MWUHUCTEPCTBO 3/IPABOOXPAHEHMUSI
POCCUUCKOU ®EJIEPAIINN

HHCTPYKIIUA
M0 MEJAMLIMHCKOMY MPUMEHEHHUIO JIEKApCTBEHHOrO Npenapara
Moaena
PerucrpaunoHnbiii Homep:
Toproeoe HanmenoBanue npenapara: MojeHa
MexayHapo/iHOe HeNaTeHTOBAHHOE HANMEHOBaHHe JIEKAPCTBEHHOI' 0 penapara:
OUHrOIUMOJ
JlekapcTBennasi popma: Kancyibl
Cocras
Oona kancyna cooepoicum:
deticmeyioujee 6ewecmeo:
¢unronumonaa ruapoxnopua 0,56 mr
COOTBETCTBYET (uHrosumony ocHopanus 0,5 mr;
ecnomozamenvuvie eeujecmea: MaHHuTon 142,44 wmr, nopumon K25 (komnmummon 25) 5,0 wr,
HaTpus cteapuia pymapat 2,0 mr.
Cocmas meepovix dicenamuHosblx Kancyn: KOpryc Kancyiael — TutaHa auokeua 2,0000 %,
xenatuH — 10 100 %; kpeilneyka kancysisl — TiTana auokeua 2,0000 %, xenatun — 10 100 %.
Onucanue
Trepabie xkenaTuHOBBIE Kancyibl Ne3, kopryc u Kpbliiedka 6enoro upera. CoaepkuMoe Karcyii:
Oenblii MM noyTH Oesblii MOPOLIOK.
dapmakoTepaneBTHYECKasi FPyNNAa: MMMYHO/IENpeccuBHoe cpecTBO. CpecTBO 11 €4YeHHs
paccessHHOro CKjepo3a
Kon ATX: L04AA27
dapmako/iornyeckoe JelcTBHe
Dapmaxkoounamurka
@uuronumoa  Moayaupyer peuentopel  chunrosun-l-dpocdara (S1P-peuenropos).
@dunronumoa merabonuszupyercss COUHIO3WHKMHA30M 10 aAKTUBHOro MeTaboiauTa
¢unronumondocpara. B HaHOMONApHBIX  KOHUeHTpauusx  ¢uuronmnmondocdar
ceasbiBaetcs ¢ S1P-peuentopamu 1, 3 1 4 TUIOB Ha MOBEPXHOCTH TUMPOLMTOB U OBICTPO
NpPOHMKAET B LEHTpalbHylo HepBHyto cuctemy (LIHC) uepe3 rematosHuedannueckuii
Gapbep, cBa3biBasick ¢ S1P-peuentopamu 1, 3 ¥ 5 TUNOB Ha MOBEPXHOCTH HEMPOHOB.

CeazpiBasice ¢ S1P-peuentopamu  numdountos, ¢unronumoadocdar Oaokupyer



cnocobHOCTh  JIMMPOUMTOB MOKHAATh JUMPATHYECKUE y37bl, 4YTO TNPUBOAUT K
nepepacnpezesieHnto JTMMGOLUTOB B OpraHu3Me, Mpu 3TOM HE MPOUCXOAUT YMEHbIIEHHS
o01ero KoanyecTa TMMGOLIMTOB.

[lepepacnipenenene  AUMPOLMTOB  NPUBOAMT K  YMEHBLIEHHIO  JUMGOLMTAPHOM
uHpunerpauun [MHC, B T.4. BocmanurenbHeiMu kierkamu Thl7, ymeHblieHHIO
BbIPA)KEHHOCTH BOCMAJIEHUS U CTENIEHU MOBPEkKACHUS HEPBHOW TKaHM.

B Teuenue 4-6 yacoB nocie OJHOKpPATHOro nmpuema npenapara B go3e 0,5 Mr KoJmM4ecTBo
AUM(OLMTOB B KPOBU CHHXKaETCs MpUOIN3UTENbHO 10 75% OT McxoaHoro 3Hayenus. [lpu
JUIMTEBHOM  €XKEJHEBHOM  TNPUMEHEHMM Mperapara  KOJM4YeCTBO  JIMM(POLMTOB
MPO0JIKAET CHUXKATHCS B TE€UEHHE 2-X HEJeb, A0CTHIrasi MUHUMasbHOro nokasarens 500
KJAETOK/MKJ Wik npubnusutenbHo 30% ot ucxoaHoro 3HaveHus. Y 18% nauueHToB
oTMeuanoch (Mo KpakHel Mepe, OJHOKPAaTHOE) CHHU)KEHHE KOJIMYECTBA JIMM(POLIMTOB HUXKE
200 knerox/mkn. [Ilpu perynspHoM nmnpueme npenapata CHHUXKEHHE KOJIMYECTBA
aumdonutoB coxpansnock. [Tockonbky GonpwnncTBo T- w0 B-numdouuros noctosHHO
MpOXOJAT yepe3 JIUMPOU/IHBIE OpraHbl, BIUSHUE GUHIOJMMO/JA HA OTH KJIETKH BBIPAXKEHO
B Haubonbweit crenenu. Opnako okono 15-20% T-numdouurtos, sBasOLMXCS
5 eKTOpHBIMM KJIETKAaMH MaMATH U MTPalOLIMMHM BaXKHYIO pOjib B MepUpEepHUEcKOM
MMMYHHOM KOHTpOJIe, HE MpOXOJAT 4yepe3 JAMMQOUJHBIE OpraHbl W HE TOJBEPIKEHBI
BO3/eHCTBUIO pUHrONIMMO 1A,

B TeyeHue HECKOJLKMX [HEW TMOC/e TMpeKpalleHus npueMa rnpernapara B KpPOBH
OTMeYaeTcs TMOBbILIEHHE KonuuecTBa nuMpouuToB. Hopmanusauus konuyecTBa
AUMGOLIMTOB MPOUCXOAUT yepe3 1-2 mecsua nocie npekpaiieHus geyeHus. [locTosHHBIN
npueM (GUHroaMMoOJa MPUBOAMT K HEOOIBIIOMY CHHKEHMIO KOJWYeCTBa HEHTpOHIOB
npubausutrensHo a0 80% ot ucxoaHoro nokaszarens. MOHOIMTB HE TMOJABEPIKEHBI
BO3/I€HCTBHIO (PUHTOIUMO/IA.

B KJIMHMYECKHMX MCCNIEJIOBAHMAX B Hayalie JIeYeHUs MpernapaToM B peKOMEHAYeMOi J103e
oTMmeyanoch TpaH3uTopHoe cHWxkeHue YCC (4acToTel cepAeyHBIX COKpalleHHH) H
3aMe/l/IeHue aTPUOBEHTPUKYISAPHON NMpoBOoAMMOCTH. [Ipu 53TOM MakcHManbHOE CHHKEHHE
YCC nabnronaercs B TeyeHre 6 4acoB rociie rnpuema rnpernapara (cpejHee CHHXKEHHE Ha
12-13 ynapo B MuHyTY), U 70% oOTpuUATENBHOTO XpOHOTOpOonHOro sddekra
jocturaercs B nepsblit JeHb npumenenus. YCC Bo3Bpalnanack K UCXOAHOH B TedyeHue |
Mecsilla peryjisipHOro MpUMEHEeHHs npernapata. ABTOHOMHble (GYHKUMHU cepaua, B T.U.
uupkaauanHas BapuabenbHocte YCC u peakums Ha (U3MUECKYIO Harpy3ky He
M3MEHAIOTCS MOJA BiausHHEM ¢uHronumona. B Havane npumeHeHus ¢uHronumonaa

OTMEYACTCs YBCJIHWYCHHUE 4YHCJIa NPEACEPAHBIX BKCTPACHUCTOJI, HE COINPOBOXKAAKOIICECH



yBEJIMYEHHUEM 4acTOThl GuOpHINsuMn/TpeneTaHus Npeacepani, Keay104KOBOH apUTMHUH
unu oktonuid. He oTmeuveHo BAMAHMS (UHIOIMMOJIAa HAa YMEHBLIEHHME CEPACYHOTO
BeiOpoca. CuHmkenne YCC, BbIZBaHHOE (UHIOJIUMOAOM, MOXKET ObITb KyNHPOBAHO
NPUMEHEHUEM  aTpOMMHA, HW30MpeHaJMHa MWaM  canbMmereposa. OaHOKpaTHOEe H
MHOTOKpaTHOe npumeHeHue ¢puuronumona B aozax 0,5 mr u 1,25 mMr B TeueHue ABYX
Helelb HE AacCOLUMHUPOBAJIOCH C OMpEJesieMbIM YBEJIHYEHHEM COMPOTHUBISAEMOCTH
JAbIXaTeNnbHBIX nyTei no 3HaueHuto ODBI1 u cpenHeit 0O0beMHONH CKOPOCTH BbIJOXa Ha
ypoBHe 25-75% ot ®XKEJl. Ormeuyanoch, OAHAKO, [10303aBUCUMOE YBEJIHYEHHE
COMPOTHUBISAEMOCTH /IbIXATEIbHBIX MyTEH NMPH OJHOKPATHOM NMPUMEHEHHUH PUHIOIUMO/A B
no3e Gosee 5 mr, npeseitaiomei pekomeH10BaHHyto 6osiee yeM B 10 pa3. MHorokpartHoe
npuMeHeHue ¢uHronumona B ao3zax 0,5 mr, 1,25 mr uam 5 mr He accouuupyercs ¢
YMEHBIIEHHEM OKCHMI€HAlMH, YMEHbBIIEHHEM caTypalMH KHUclIopojaa npu (U3HYeCKOH
Harpy3ke WJIM YBEJIHYEHHWEM pEaKTHUBHOCTH JbIXaTeJIbHBIX MYTEH K METaxoiuHy. VY
MalLMEHTOB, MOAY4YaBIIWX QHUHIOJIMMO/L, OTMEYAJICs HOPMaJlbHBIH OPOHXOANIaTallHOHHBIH
OTBET Ha MPUMEHEHHE HHTANALMOHHBIX OeTa-arOHUCTOB.

