUYETaHUEM.

Jlumgpomul

[1o naHHBIM KIIMHMYECKUX U MOCTPETUCTPALIMOHHBIX UCCIEAOBAaHUM, Y MAIIMEHTOB, MOJYy4aBIINX
(UHTOJIUMOJI, OTMEUYAJIOCh PAa3BUTHUE PA3IMYHBIX TUIIOB JTUM(OM, B TOM YHUCIIE CMEPTEIbHBII
cinydail B-kieTtouHoil nuM@OMBI, MONOXKUTEIHOW N0 BUpycy OmiuteitHa-bapp. Yacrora num-
¢dom (B- u T-k1eTouHOIf) B KIMHUYECKUX HCCIEIOBAaHUAX ObLIA BBIIIE, YUeM OKHUIAETCS B 00IIeH
MOMYJISIIUU. B MOCTperucTpaliMoHHOM TMEpHoJie Takke ObUTH 3aperucTPUpPOBAHBI OT/EIbHBIC

citydau KoxHoU T-kierouHol uMdomel (rpuboBHIHAS TpaHyJIeMa).
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T'emogpacoyumapmwiii cunopom

B moctperucTpaiioHHOM MEPHOIE y MAlMEHTOB, NMOMYYaBIINX JICYeHHE (DUHTOIUMOJIOM, OTME-
YEeHbl OYEHb PEAKHUE CIIydau Pa3BUTHs reMo(aroluTapHOro CUHApPOMA C JIETaJbHBIM HCXOJIOM,
CBs3aHHbBIE ¢ UH(PEKIIMOHHBIM 3a00JieBaHueM. ['eModarouTapHbIii CHHAPOM - COCTOSIHUE, acCO-
[MUUPOBAHHOE C MH(EKIIMOHHBIMHU 3a00JIEBaHUSIMH, UMMYHOCYIIPECCHEH U PSIAOM ayTOMMMYH-
HBIX 3a00JI€BaHUMN.

Tayuenmwvr cmapwie 10 nem

B xoHTpOIupyeMbpIX KIMHUYECKUX MCCIEIOBAHUAX y AeTeil u noapoctkos (10-18 net) npu npu-
MeHeHuH npenapara B go3ze 0,25 mr wium 0,5 mr 1 pa3 B cyTku o0muit mpoduib 6€30MacHOCTH
OBLJI COTIOCTABHM C TAKOBBIM Y B3POCJIBIX MAIMEHTOB.

B uccnenoBanuu y aereil CyJopoKHbIE MPUCTYIBI 3apErUCTPUPOBAHBI ¥ 5,6 % maieHTos, mo-
nyyaBmux ¢puHroaumon, u'y 0,9 % nanueHToB, nomyyaBunx nHTepdepoH Oera-1a.

Ecnu nobvie uz ykazanuvix 8 uHCMpYyKyuu nobounvix s¢hghexmos ycyeyonsaomes, uiu Bul 3ame-

munu 1oovle opyeue nobounvie dghgexmol, He YKA3aHHble 8 UHCMPYKYUU, COOOmume 06 3mom

epauy.

Ilepeno3supoBka

CuMnTOMBI

3710poBbIe JOOPOBOJIBLIBI YJOBJIETBOPUTEIHHO NEPEHOCUIIM OJHOKPATHBIM MpHEM IpernapaTa B
no3ze 40 mr (no3a, B 80 pa3 mpeBbIILIAIONIAs CYTOYHYIO PEKOMEHIYeMYI0), IpU 3TOM Y 5 u3 6
JOOPOBOJIBIIEB OBLJIO OTMEUEHO OLIYHIEHHE JIETKOI0 CTECHEHMsI WM 4yBCTBO AMCKOMQoOpTa B
TPYAHON KIJIETKE, YTO KJIMHUYECKH COOTBETCTBOBAJIO HEOOJBIIONW PEAKTHBHOCTH JbIXaTEIbHBIX
IyTeN.