[Ipy npUMeHEHUM Yy MAUMEHTOB C PEMHUTTHPYIOLIUM PACCESHHBIM CKJIEpO30M (CpeaHHit
Gann no wkane uHBanuaHoctu EDSS 2.0) ¢unronumon B poze 0,5 Mr cHuMxkan 4actory
KJIMHUYecKuX oboctpenuii 6onesuu Ha 54%. [1pu npueme npenapara y 70% nauueHTOB
oTMeuanachk ctabuibHas peMHcCHUsi B TedeHue 2-X et (1o cpaBHeHHIo ¢ 45,6% B rpynrne
nnauebo). DUHroIUMO JIOCTOBEPHO CHHXKa pHCK NpOrpeccupoBaHus
HeTpyaocnocodbHocTH. [Ipu npuMeHeHHH npenaparta JOCTOBEPHO YBEJIWYHBAIOCH BpeMs
JI0  HACTYMJIEHUS  3-MeCAYHOro W 6-MEeCAYHOro mnepuoaa  MOATBEPKAECHHOTO
NpOrpecCUpOBaHUA HETPYAOCINOCOOHOCTH (OLEHHUBAEMOIrO KaK MOBBILIEHHE OLEHKH MO
wkane EDSS ot ucxoaubix mnokasartened) no cpaBHeHHio ¢ rulauebo. Pesynbrarel
MarHuTHO-pe3oHaHcHOW  Tomorpadpuu (MPT) romoBHoro wmo3ra MamMeHTOB €
PEMHUTTHPYIOLIMM  pPacCesHHBIM  CKJIEpo3oM Ha (oHe JedyeHus (QUHTOIMMOAOM
NOJATBEPKAAIOT  3HAYMUTEIBLHOE  CHWKEHHME  aKTHUBHOCTH  TeueHust  3abojeBaHuUs
(uHTeHcHMBHOCTH BocnasuTesnbHoro npouecca B LIHC, pasmepoB M koiuyecTBa 04aros
JIEMHUETTMHU3ALIUN).

DapmakoKuHemuKa

®apMaKoI0rHYeCcKH AKTHBHBIM MeTaboaUuTOM SABNISETCS (S)-aHanTHOMEDP
¢unronumoadocdara.

Beacwvisanue

[Ipu npueme BHyTph BcackiBaetcs >85% no3wi. BeacbiBanue GpuHroinmMoaa npoucxoauT

MEJUIEHHO (BpeMs JOCTHKEHHS MAaKCHMalbHOW KOHLEHTPALMH B MJIa3Me KPOBH, tmax 12-




16 4). AbcontoTHas GMOJOCTYNMHOCTD MPH NMpUeme BHYTpb cocTaBaseT 93%. PaBHoBecHas
KOHUEHTpaLMsi B MJa3Me KPOBH JOCTHUraeTcsi B TedeHue [-2 MecsleB perysispHoro
npuema npenapata (1 pa3 B cyrku). PaBHoBecHas KOHUEHTpauusi (QUHroIMMOJa
npubausutesnbHo B 10 pa3 Bhille, 4eM €ro KOHLEHTpalus rnocjie nepporo npuema. Ilocne
mMHorokpatHoro mnpuema 0,5 Mr | pa3 B CyTKM KOHUEHTpalUMu (QuHronumona
¢unronumoadocdara noBeIAOTCA, BEPOSATHO, MPONOPLMOHAIBHO J103€.

[Tvwa He BaMseT HAa MaKCUMaibHytO KOHUEHTpauulo (Cmax) M skcnosuuuio (AUC
miowaas noa papMaKOKMHETHYECKOH KPUBOH «KOHLEHTpaLMs - BpeMs») GUHroaMMoja
uinu puHronumoadpocdara.

Pacnpeoenenue

@DUHrOMMMO/I 3HAYMTEBHO pacrpenessercs B sputpountax (ppakuus ¢uHronumona B
KjeTkax kpoBu 86%). @unromumonpocdar uMeeT MEHbLIYIO CMOCOOHOCTh MPOHMUKATH B
KJIeTKH KpoBH ((ppakims B kieTkax kpoBu <17%). ®unroaumon n punronumoadocdar B
BBICOKOM CTENeHH CBA3BIBAIOTCA ¢ OesikaMu mia3Mbl KpoBH (>99%). Ca3p punronumona
1 ¢punronumoadocdara ¢ GeaKaMHu Mjaa3Mbl HE U3MEHSETCS Y MALMEHTOB C HapYLIEHUAMHU
GyHKUMH noyek Wid nedeHu. OUHroIMMOoJ B 3HAYUTENILHOW CTENEHU pacrpenensercs B
TKaHsx opraHusma (ob6bem pacnpenenenus okosno 1200 £ 260 n). Punronumon
NMPOHUKAET B TOJIOBHOW MO3r, YTO OBIJIO MOKA3aHO B KJIMHMYECKOM MCCIIEJOBAHHUHU Y
310poBBIX J100poBosibleB. B uccnenoBanun y 13 100poBOJBLUEB € PEMUTHPYIOLIMM
paccessHHbIM CKJIEpO30M, MNOJy4aBIIMM (uHrorumoa B no3e 0,5 Mr B paBHOBECHOM
COCTOSIHMH, KoJindecTBO (¢uHronumoaa (uau ¢unronumoadpocdara) B CEMEHHOMU
xuakoctu 66110 B 10000 pa3z menbuie npunsatoi  103sl (0,5 mr).

Memabonusm

VY uenoBeka OuoTpaHcdopmaiys (GUHroIMMOAA MPOUCXOAUT B pe3ylbTaTe 0OpaTUMOro
cTepeoceneKTUBHOro GocdopunupoBanus 10 papMaKoIOrHuecKu akTHBHOTO (S)-
sHaHTHOMepa (uHronumoadocdara, U 3a cyeT OKMCIUTENbHOW OuoTpaHchopmaluu
rnaBHeIM 0oOpazom mu3zodpepmentoMm CYP4F2 u, BO3MOXKHO, ApyruMH H30(hepMEHTaMH
CYP4F, c nocnenyoumeit aerpagjaudy aHaJOTMYHO JKMPHBIM KHMCJIOTaM 10 HEAKTHBHOIO
metabonuta W ¢ GopmupoBaHueM (GapMaKoJIOrMUECKH HEAKTUBHBIX HEMOJISAPHBIX
aHaJIoroB (GUHrOIUMO/ILEPAMH/IA.

[Tocne OJHOKpAaTHOro MpHeMa BHYTPb B IJ1a3Me€ KpPOBU ONpeleNsanuch (B TeYeHHE
npubau3uTenbHo 1 Mecsa) Hen3aMeHeHHbIH GuHroaumon (23,3%), ¢unronumondocdar
(10,3%), HeakThBHBble MeTaboaUuTHl (M3 — KuCBI KapOokcHibHbIH MeTabonut (8,3%),
KOHBIOTaThl MeTabouTOB ¢ iepamuaom M29 (8,9%) u M30 (7,3%)).

Buwieeoenue



[InasmenHplil KaupeHc ¢uuronumona 6,3 + 2,3 n/4, cpeaHuil KaxylmMHCA MEPUOJ
nonyssiseaeHus (T12) - 6-9 nHei. CHUKEHHE KOHLEHTpaUni  puHroaumoa u
¢unronumondocdara B riazMe KpOBM B TEPMHHAILHOM  CTaJAMH  TMPOMCXOAMT
napasiesibHO, YTO MPUBOJAMT K CXOJHOMY NMEPHOAY MOJYBbIBEIECHHUS.

[Tocne npuema BHYTpb oKon0 81% 03B BBIBOAATCA C MOYOW B BHM/I€ HEAKTHBHBIX
metabonuToB. Heusmenenusie ¢uuronumon u ¢unronumoadocdar He BHIBOAATCH
MOYKaMH, HO ABJIAIOTCH OCHOBHBIMU COEIMHEHUAMM B KaJsie (KOJMYeCTBO Kaxaoro <2,5%
oT 103b1). B Teuenue 1 mecsina BeiBoauTCs 0k0a0 89% 10361 npenapara.
DapMakoKuHemuKa 6 OmoeabHblX CIYUAAX

Ilon u smuuveckas NPUHAONEHCHOCMY

[Ton 1 sTHUYECKAs MPUHAIEKHOCTh HE OKA3bIBAIOT BIMAHMUSA Ha HapMAKOKMHETHKY
¢unronumoaa u punronumoadocdara.

Hapywenue ¢pynkyuu novex

Hapyuenne GyHKUMH MOYeK TsHKEJIOH CTEeNneHHu MPUBOAMT K nosbimieHnto Cmax nu AUC
dunronumoaa ua 32% u 34%, punronumondocdara - Ha 25% u 14%.

Hapywenue ¢ynkyuu nevenu

OxHokpaTHOe mpuMeHeHue ¢uHronumoaa B naoze | wiM 5 Mr y MaUMEHTOB C
HapyleHUsIMH (QYHKLHH MEeYeHH JIErKOM, cpeHel W Tsbkelo creneHeil (>9 Gannos mno
mkane Yaina-ITeto) npusoaut k noseimeHnto AUC punronumona Ha 12%, 44% u 103%
COOTBETCTBEHHO. Y TALMEHTOB C HapylleHWeM (QYHKLUMM MEYEHH JIETKOM CTENeHH
TSOKECTH TMEPHOJ TOJYBBIBEJCHHS OCTAE€TCS HEU3MEHHBIM, C HapyUIEHUEM CpeIHEH M
TSKENIOW cTeneHu - yBenuuuBaercs Ha 49-50%. YV mauueHTOB ¢ HapylieHHeM (QyHKLHUH
nedeHn Tsbkesnoi crernenun (kwiacc C  mno knaccupukaumm  Yaitna-Ilero) Cmax
dunronumoadocdara cumxanach Ha 22%, a AUC ypennuuBanack Ha 38%. Y nauveHToB
¢ HapymieHHeM (YHKUMM TE4YEeHW JIerKOW M CpeaHEll  CTENeHeH  TAKECTH
bapmakokuHeTuka GuHronumozadocdara He OLEHUBAACS.

Hooicunvie nayuenmol

MexaHu3m BBIBE/ICHHS ¢unHronumoa " pe3y/bTaThl MOMYJISLIMOHHBIX
(hapMaKOKMHETHYECKHUX MCCIIEOBAHUI MO3BOJSIOT MPEANON0KUTh, YTO KOPPEKLIMH 1035
npenapara y MOXKH/IbIX MaUKMeHTOB He Tpebyercs. KimHWueckui OMNBIT NpHUMEHEHHMs
(GUHrONMMO/1a y MAaLIMEHTOB B BO3pacTe cTapuie 65 1eT orpaHUYeH.

Hayuenmor maaowe 18 nem

be3zonacHocTs M 3¢ PeKTHBHOCTD NpUMeHeHHust (pUHroJMMoa y nanueHToB muamuwe 18
net He u3ydeHa. [I[pumeHeHnue npenapara He NOKa3aHo y nanueHTos Maajaue 18 ner.

IToxa3anus K NPUMEHEHHIO




Pemuttpytommit paccesuupbiii ckiepos (PPC) - ansg ymeHblIEHHS 4acTOTBI KIMHUYECKUX
060cTpeHni GOJIE3HH M CHUXKEHHSI PUCKA MPOTPECCHPOBAHUS HETPYA0CIOCOOHOCTH.
IIporuBonokasanus

e BpIsiBIIEHHBIH HMMYHO1€(DUUMTHBIA CUHAPOM.

e [loBBIIEHHBIH  PUCK  ONMOPTYHUCTHYECKUX  MHQEKUMH, B TOM  4ucie Yy
MMMYHOKOMITPOMETHPOBAHHBIX MALMEHTOB, MOJYYalOUMUX HMMMYHOCYNPECCHOHHYIO
Teparnuio B HaCTOSIIEE BPEMs HIIM B MPOLLIOM.

e AkTHBHBIE (a3bl THKEIbIX HHPEKLMH, XpPOHUYECKUX UH(EKIMH (renaTuThl, TyOepKynes).

e BrisiBIeHHBIE 3]I0Ka4eCTBEHHbIE HOBOOOpA30oBaHUS B aKTHMBHOW (ase, 3a MCKIIOUEHHEM
0a3aIbHO-KJIETOYHOTO paKa KOXH.

e Tskensle nopaxenus neyenu (knacc C no knaccupukaumun Yaina-I1ero).

e [Wnep4yyBCTBUTENBHOCTL K (UHIOIMMOAY WM JHOOOMY JApYroMy KOMIIOHEHTY
rnpernapara.

® BepeMeHHOCTb U MEPHOJ IPYAHOr0 BCKApMJIMBaHHUS.

D¢ dekTHBHOCTD U 6e30MacHOCTh NPUMEHEHHs (PUHIOJIMMO/IA Y JE€Tei U MOAPOCTKOB B BO3pacTe
210 18 net He yCTaHOBJICHBI.

C 0CTOPOKHOCTBIO

CreayeT ¢ OCTOPOIKHOCTBIO Ha3HAYaTh Mpernapar fnalyMeHTaM B Bo3pacTe >65 jeT (orpaHuYeHHOe
KOJIMYECTBO JaHHBIX MO MPUMEHEHHIO), C caxapHbIM JnMabeToM (PHCK pa3BUTHS MaKyJSpPHOroO
OTeKa), a TaKXKe MpH HaJIMYMK YBEUTA B aHAMHE3E.

Epaouapummus

B cBsI3M ¢ pUCKOM pa3BUTHSI CEPbE3HBIX HApPYLIEHHI pUTMa (PUHTOJIMMO/L HE CeyeT NPUMEHATh
y nauueHTtoB ¢ AB- Giokanoii 2 crenenn tuna Mobury Il wnm Beime, cuHapoMoM ci1abocTH
CHHYCOBOTO y3J7la WJIM CHHOATpHanbHOW Onokanoii. [TockonbKy BbIpaskeHHas Opajaukapaus
MOYXKET [JI0XO TMEPEHOCHUTHCS TMalMEeHTaMM C HIIeMHYecKoH Oole3Hblo cepiua, HH(papKTOM
MHOKapJa B aHaMHe3e, XpPOHMYECKOH cepleyHOW HEJOCTaTOYHOCTBIO, OCTAHOBKOHM cepila B
aHaMHe3e, LepeOpoBacKyISApHBIMK  3a00J€BAHUAMH, HEKOHTPOJIMPYEMOH  apTepHanbHOM
TUTIEPTeH3UEN WM TSDKEJIBIM HEJICYEHBIM CHHIPOMOM arHo? BO CHE, (UHIOJMMOJ HE clielyeT
NPUMEHSTD Y TaKUX naiueHToB. [Tockonbky npuMeHeHne GUHroaMMo1a MPUBOJUT K CHHIKEHHIO
4acTOThl CEepJAEYHBIX COKpalleHMH |, TakuM obOpa3oMm, Kk yanuHenuto wuHtepBana QT,
(UHrOMMO/L HE CJIElYET NMPUMEHSTh Y MAlMEHTOB C CYLIECTBEHHBIM YIJIMHEHHWEM HMHTEpBaja
QT (QTc >470 mc (keHwmmubl) Hian > 450 mc (Myxunnbl). [Ipy HEOOXOAUMOCTH NPUMEHEHUS
npenapata y JaHHOW KaTeropuu MalMeHTOB HeoOXoAMMa KOHCYJbTallMs Kapauosora repej
HayaJoM Tepanuu Juis BbIOOpa ONTHMMAIbHOTO MOHHMTOPHHIA CEpAEYHON JeATebHOCTH

BO3MOKHO 10 yTpa CI€AYIOLIEro JHA.



Takke cneayer codmonatb OCTOPOKHOCTH y MALUMEHTOB C HHM3KOMW 4YacTOTOHW CEpACYHBIX
cokpatuenuit (UCC) B nokoe, meHee 55 yaapoB B MUHYTY (Hu3Kas yactota YCC, He cBa3aHHas ¢
HapyleHUsIMHA QYHKLMH CepALa), NPy OJAHOBPEMEHHOM NpUMeHeHHH f- aapeHob10KkaTopos, ¢
00MOpPOKOM B aHaMHe3e.