B nauane npuMeHeHHs (UHTOIMMO MOXKET BbI3bIBAaTh pa3BuTHE Opaaukapanu. CHmkenne YCC
00BIYHO HaOMIO/IaeTCsl B TEUEHWE OJHOr0 Yaca IOCie MNEepBOr0 MPUMEHEHHS M MPOMCXOIUT
Haubosee pe3ko B TeueHue 6 4. OTpuLaTeabHbli XPOHOTPONHBIN 3P PeKT PpuHrommmMona coxpa-
HseTCA U nocie 6 4, OJHAKO B MOCIIENYIOIIUE JHU JIEYEHUsI OH ITOCTENEHHO ocnabeBaeTr. Mmeror-
Csl COOOIEHHS O 3aMe/UIEHUU aTPUOBEHTPHUKYJISPHOTO MPOBEACHUS M OTJENIbHBIE COOOIIEHUS O
NPEXOSAIIUX CIIydasx MoaHoW AB-010Kabl CO CIOHTAHHBIM Pa3peIIeHUEM.

Jleuenue
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B cnyuae nepeno3upoBKy MpH MpHEeMe MEPBOi 10361 (PUHTOIUMO/a HEOOXOMMO OCYIIECTBIIATH
HaOJII0/IeHUE MAllMEHTa B TEUEHUE MUHUMYM 6 4, BKitouatouiee DKI'-MOHUTOPUHT (B peanbHOM
BpeMeHHn) u exedacHoe usmepenrne YUCC u A/l

Ecmu yepe3s 6 u mocne mepBoro mpuema UCC cocraBiser <45 yn/MUH y B3pOCIBIX, HIA
<55 yn/muH y nereit crapuie 12 net, wiu <60 ya/mus y nereit ot 10 go 12 ner, uiam nposBUIHCH
OKI-mpusnaku Il wu Beime cremeneit AB-Omokanel, wim  QT-mHTEpBanm cocTaBMI
>500 mcek, TO cieayeT NPOIJIUTh MOHUTOPHUHT MO KpailHEH Mepe J10 CIEAYIOIIEro yTpa Wi 10
TeX TOp, MoKa HapymieHus: He paspemarcs. [Ipu Bo3nukHoBeHMH AB-0Osokaznwl III crenenu B
1r000€ BpeMs CYTOK TaKke He0OX0auMO oOecreunTs HabIoeHHE 110 KpaifHel Mepe 10 cleny-

o11ero yrpa. @UHroIMMo/ He yaIseTcsl U3 OpraHu3Ma MOoCpeCTBOM Jualin3a U Iasmadepesa.

B3aumopneiicTBue ¢ IPyruMu JIeKAPpCTBEHHBIMH CPeICTBAMH

IIpomuseoonyxonesvie npenapamul, UMMYHOMOOYIAMOPLL U UMMYHOOENPeCcCanmul

VYuuTbiBas BO3MOYKHOCTb JIOIIOJHUTEIBHOTO YTHETAIOIIETO BIUSHUS Ha MMMYHHYIO CUCTEMY, HE
cleyeT MPUMEHSTh (DUHTOJIUMOJI BMECTE C MPOTHBOOMYXOJEBBIMH CPEICTBAMHU, UMMYHOJE-
IpeccaHTaMy WM UMMYHOMOZYJIATOPaMH.

Crnemyer coOIr0AaTh OCTOPOKHOCTD MPH TEPEBOJIE Ha (PMHTOJIMMO/] MAIIMEHTOB, KOTOPHIE paHee
MOJTyYaJTi TpenapaThl JIUTEIHHOTO ASHCTBHS, OKa3biBarone () (HeKThl Ha UMMYHHYIO CUCTEMY,
TakMe Kak Hataiau3zymal, Tepu(IyHOMU] WIM MUTOKCAHTPOH. B KIMHMUYECKHX HCCIETOBaHMSIIX
py IpUMEHEHUHU (QUHronuMona y nanueHToB ¢ PC, momyyaBImux KOPOTKHE KypChbl INIFOKOKOP-
TUKOCTEPOUI0B, HE OTMEYAIOCh MOBBILIIEHUS YaCTOThI HH(EKLUH.