IIpumenenne npn 6epeMeHHOCTH H B MIEPHO/I IPYIHOT0 BCKaPMJIHBAHMS

[lepen nauanom nevenus npenaparom Jlumoza Bpauy cienyeT npouH(GOPMHUPOBATH KEHILIMH C
COXPAHEHHBIM pPENpPOAYKTHBHBIM TOTEHLMAJIOM O CEPbE3HOM pHCKE Ul [joja MW O
HeoOXOAMMOCTH TnpuMeHeHHsi d(PEKTHUBHON KOHTpaleniuu B TedyeHue 2-3 MecsueB rnocie
OKOHYaHHUA JIeYEHHs, 4TO OOYCIOBIEHO /JIMTENbHbIM [EPHOJOM BBIBEACHHS Mpenapara M
COXPAHSAIOLIUMCS PUCKOM JUIS TJI0/1a.

HeobGxoaumo HckIo4HTh OepeMeHHOCTh 10 Hayana JieyeHus ¢uHronumonom. B cinyyae ecnu
OepeMEeHHOCTh [MAarHOCTUPOBaHA BO BpeMsi NMPUMEHEHMs TMpenapara, Teparuio HeoOXO0auMo
OTMEHHUTB. JIOCTYNHBIE JaHHBIE MO3BOJIAIOT MPEATNOI0KHTb, YTO NPUMEHEHHE TMpernapara y
MY’KYHMH HE acCCOLMHPOBAHO C YBEJIMYEHHEM pHUCKA pPa3BUTHA TOKCHMUYECKMX S(PPEKTOB B
oTHomeHuH mofa. CorzacHo pesysbTataM JOKJIMHHYECKHX WCCIIEIOBAHHW, OTpHLATEIbHOE
JeicTere pUHronumoaa Ha GepTUIIbHOCTD MAaJOBEPOSTHO.

[Ipy npuMeHeHMM npenapaTa B MCC/IEAOBAHMUAX Y JKMBOTHBIX B jo3e 0,1 Mr/kr, uto
COOTBETCTBYET JIBYKPaTHOMY [OBBIIIEHHIO SKCMO3ULUMH TIPH NPUMEHEHWH Y 4YeloBeKa B
pekomeHa0BaHHOH 03¢ 0,5 Mr, Obla BeISBIEHA PENpPOAYKTHBHAsA TOKCHYHOCTB, BKJIKOYABLIAS
rubesib 10J1a ¥ MOPOKH pa3BHTHSI OPraHOB, 0OCOOEHHO He3apallleHHe apTepHaIbLHOTO MPOTOKa U
nedeKTbl MEAIKETy104KOBOH MEPeropoKH.

Kpome Toro peuentopsl chuHrozun-I-ocdara, Ha KoTOpbie BO3ACHCTBYET (DUHIOIMMOJ,
BOBJIEYEHBI B MpoLecc GOPMHUPOBAHHUS COCY/IOB BO BpeMsi IMOpHOreHesa.

XOopowo KOHTPOJMpPYEMBIE aJEKBATHBIC HCCIIEAOBAHUS MPUMEHEHHS Npernapara BO BpeMs
OepeMEeHHOCTH Yy 4eloBeKa He MpoBoAMIMCh. B mpocnektuBHOM Habmoaenuun Gonee yem 300
ciyyaeB OEpeMEHHOCTH, 3aKOHYMBIUMXCS POX/JICHWEM JKHBOTO IUIOJA, Y MALMEHTOK C
paccessHHBIM  CKJIEPO30M, TMOJy4YaBIIMX (UHIOJIMMOZI BO BpeMsi OEpeMEHHOCTH, 4YacToTa
CEpbE3HBIX BPOXKIACHHBIX aHOMAJIMI Pa3BUTHS CXOKa C TAKOBOHM B OOLLEH NONyJIsALMH.
Hccnenosanus, nposenenusie B Kanane, kpynueix crtpaHax EC u crpanax HOxHoi Amepuku
CBHM/IETE/ILCTBYIOT, YTO 4YacTOTa pPa3BUTHA BPOKACHHBIX JAehEKTOB Yy JeTel B MOMYJIsUHH
NalLMEHTOB C PacCEesHHBIM CKJIEPO30M COOTBETCTBYET aHAJOTMYHOMY TMOKa3aTeno B oOluei
nonynsuuu. B CIIA  puck  caMOCTOSATENBHOrO  MpepbiBaHUs — OEPEeMEHHOCTH U
MEPTBOPOKAAEMOCTH B MOMYJALMH TALMEHTOB C pACCESIHHBIM CKJIEPO30M COOTBETCTBYET
aHaJIOTMYHOMY MOKa3aTeJo B 001IeH Momysiiuy.

HeT naHHBIX O BIMSHUN (bHHl‘OHMMOIla Ha pOJAOBYIO ICATEIIBHOCTL U HCXOJL pOIOB.



B 10KJIMHUYECKHX UCCIEI0BaHUAX (PUHTOIMMO/L TPOHUKAJ B MOJIOKO JIAKTUPYIOLMX XKHBOTHBIX.
Her paHHBIX O BAMsHWUM (QUHIOJIMMOJA Ha JIETEH, MOJYYalOIIMX €ro € IPyAHbIM MOJIOKOM, a
TaKKe Ha BIMSHHE Teparnuu (QUHrOIMMOJIOM Ha MPOAYKLHIO TPYAHOTO MOJIOKA Y YENOBEKa.
VyuThiBas, YTO MHOTHE JICKApPCTBEHHBIEC MpenapaThl NPUHUKAIOT B TPYJHOE MOJIOKO, a TaKKe
TEOPETHYECKYIO BO3MOXKHOCTb Pa3BHTHS CEPbE3HBIX HEXKENATENBHBIX PEaKLMi y MIIaJICHLEB,
MOJIYYalOLIMX IPYAHOE MOJIOKO KEHLUMH, MPUHUMAIOWMX (HHIOIMMO/, CIENYET MPEKPaTHTh
rpyaHOe BCKapMJIMBaHHE.

Cnocob npuMeHeHHs! H 103bl

Pexomenayemas Jo3a npenapara coctapiseT oaHa Kancyia 0,5 mr BHyTpb 1 pa3 B CyTKH BHE
3aBUCHUMOCTH OT BpeMEHH npuema nuuiu. B ciyvae nponycka npuema, Ha ClAeAYIOIIKIA I€Hb
npenapat (GUHrOIMMOJ TNPUMEHSIOT B 0ObluHOe Bpems. Ilpenapar npeaHasHauen A
JUIUTENILHOTO JICYEHHS.

PekoMeHIalMu MO 3aMeHe Teparnuu JPYrHMH IpenapataMm, MOAMGUUMPYIOMMH TEe4YEHHUE
3abosieBaHKs, Ha JeyeHHe (GHUHIOIMMOAOM MpeAcTaBieHbl B paszjene «OcolOble yKazaHUSA».
[Tocne mnpuema mnepBoit 103bl (GUHrOAMMOJA BCEM TMAlLMEHTaM CJEAyeT NpPOBOJAMTH
HaOnoeHHe B Te4yeHHWe 6 4YacoB, BKJIOYAIOIIEE: HM3MEPEHHME YacCTOThl CEPAEYHBIX
COKpalleHHI W apTepHalbHOTO JaBJIeHHUs KaKIbIM 4yac, a Takxke dJeKTpoKapauorpaduio 1o
Hayana JIeUeHHs TMpernapatoM M yepe3 6 yacoB Mocje rpuema MepBod 03kl MNpenapara ¢
LeJTbI0 KaK MOYKHO paHHe# JMarHOCTMKHM BO3MOXKHBIX MPOSIBICHUH OpasinapuTMHH.

[lpu paszButuu OpagmapuTMuu Ha GoHe Hayaja Teparuy MpernapaToM Mpu HEOOXOAMMOCTH
JI0JUKHBI OBITH MPOBEEHBI COOTBETCTBYIOIIHE MEPONPUSTHSA € LEIbIO KOPPEKLHH JaHHOTO
HapyuieHus, obecrieyeHo HaOIOJEHME 3a MALMEHTOM BIUIOTH /0 KYNMWPOBAHHS JaHHOIO
coctosiuusi. [lpy HEoOXOAMMOCTH [pOBEIEHUsS JIEKAPDCTBEHHOM TepanuM B TNEPHOJ
MOHMTOPHHIA TMOCe NMPUMEHEHHUs NEepBOH J03bl HAOJIOJEHHME 3a MALUEHTOM HEOOXOAMMO
NpOJUIMTh B YCJOBHSX CTallMOHapa MO MeHbLIeH Mepe no ciaeaywowmero yrpa. Ilocne
MPUMEHEHUST BTOPOH /10361 (PUHIONIMMOAA Y TaKUX MALMEHTOB HEOOXOAMMO MOBTOPHUTH BCE
MEpOTIPUATHS, KaK U MOocjie MPUMEHEHHs NepBOii 1036l Npenapara.