Baxyunayus

Bo Bpems Tepanuu mpenaparom, a TakKe€ B T€UEHHE 2 MECSIEB IOCIE MPEKpalleHus JeueHus
(UHrOIMMOIOM, BaKIMHALUSA MOXeT ObITh MeHee 3 dexkTuBHOM. [Tockonbky nIpUMEHEHHE KHU-
BBIX aTTEHYMPOBAHHBIX BAKIIMH MOXET MOBBIIATh PUCK PA3BUTHS MHPEKIMM, MpU NPUMEHEHUN
mpernapara, a Takke B TE€UEHUE 2 MECSIEB I0CIE MPEKpaLeHUs JIeYeHUs (PUHTOJIMMOJOM, HE
cleyeT MPOBOAUTh UMMYHHU3AIMIO KUBBIMUA aTTEHYHPOBAHHBIMH BaKI[MHAMMU.

Bewecmea, svizviearowue bpaouxapouro

[Ipumenenue ¢puHrONIMMOIa B KOMOMHAIIMK C aT€HOJIOJIOM U JAMITHA3eMOM M3y4yeHo. B mccie-
JIOBaHUM B3aUMOJIEUCTBUH y 370POBBIX I0OPOBOJIBIEB IPU MPUMEHEHUH (PUHTOJIMMO/IA C aTEHO-
JI0JIOM OTMedajioch aononHuTenbHoe cHkenne YCC Ha 15 % B Havane npuMeHeHUs (PUHTOJIH-

moda. Y ManucHTOB, IMOJyYaBIINX (I)I/IHFOJ'II/IMO,Z[ BMECTC C JUITHUA3€MOM, TAKOI'O 3(I)(pCKTa HC
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_NNEPTHOMY OTYETY

Habmroanock. Tepanuio GUHTOIMMOIOM HE CJelyeT HaUYMHATh y NAalMeHTOB, MOJyJYaromux Oe-
Ta-aJJpeHOOIOKATOPBI WK JpyTUe IpenapaTsl, KoTopeie MoryT cHmxath YCC, Takue Kak aHTHa-
puTMHueckue cpeactna kiacca la wiu I1I, aHTaroHUCTHI KalblIMEBbIX KaHAIOB (TaKWX KaK Bepa-
naMuI WIK TWITHA3eM), UBaOpaivH, TUTOKCUH, HHTMOUTOPBI XOIHMHACTEPa3bl UM MUJIOKAPIIUH,
B CBSI3U C PUCKOM JIOTIOJTHUTENbHOTO yraeratomiero aeiictsus Ha YCC. Ecan y Takux manmueHToB
IperoiaraeTcsl JiedeHne (UHrOIMMOJOM, HEOOXOJMMa KOHCYJbTAalUs KapIuoJjora OTHOCH-
TEJIbHO BO3MOXHOCTH IEpPexXo/ia Ha Tepanuio npemnaparamu, He cHkatoummu YCC, wim npose-
JIEHUE COOTBETCTBYIOIIETO HaO0IeHUs (MPOATIeHHOE HAOII0AeHHE B YCIOBUSIX CTallMOHApa Mo
MEHBIIEH Mepe A0 YTpa CIEAYIOUIETO THS).

Dapmaxokunemuyeckue 3¢hghekmul Opy2ux npenapamos Ha GuH2OIUMOO

OUHroMMMO METaboIM3UPYETCsl B OCHOBHOM C yuactueM u3odepmenta CYP4F2. B ero mera-
0oJM3Me MOTYT IPUHUMATh yYacTHE U JIpyrue n3opepMeHThl nuToxpoma, Hampumep, CYP3A4,
B 0COOCHHOCTH €CJIM UMEET MECTO €r0 BhIpaKeHHAs! HHYKIIHS.

He oxwupmaercs BAMSHHS MOIIHBIX MHTHOMTOPOB OENKOB-TIEPEHOCUYMKOB Ha (DapMaKOKHHETHKY
¢unromumona. OAHOBpEMEHHOE MPUMEHEHHE (DUHTOIMMOJA C KETOKOHA30J0M MPUBOIMIO K
yBenmuueHuto B 1,7 paza AUC ¢unronumona u ¢unronumosndocdara 3a cyeT MHrUOMPOBaHUS
uzopepmenta CYP4F2. Cnenxyer coOmroaaTh OCTOPOKHOCTh IMPU MPUMEHEHUH (DUHTOIMMO]IA
OJTHOBPEMEHHO C Ipernaparamu, crocoOHsiMu nHTHOMpoBaTh CYP3A4 (mHrubutopsl nporeas,
IPOTHBOTPUOKOBBIE CPENICTBA TPYIIIBI a30J10B, HEKOTOPHIE MaKPOJIHU/IbI, TAKHE KaK KIapUTPOMH-
IIUH WIH TEJIUTPOMHUIIMH).

OnHoBpeMeHHOE MpHUMeHeHHe KapOamasenuHa B 03¢ 600 mMr 2 pa3a B CyTKH B paBHOBECHOM
COCTOSIHMH U 2 MT' (PMHTOJIMMOJA OJTHOKPATHO OKa3biBalio ciaboe BiusHue Ha AUC ¢uHronu-
MoJa u puHronumoadocdara, ¢ yMEHbLICHUEM JaHHOTO MoKa3aTes npudnu3urensHo Ha 40 %.
[Tpumepno B Toii xe crenenn AUC ¢uHronumoza u ero MetTaboauTa MOTYT CHUXKATh U ApYyTHe
uHaykTopsl u3odepmenta CYP3A4, nanpumep, pudamnuimy, Gpenodapoutan, Gpenutous, s¢a-
BUpEH3 U 3Bepo00i. [lockoNbKy MpU 3TOM MOXKET CHUXATbCAd 3P(PEKTUBHOCTH (PUHrOIMMOAA,
OJTHOBPEMEHHO MPUMEHSTH ITHU TMPETapaTthl CIEAYET C OCTOPOKHOCTHI0. OTHOBPEMEHHO TIpUMe-
HATH 3Bep000ii, 0THAKO, HE PEKOMEH/1yeTCs.

Dapmarokunemuyeckue 3¢hghekmul puneoIUMOOA HA OpyeUe npenapamol

B3anmoneiicTBre (GUHTOIMMOA C BENIECTBAMH, KIMPEHC KOTOPBIX 00YCJIOBJIEH TIaBHBIM 00pa-
30M u3odepmenTamu nuroxpoma P450, unm ¢ cyGcTpaTaMi OCHOBHBIX TPaHCHOPTHBIX OEIKOB

MMpEACTABIIACTCA MAJIOBCPOATHBIM.
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®dapMakOKHHETHKA (PMHTOIMMO/IA U IIUKJIOCIOPHHA B CIIy4ae OJJHOBPEMEHHOTO NMPUMECHECHHS HE
MeHsTachk. TakuM o0pa3oM, HE OXKHUAAETCS U3MEHEHUs (HapMaKOKWHETHKU TPENaparoB, SBIISIO-
muxcs cyoctparamu uzopepmenta CYP3A4, nox BiusiHueM (GUHTOJIMMO/IA.