JlononHuTenbHOEe HAOMIOACHUE BIUIOTH [0 pa3pelleHHs COCTOAHMs Takke TpeOyeTcs B
CIEAYIOLHUX CIydasx:

- €CJIM 4acToTa CepACYHBIX COKpalleHHi 4Yepe3 6 4acoB Mocje NepBoro rnpuema npenapara
cocraBiasieT <45 yA/MUH WM COCTaB/ISE€T HaWMEHbBIIEE 3HAYEHHWE 3a BECh INEPUOJ
HaOIOIEHHUS ;

- MpH BBISBJIEHUH BepBbIe BO3HUKIIEH AB-6510Kka/bl 2 cTeneHu UM Beile 1o aaHHbM DK
yepe3 6 4acoB noclie MepBoro npuema rpenapara;

- ecnu unrepBan QTc na OKI cocraBasier >500 mcek.



[lpy BO300HOBIAEHMH Tepanuu (UHTOJIMMOAOM HEOOXOAMMO MNPOBEJEHHE MOHHMTOPHHIA

NeATENbHOCTH CEPACYHO-COCYAMCTON CHCTEMBI, KAK M TMOCJIE MpUema NnepBoii 10361, B cilyyae
nepepbiBa Tepanuu:

- X0Ts Obl Ha | JIeHb B TEYEHHE MEPBLIX 2-X HE/e/b Tepanum;

- Oosiee yueM Ha 7 aHel Ha 3-# WM 4-i HeJlelie JIeueHus;

- Ooniee yem Ha 2 HeJelM Nocjie TOro, Kak jeyeHue rnpojokanocs bonee mecsua.
Hapywenue ¢pynkyuu nevenu

Koppekuuu 1036l npenapata y MalMEHTOB € HapylleHHEeM (QYHKUMH [MEYEHH JIErKOH H
cpeaHei crTeneHW TskecTH He Tpebyercs. JleyeHne QUHrOIMMOAOM MNAlLMEHTOB €
HapylmieHMssMH (QYHKLUMHM MEYEHW B aHaMHe3e CJIeyeT MNPOBOAMTH C OCTOPOKHOCTBIO.
PexomeH10BaH KOHTPOJb AKTHMBHOCTH «IMEYEHOYHBIX» TPaHCAMWHA3 Ha MPOTHKEHHH 6
MecCsLEB, NMPEALIECTBYIOIMX Hayany Tepanuu npenapatoM. IIpu oTCYTCTBHMH KIMHHYECKHX
MPOSIBICHUI TMOpPaXXEHUS MMEYEHHU Olpe/esieHHe AKTUBHOCTH «IEYEHOUYHBIX» TpaHCaMHHa3
pEKOMEH/10BaHO MpoBOAUTL B 1, 3, 6, 9 u 12 Mecsupl nedyeHus, a 3aTeM MEPUOJUYECKH.
[ToBbilleHHE AaKTUBHOCTH «IE€YEHOUHBIX» TpaHcamuHa3z >5 BI'H tpebGyer Goznee uacrtoro
OMOXMMHMYECKOTO HCCIE0OBAaHMS CBIBOPOTKM KpPOBM, BKJIIOYas OINpEAE/IiEeHHE YPOBHs
OwnupyOuna M menoyHoit ¢ocdarazsl. [Ipy MOABAEHHUH CUMOTOMOB, [O3BOJSIOLIMX
MPeANoJIOKUTh HapylieHHe (GyHKLHMM nedyeHu (pBOTa M TOLIHOTA HEW3BECTHOW 3THOJIOIMH,
kKentyxa, 001b B XKMBOTE, MOBBILIEHHAS YTOMJSEMOCTb, aHOPEKCHS, TEMHBIH LIBET MOYHM)
HeoOXOJMMO TPOBECTH OMNpeJesIeHHe AaKTMBHOCTH «IMEeYeHOYHbIX» ¢epmenToB. [lpH
BBISIBJICHHH MOPAXKEHHUS MEYEHH JICYEHHE NpernapaToM cleyeT NpeKpaTUTh.

[IpumeHeHne pUHroNIMMOAA Y NALMEHTOB C HapylIeHHeM (YHKLMH MEYEHHU THKENON CTeNneHH
(knacc C no knaccudukaumnu Yaina-Ileto) nporuBonokasaxo.

Iayuenmor cmapwe 65 nem

Koppekumu 10361 npenapara y JaHHOM KaTeropuu NalMeHToB He TpedyeTcs, 0HAKO JieYeHH e
cle/lyeT MPOBOJAMTH C OCTOPOXKHOCTBIO CBA3M C OTCYTCTBHMEM KJIMHMYECKOrO OMNbITa
NpUMEHEHHU Mpernapara y nalMeHToB crapiie 65 Jer.

Caxapnwviii ouabem

Hccnenosanuii no npuMeHeHHIO (PUHrONIMMOAA Yy MALMEHTOB C CaXapHbIM JAHa0eTOM He
npoBoauiock. Heobxoaumo cobiroaaTe OCTOPOKHOCTH TMPH MPUMEHEHHHM TMpernapara y
JIAaHHOM KaTeropMH NMalMeHTOB M3-3a PUCKA Pa3BUTHS MAKYJISPHOrO OTEKa, A UCKIIOYEHHS
pa3BUTHs KOTOPOro TpedyeTcs peryasipHO NMPOBOAUTE 0 TanbMOIOrHUECKUH KOHTPOIIb.
Hapywenue ¢pynkyuu novex

Koppekuuu 103bl mpenapara y naMeHTOB ¢ HapylueHueM (QyHKUMM movek He Tpebyercs.

[Tauuentsr maaawe 18 ner DpdekTBHOCTL U Ge30MacHOCTh NpUMEHEHH (UHTOIMMOAA Y




JIeTel ¥ NOJAPOCTKOB B Bo3pacTe /10 18 et He yCTaHOBJIEHBI.

Ilpexpawenue nevenus npenapamom

[lpu npekpalleHUH JeuYeHHs TMpernapaToM HeoOXOJAMMO YUMTBIBaThb, UYTO HOpMalM3allus
Kosnn4yecTBa NTUMGOLIMTOB MPOMCXOAUT uepe3 1-2 Mecsaua nocie rMocjaeJHEro MpUMEHEHHS
¢unronumona. [lockoabky npu NMpUMEHEHHH UMMYHOJIETIPECCAHTOB B TeyeHHe |-2 mecsaues
nocje npekpaiieHus rnpueMa (GUHroJIMMOAa BO3MOXKHO JIOTMOJHHUTENBHOE YTHETAIOLLEE
BO3JICHCTBHE HA MMMYHHYIO CHCTeMY, HeoOXoauMo co00JaTh OCTOPOKHOCTh [PH
MPUMEHEHHH UMMYHO/IENIPECCAHTOB BCKOpE MOCIIE NPEKPALEeHHs JIeUEHHUs MpenapaToM.
IToGounoe aeiicTBHe

Huoke mnpuBeaeHbl HeXeNnaTelbHble SBICHUS, BBISIBICHHBIE B Pe3y/bTaTe TPEX KIMHHYECKHX
uccrnenoBanuit  y 2431 MalUMEHTOB C  PELMAMBUPYIOLIE-PEMUTTUPYIOLIMM  pacCesHHbIM
ckaepozom. [Ipu npumeHenunm ¢unronumona B Jjo3e 0,5 Mr oTMeyanuch CleAylOLIME
cepbe3Hble HexenarenbHble sBieHus (HA): undekumu, MakynspHbli OTEK M npexosiuas
aTPUOBEHTPUKYJIsipHas Osokaga B Havane nedenus. HaubGonee uvacto (yactora >10%) npu
npuMeHeHuH npemnapara B 1o3e 0.5 mr HaGmonanucky rosoBHas 6ok, Anapes, Kaleib, TPUII,
CUHYCHT, 00JIb B CMHHE, MOBBILIEHWE aKTUBHOCTH «I1€YEHOUHBIX» TpaHcaMuHa3. CaMoi yacToM
npuauHOi (4actorta 6onee 1%) npekpauenus Tepanuu npenapatom (B ao3e 0,5 mr) aBasnoce
MOBBIIIEHHWE aKTUBHOCTH anaHuHaMuHOTpaHcdepassl (AJIT) (3,8%).

Hwxke npencraBnensl HexenatenpHsle sBiaeHuss (HSA) B coorBercTtBMM ¢ yacTtoTOM
BO3HUKHOBEeHMs. [IJ1s OLEHKHM 4acTOThl MCMOJIB30BaHBI CIEAYIOIIHE KPUTEPUHU: OYEHb 4acTo
(>1/10); wacro (>1/100, <1/10); neuacro (>1/1,000, <1/100); peako (>1/10,000,

<1/1,000); ouens penko (<1/10,000), Bkitoyast oTAenabHbIe coobienus. B npeaenax xaxio#
rpynnbl yactotsl HA pacrionaratorcs B nopsizike yObIBaHUS CTENIEHH TAKECTH.

Hugpexyuu u uneasuu: O4€Hb YACTO — TPUINIM, CHHYCHUT; YacTO — OMOSACBHIBAIOLIMA JIMILAH,
oTpyOeBUIHBIH NHLLIal, OPOHXHUT; HEYACTO — MTHEBMOHHUSA™.

Hapywenus co cmoponvl Kposu u numgamuyeckou cucmemvl. YacTto - JIUMQPONEHHs,
JIEWKONEHU.

Hapywenus ncuxuxu: 4acTo — JETpeccHsi, HeYacTO-CHUKEHHE HaCTPOEHHS.

Hapywenus co cmopoHvl Hepenol cucmemvl: OYEHb 4YacTO - TOJOBHas Oo0ib; 4acto -
roJIOBOKPY)KEHHE, MUTPEHB; PEAKO — CHHAPOM 00paTuMoii 3a/iHei sHuedanonatun™.
Hapywenus co cmoponel opeana 3peHus: 4acTo - HEYETKOCTb 3peHusi, 00Jb B rj1a3ax; HeYacTo
- MaKyJISIpHBIH OTEK.

Hapywenus co cmopounvt cepoya: 4Yacto - Opaaukapaus, MOBBILIEHHE apTepHalbHOTO
JlaBJICHHsI, aTPUOBEHTPUKYIIsIpHAs OJ0Kazaa.

HapyzueHuﬂ CO CMOPOHbL cocydoe' [MOBBILICHUE apTEPHATIBHOI'O AaBJICHUS.
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Hapywenus co cmoponst 0bixamenbHou cucmemvl, 0peaHo8 2pyoHou K1emku U cpeooCmeH s
OY€Hb YACTO - KallleJIb, YacTO - O/IbILLIKA.

Hapywenus co cmoponbl sceny0ouHo-kumeyHo20 mpakma: O4eHb 4acTo — Juapes.
Hapywenus co cmoponel KoddCU U NOOKONMCHbIX MKAHel: YacTo - 3K3eMa, aloneuus, 3y.
Hapywenus co cmoponvl ckenemno-mbiuieyHou u coeOuHumenbHoOU mKanu: OYeHb 4acTo -
0onb B CIIMHE.

Hapywenus co cmoponbt umMmyHHOU cucmembl. 4aCTOTA HEU3BECTHA- TMIIEPYYBCTBHTEIBHOCTD,
ChIIb.

Obwue paccmpoiicmea u Hapywenus 6 mecme 66¢0€HUs. 4aCTO - ACTEHUSI.

Jlabopamopuvie u uncmpymenmanvhvie OanHvle: OYEHb YacTO - MOBBIIIEHWE AKTHBHOCTH
«neyeHouHbIX» pepmentoB (ACT, I'TT, ACT); yacto - noBbIlIEHHE TPUIIIMLEPHIOB KPOBH;
HEYacTo - HEUTPOTIEHHUS.

*H5, cBsA3b KOTOPBIX C MPUEMOM [pernapara pacLieHHBACTCs KaK «BEPOSATHAS».

Hugpexyuu

[Ipn npumeHeHUy npenapara B KJIMHUYECKUX MCCIIEIOBAaHUAX B peKOMeH1yeMoit no3e (0,5 mr
I pa3 B cytkmn) y naumentoB ¢ PPC obuas uacrora undexkumii (65,1%) Obina cxomHoi ¢
TakoBoW B rpynmne muauebo. OaHAKO y MNAUMEHTOB, MONy4YaBIIMX (UHTOJMMOJ, wYalle
OTMEYaauch OPOHXHUT, ONOACKHIBAIOLIMI THIIAN U MHeBMOHMSA. YacToTa cepbe3HbIX HHPEKLHi B
rpymnre nauueHToB, noayyaBwnx ¢uHroaumon B jpo3e 0.5 mr, Obina paBHa 1,6%, B rpymne
naauebo — 1,4%. Mmerores nanHble 0 KpaiiHe peJIKMX CMepTelbHBIX CllydasX, 00yCI0BIEHHbIX
uHpuumpopanrem BupycoMm Varicella Zoster, y mnauueHToB, OJHOBPEMEHHO TMOJyYaBIIMX
JUIMTENbHYIO TIOKOKOPTHKOCTEPOMIHYIO Tepanuio (Oojee MATH QHEH) C Leiblo JeYeHHIO
peueauo PPC, oaHako, MPUYMHHO-CIEACTBEHHON CBS3M MEX/Y JIEUEHHWEM M JIeTalbHbIM
MCXO/IOM HE YCTAHOBIEHO. B KIIMHMYECKUX HCClIeIOBaHUAX MPH NMPUMEHEHUH GUHroIMMO/a Y
nauueHToB ¢ PPC, nonyuyaBmmx KopoTkue Kypchl IIIIOKOKOPTHKOCTEPOM/IOB (B TEYEHHE MSATH
JIHEH ), HE OTMEUAJIOCh MOBBILIEHUS YaCTOThl HH(MEKLMI O CPaBHEHHUIO ¢ IPYNIoi mianedo.
Mmerores Takke JaHHBIE O JPYruX KpalHe peKHX CMEepTesbHBIX cilydyasiX, 00ycI0BIE€HHBIX
MHQUUMPOBAaHMEM BHPYCOM Trepreca, OJHAKO, MPHYHUHHO-CIEJACTBEHHONW CBS3H MEKIY
JeTabHBIMK UCXOJ1aMH MPUMEHEHHEM (UHTOIMMO/1a HE YCTAHOBJICHO.

Heeponozuueckue napyuenus

Mmerores coobuieHuss 0 pesikux ciyyasx MOpaKeHHsi HEPBHOM CHCTEMBI Y MALUEHTOB,
MoayyaroImMux (UHroaMMoA B BBICOKMX go3ax (ot 1,25 mr mo 5,0 Mr), ¢ pa3BuTHEM
MUIEMHYECKUX M TEeMOpparMyecKMx arak, a Takke CHHApoMa oOpaTumoit 3ajHeit
sHuedanonatun. Takke OTMeYalHMCh CllydaW pa3BUTHS aTHIMYHBIX HEBPOJIOTHYECKHX

nopaxenuii, Takue kak OJ[OM (ocTpeiit AMCCeMMHUPOBaHHbBIA 3HLE(ATOMUETHT)- MOA00HbIE
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COCTOSAHUSA.
Hapywenue co cmoponwi cocyooe

[Ipy Tepanuum nauuentoB ¢uHronumoaomM B jo3e 1,25 Mr ormMeyanuch OKKIKO3MH
nepudepuueckux aprepuii. HMmelorcs eauHuyHblie HaOMOAEHMS O pa3BUTHH CHHAPOMA
oOpatumoit 3aaHel sHUedanonaTiy, a TakkKe MIIEMHYECKOro U reMOpparuyeckoro HHCyJIbTa
npu npuMeHeHuu puHroaumona B nose 0,5 mr.

Maxynapuvii omex

[Ipu npumeHeHuu npenapara B peKOMEHIAYEMOH J103€ B KJIMHMUYECKHUX HMCCIIE/I0BaAHUAX Y
naumeHtoB ¢ PPC wactora oreka makynel coctaBisiia 0,54%. B GosbluMHCTBE ciyvaeB
pa3sBUTHE MAKyJSPHOro 0TeKa HaOoaoch B TeueHue 3-4 MecsleB nocjie Hayana jgedenus. B
paae ciyyaeB Habmoaancs OTeK Makylasl 0e3 KIMHMYECKHX MpOsBIEHHi (BBISABICHHbIH TPH
PYTHHHOM O0(TaabMOJIOrH4ecKoM 00CIeJOBaHNH), Y HEKOTOPBIX MALMEHTOB MAKYJIspHBIH OTEK
COTPOBOXK/1aJICS HEYETKOCTBIO 3PEHHS MJIM CHHXKEHHMEM OCTpOThl 3peHus. [Ipu npekpaineHuun
JIeYeHMs npenapaTomMm B OOJIBIIMHCTBE C/Iy4aeB MPOUCXOAMIIO CHHKEHUEM BBIPAXKEHHOCTH WIIH
CIIOHTAHHOE pa3pelIeHHe 0TeKa Makyibl. YacToTa pa3BUTHS MaKyJIsipHOrO OTEeKa MOBBILLIAIACh
NpH HAJIMYUKU B AaHAMHE3€ YBEMTA.