OpnHoBpeMeHHOE MpUMEHEHHE (PUHTOJIIMMO/A U MEepPOPaAIbHBIX KOHTPAUENTHUBOB (ITHHHIACTpA-
JIN0JIa U JICBOHOPIeCTpesia) He MPUBOJUT K U3MEHEHHUIO HKCIIO3UIIMH MEPOPATbHBIX KOHTpALIETI-
TUBOB. HecMOTpst Ha OTCYTCTBUE HCCIIEIOBAaHUN B3aUMOJICHCTBUS C MEPOPAIbHBIMUA KOHTpALICTI-
TUBaMH, COJIEP’KAllUMH JIPYTUE€ MPOrecTareHbl, He OXHUAAeTCs BIUSHUS (UHTOJIMMOJA Ha HX

OKCIIO3UILIHIO.

Biusinue Ha CIOCOOHOCTH YNPABJISITh TPAHCIIOPTHBIMHU CPeICTBAMM, MEXaHU3MAMH

[TaruenTam, y KOTOpBIX Ha oHE MPUMEHEHHS (PUHTOJIMMO/Ia BOSHUKAIOT TaKW€ HEXKenaTeIbHbIe
SBJICHUS], KaK TOJIOBOKPYKEHHE U COHJIMBOCTb, HE CIEAYET YNPAaBIATh TPAHCIOPTHBIMU CPEA-
CTBAMU WJIA MEXaHH3MaMH JIO TIOJTHOTO MCYC3HOBCHHMSI TaHHBIX MO0O0YHBIX 3¢ ¢dekToB. Heobxo-
UM KOHTpPOJIb COCTOSIHHMS TAIlMeHTa B TEpBbIE 6 U IMOCIE MEPBOro MpUeMa Mpernapara nepe

Ha4aJIOM YHPABJICHUA TPAHCIIOPTHBIMU CPCACTBAMMU.

®opMa BbIIIYCKa

Kancynsi 0,5 mr.

[To 10 kamcynm B KOHTYypHyIO siuelikoByro ymakoBky w3 tieHku [IBX/IIBIAX wu donbru
AJTIOMUHUEBOM NI€YaTHOM JTAaKUPOBAHHOM.

[To 3 KOHTYpHBIE STYEUKOBBIE YIAKOBKHA BMECTE C MHCTPYKIHMEHN MO MPUMEHEHUIO MOMEIIAIT B

[Ia4YKy U3 KapTOHA.

YciaoBus XxpaHeHus
B opurunanbHO# ynakoBke (KOHTypHas sSUeiKOBas yHakoBKa B IMayke) MpH TeMIepaType He

soime 30 °C.

XpaHUTh B HEAOCTYITHOM JIJIsl IETE€ MECTE.
Cpoxk rognocTu

3 rona.

He IMPUMCEHATH IO UCTCUCHUHN CPOKA rOAHOCTHU, YKaA3aHHOT'O Ha YITAKOBKCE.

32



COOTBETCTBYET 3KCNEPTHOMY OTUYETY
ot 13.06.2024 N= 11751
(NMOCNEOOBATENEHOCTE 0002)

YcaoBus ornycka

OTIyCKaroT 1O peLenTy.

IIpousBoauTenn

AxktronepHoe 001ecTBo «OOHMHCKas XUMHUKO-(papMarieBTudeckas komnanus» (AO «OXDKy),
Poccus

Kamyxckas 06i1., 1. O6HUHCK, mocce Kuesckoe, 371. 107;

Kaimyxckas 00u1., 7. O6HUHCK, mocce Kuesckoe, 31. 3a, cTp. 3.

Baanenen perucTpamuoHHOro YyaocToBepeHusi/OpraHu3anus, NPUHUMAIOIIAS TPeTeH3UU
norpeouTesiei

AO «Banenra ®apm»

141108, Poccusi, MockoBckas o6sacts, T. [llenkoso, yi. ®adpuunas, 1. 2.

Ten. +7 (495) 933 48 62, dbaxc +7 (495) 933 48 63.
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