Bpaouapummus

B KJIMHMYECKMX HCCNIEIOBAaHMSX B Hayale JIeYEHHsl MpenapaTtoM B PEKOMEH/yeMoil J03e
0TMEYajoCh TPAH3MTOPHOE CHHXKEHHME uucna cepiaedHbix cokpauenunit (UCC) u 3amennenue
aTPUOBEHTPUKYJIIpHOH  npoBoaumocTH. [Ipu  s1omM  makcumanbHoe cHwkenune YCC
Habmo1a10Cch B TeYeHHe nepBbiX 4-5 4. mociie npuema rnpenapara (cpejHee CHUKeHHE Ha 8
yaAapoB B MUHYTY), U 70% oTpuaTeIbHOrO XpOHOTpONHOTro 3ddeKra AocTUraeTcs B NepBblii
neHb npumenenus. [locne Broporo npuema npenapara B g03e 0,5 Mr BO3MOXKHO JajibHeiiiuee
nHedonbmoe cHmwkenne YCC. Cumkenne YCC nwke 40 yaapoB B MUHYTY OTMEYAIoCh B
peakux cinyqasx. [Ipu nponomkennu neyenus YCC Bo3Bpalanock K HCXOJHOMY 3HA4YEHHIO B
TeyeHue 1 mecaua. Y OGONBIIMHCTBA MAaLMEHTOB OpajuMKapaus nporekaeT GeccHMITOMHO,
OJIHaKO, B psAae ciyyaes y OOJbHBIX HaOMIOJANUCh KIMHHYECKHE TMPOSIBIICHUS JIETKOHW H
YMEPEHHOH CTEINEHH, BK/KOYas TrOJOBOKPYKEHHE, YCTaJOCThb M OLLylleHHe cepaueOHeHus,
KOTOpbI€ KyHPOBaIHCh O€3 MEIMLIMHCKOrO BMELLIATE IbCTBA B TeYeHHe 24 4acoB Mnoclie Hayala
TEparuy.

B navane npumeHenus npenapara Takoke  HabMIOAANOCh  MMOBBILIEHHWE  YaCTOTHI
NpeXAeBPEMEHHBIX COKpPALLEHUIA Mpeacepani, oAHaKo 4Yactora (GUOPUIIALMK/ TpeneTaHus
MpeACePAHH, JKEIyJ0YKOBBIX APUTMHMH MM OSKTOMMYECKOTO JKEeNyJOYKOBOrO pHTMa He
Bo3pacraja. MUHrolMMO1 He OKa3blBal BIHSHUS Ha Cep/edHbli BbHIOPOC, H3MEHEHHE

aBTOHOMHBIX (pyHKUMI cepaua, Bkaoyas cyrtounbie kosebanus YCC, orBeT Ha (U3MYECKYIO
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HarpysKy.
B KJIMHHYECKHMX MCClIeI0BaHUsAX B Havase Tepanuu puHroaumoaoM B 1o3e 0,5 Mr y naumeHToB
¢ PPC arpuoBenTpukynspHas 6n1okana (AB Onokaza) | crenenn (yanuHeHue BpeMeHH
NpOBEACHHUs MMITyJIbCa MpH deKkTporpaduyeckom mccnenosanuu, IKI) nadbmonanace B 4,7%
(1,6% B rpynne nnaue6o). AB Onokana Il crenenn Obuia BeisiBieHa y menee yem 0,2%
Go/IbHBIX, MOJyYaBUIMX (HUHIOJIMMOJ B pEKOMEHAyeMOi a03e. HapyuieHus npoBOAMMOCTH,
KaK MpaBuiio, OBIIM TPaH3UTOPHBIMH W OECCHMMITOMHBIMHM, He TpeOOBalM Tepanuu, H
NpPOXOAMIM B TEYEHHE MNepBbIX 24 4 Mocje Hayajla JIeYEHHA; Y HEKOTOPBIX MalHEHTOB
OTMEYAJIUCh TAaKUE CHUMITOMbI, KaK CHW)XKEHHME apTepHalIbHOTO JaBJICHHS, FOJIOBOKPYKEHHE,
YCTAaNOCTh /MM OLLYIIEHHE cep/LeOueHns, KOTOpble TAKXKe CaMOCTOATENILHO pa3pelaiuch B
TeyeHnue 24 yaco. Ha mocTMapkeTMHroBOM 3Tamne ornucaHbl OTAENbHBIE Cly4au MoJHOH AB-
610Kazbl Mocie npueMa nepBoi 103bl GUHrOINMO/1a, KOTOPbIE HOCHIIM MPEXOAALINi XapaKTep
M CMIOHTAHHO pa3pelannch. XoTsa B OONBLIMHCTBE CilyyaeB Ui KynupoBaHusi AaHHeix HS ne
TpebOBanOCh MEJAUIMHCKOrO BMEIIATENLCTBA, B OJJHOM Cllyyae B KJIMHMYECKOM MCCIIEI0BaAHUH
y TMalMeHTa, MojydyaBliero (UHroJuMMoA B peKkoMeHayemoit nose, OeccumntomHas AB
6nokana Il crenenn Tuna MoGutu Il Obina KynupoBaHa ¢ TMOMOLUBIO HM30MpEHAMHA.
OTmeyeHbl cyyau acHCTOJIMM M HEOOBACHMMOW BHE3aMHOW CMEPTH MO0C/e MEepPBOro npuema
npenapara, OJHAKO CBSI3b MEXAYy MpHEMOM (HUHroJMMoJa M JAaHHBIMM COOBITHAMH He
JI0Ka3aHa.

Jvixamenvnasn cucmema

B kauHMuYecKOM Mccel0BaHUM T0Clie TIEPBOro Mecsila npuMeHeHus npenapara B gose 0,5 mr
OTMEYAJIOCh ~ HE3HAYMTEJIbHOE  [0303aBHCMMOE  CHWKEHHE  Mokasarejeir  oObema
dopcuposanHoro Beioxa 3a l-yio cekynay (O®B1) u auddy3uoHHON CIOCOGHOCTH JIErKHX
no yriaepojaa monookcuay (DLCO), B nanbHeleM: JOCTUIHYThIE 3HAYEHHUs JAHHBIX
napameTpoB He MeHsIMCh. OTMeHa Tepanuu CONMpoBOXKAadach HOpMalU3alMel nokasaresei.
Chwxenne DLCO k 24 mecsauy npumenenust Gpunronumona B gose 0,5 mr cocraBuio 3,3% B
cpaBHeHHUH ¢ 2,7% B rpynrne niauebo.

Iosviuenue apmepuansvriozo 0asnieHus

B KIMHMYECKMX HCCIIEIOBaHMAX NMpUMeHeHue npenapara B go3e 0,5 mr y nauuenros ¢ PPC
0TMeYaoch HeGOJbIOE NOBBILICHHE apTepuaibHoro aasieHus (AJl) B cpeaHeM Ha 1 Mm.pr.
cT., [ToBenuenne AJl Habmonanock npuOAM3UTEILHO Yepe3 2 Mecsla 1ocjie Havaja JeyeHus 1
COXPaHAJIOCh NMpH NpoAo/KeHUW Tepanuu. [ToBeiienne AJl otmeudanocs y 6,5% naumeHTos,
nojiy4aBuMX GUHroaMMOn B pekoMeHayemoi ao3e (3,3% B rpynne niaue6o).

Hapywenue ¢pynkyuu nevenu

B kiauMHuyeckux HCCJICJOBAHUAX Yy TMAUMEHTOB, I10JIy4YaBIIUX JICYCHHUE (bHHI'OJ'lHMOIIOM,
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OTMEYaJIOCh TOBBILUEHHE AKTUBHOCTH «IEYEHOYHbIX» TpaHCaMHHa3 (MPEUMYLIECTBEHHO,
AJIT). Ilpu pekomenayemoir npoze 0,5 mr, B 8,0% ciayuyaeB oTMeyanoch OECCHMIMTOMHOE
nopbimeHue aktuBHocTH AJIT B >3 pasa Beie BepxHeit rpanuusl Hopmbl (BI'H) u B 1,8%
cayudaeB - B >5 BI'H, no cpaBHenuio ¢ rpynnoii ruauebo, rjae JaHHbIE MOKa3aTeau COCTaBUIN
1,9% un 0,9%, coorBercTBeHHO. B OonbiimHcTBE cilyyaeB moBbilieHne akTuBHocTH AJIT
Habso1aeTcs B TeueHHe nepBbIX 6-9 MecsueB Tepanvu. Y HEKOTOPBIX MAallMEHTOB MOBTOPHOE
nosbitieHHe akTuBHocTH AJIT oTmeuanoce nocie BO300HOBIEHHS Teparnun (GUHrOIMMOAOM.
Hopmanuzaums akrusnoctu AJIT B nuazme KpoBH npoucxoauna npuOJIM3MTENbHO yYepe3 2
Mecsla rocje MpeKpalleH|s npuema mnpenapara. Y HeGONbIIOro KOJMYECTBA MALMEHTOB C
nopeilieHHOW aktuBHocThio  AJIT >5 BI'H, npopomkaBmmux Jsiedenue mnpenaparom,
Hopmann3auus aktuBHoctH AJIT npousomna npubin3uTebHO Yepes 5 MecseB TepanuH.
JTumgpomur

[lo n1aHHBIM KJIMHUYECKHUX M NMOCTMAPKETHHIOBBIX UCCIIEOBAHUH, Y MALMEHTOB, MOJY4YaBIINX
GuHronMMo, oTMeyanoch pa3Butue nuMdom kak B-kieTounsix, Tak U T-KJI€TOYHBIX.

Yacrora numdpom coctapnser 3 ciaydas Ha 10000 yenoseko-net (npotus 1,9 ciyyaes Ha 10000
4eJI0BEKO-JIeT B O0LLEH momynsiun).

I'emoghazoyumapnwiii cunopom

B nocTperucTpalMOHHOM mnepHoie Yy MaLMEHTOB, MOJYYaBLIMX JieueHHe (GUHIOJIMMOIOM,
OTMEYEHbl OYEHBb PEJKME Cllyyau pa3BUTHS TreMo(paroUUMTapHOTrO CHUHApPOMA C JIETaJbHBIM
MCXOJIOM, CBsi3aHHblE C MH(EKUMOHHbIM 3aboneBanneM. ['emodarouurapHeiii CHHIPOM —
COCTOSIHHE, ACCOLMHUPOBAHHOE € MH(MEKLUMOHHBIMU 3a00JIeBaHUAMHM, MMMYHOCYNpecCHen U
pSiIOM ayTOMMMYHHBIX 3a00JIeBaHMiA.

Ilepeno3nposka

Jlanneix o nepeno3upoBke mnpenapatoM y OonabHbiXx ¢ PPC Her. 3a0poBbie 100pOBOJIBLI
YJOBJIETBOPHUTE/IBHO NEPEHOCHIIM OJJHOKPATHBIN npueM npenapara B 103e 40 mr (103a B 80 pa3
MPEBBILAIONIAs CYTOYHYID PEKOMEHIYEMYI0), NpU 5ToM Yy 5 u3 6 10o0poBosblieB Oblia
BbIIBJIEHA  HE3HAYWTENbHas OOCTPYKLHMS  JbIXaTeNbHBIX MyTeH, COMPOBOXKAAIOLIAsCS
OLLYIIIEHHEM JIEFTKOrO CTECHEHHS B IPYJHOM KJIETKE MJIM YyBCTBOM JAHCKOMdopTa.
DUHrOJIMMO/1 HE yAaNSeTCs U3 OpraH|3Ma Mocpe/ICTBOM JiMain3a H rasMadepesa.
B3zanmojeiicTrBue ¢ ApyruMH JIeKapCTBEHHBIMH CPEJCTBAMH

Dapmakoounamuyeckoe 63aumooeticmaue

YyuThIBass BO3MOXKHOCTb JOMOJIHUTEIBHOIO YIHETAIOIIEro BIMSHUS HA UMMYHHYIO CHCTEMY,
cieayer  cobmoaath  OCTOPOKHOCTb — MPH  NMPUMEHEHHWH  (UHrOAMMOJA BMeCTE ¢
MPOTHBOOINYXO0JIEBBIMH Cpe/CTBaMH, MMMYHO/IENpeccaHTaMu (B T.4.

rIFOKOKOPTHKOCTEPOUAAMH) MIIK UMMYHOMOAYJISITOPAMM.

14




Hocxoany INTIOKOKOPTHKOCTEPOHU IbI obnanator UMMYHOCNPECCHBHBIM JIEUCTBUEM,

MPOJO/UKUTENILHOCTD JIEYEHUSI U MX /103y MPH OJAHOBPEMEHHOM NMPHUMEHEHUH € (PUHIOTMMOIOM
CllelyeT KOPpPEKTHUpOBaTb, OCHOBBLIBAsCb HAa KJIWMHMYECKHMX JaHHbIX. B KiMHHYeCKMX
MCCIIeIOBaHUAX MPHU MPUMEHEHUHU (punronmmona y naunenros ¢ PPC, nonyyasmmx Koporkue
KYPCBI INIIOKOKOPTHKOCTEPOUAOB (JUIMTEJILHOCTBIO JI0 MATH JHEH), HE OTMEYAIOCh MOBBIIIEHUS
4acTOThl MHMEKLHMH.

Heobx0auM0 ¢ 0CTOPOKHOCTBIO MPUMEHATH (PUHTOJMMO/L Y NMALMEHTOB, M0Jy4aBLIMX paHee B
Te4YeHWe JUIMTEIBHOrO BPEMEHHM TaKMUe Mpenapartbl, Kak HaTaauzymad, TepudayHOMHUA HIM
MHMTOKCAHTPOH.

OrpaHuyeH OMBIT MPUMEHEHHS (PUHTOIMMOJA y MALMEHTOB, MOJYYAIOLUIUX COMYTCTBYIOLLYIO
Tepanuio Oera-aapeHobnokaTopaMu, Os0oKaTropaMH «MENJNEHHBIX» KaJlbLMEBBIX KaHaJOB,
CHW)KAIOIMMH YacTOTY CEPAEYHBIX COKpalleHWH (TaKMMH KaK Bepanamuil, JWITHa3eM), WM
JpYrMMHM Mpenapatamd, KOTOpPbIE MOrYT CHH)KAaTh YacTOTy CEp/AEYHBIX COKpalleHWH
(Hanpumep, UBaOpaJIMHOM WM AUTOKCHHOM). [IpMeHeHHe 3THX npenapaToB B KOMOMHALIMK C
npenapatom JIuMoaa MOXKET COMPOBOXKJAATHCS PAa3BUTHEM BBIPAKEHHON Opaaukapavu M
Onokanel cepaua. [lpu npueme duuronumona B komOuHaumu ¢ ateHosnonom YCC
JIOMOJIHUTENIBHO CHWKaeTcss Ha 15% (npu npueme ¢ auaTuasemoMm Takoro s¢pdekra He
Habmonaercs). Beuay momuoro couderannoro BiausHua Ha UYCC, npenapat Jlumoaa He
PEKOMEH/YETCSI TMPHUMEHATH y TMAllMEHTOB, B HACTOSIUIEE BPEMs MOJYYalOUMX 3TH
neKapcTBeHHBIE cpeAcTBa. Ecnu npeanonaraercs nevyenue npenapatom Jlnmona, neobxoanuma
KOHCYJIbTallMsA KapJHO0JIora OTHOCUTEIbHO BO3MOKHOCTH MEpPEX0/1a Ha Teparuio rnpenaparamu,
He cHwkaromumu YCC, waum npoBeneHHe COOTBETCTBYIOIIETO MOHMTOpPHWHra (MpoajieHHoe
HaOoIeHUe B YCJIOBHSIX CTAallMOHapa Mo MeHbIIEeH Mepe 10 yTpa CIEyIOLIero AHs rocie
npueMa nepBoii 103bl Mpenapara).

[Ipumenenune npenapata Jiumoaa y nauveHToB, Nojay4yarommuX aHTHAPUTMHUYECKHE Npernaparsl
IA knacca (Hanpumep, XMHMAMH, npokauHamuza) uau Il knacca (Hampumep, amMHOJapoH,
coTanon), He usyyanock. [Ipu npumenennn antnapurmuueckux npenapatop [A wu Il kiaccos
y MalMeHTOB ¢ OpaauKapavel OTMEYaluCh Cllyyan pa3BUTHs MHUPYITHOM Taxukapauu (torsade
des pointes). B cBsizu ¢ pazBurHeM OpajauMkapauu B Hayaje jiedeHus npenaparom Jlumosa, ero
HE CJIe/lyeT NPUMEHATh OJJHOBPEMEHHO C JJaHHBIMH MPOTHBOAPUTMUYECKMMH TpenapaTamMu.
Dapmaxoxkunemuyeckoe 83aumooericmaue

@uHronMMoa nepBu4HO Metabonusupyercs ¢ yyactuem uuroxpoma P450 4F2 u, Bo3MoxkHO,
apyrux uszopepmentoB CYP4F. In vitro B remarouMrax B cllydyae 3HA4YMTEIBbHOTO
uHayuupoBanus uzopepment CYP3A4 Takke MOXKET ydvacTBOBaTh B MeTabolnM3Me

¢uHronmmona. B cBa3M ¢ BellecKa3aHHbIM, BiMsHUE GuHronuMona u ¢puHroaumoadocdara
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Ha KJIMPEHC MpenaparoB, MeTabOJIM3UPYIOILMXCS ¢ MOMOLIbLIO OCHOBHBIX M30phepmenToB CYP,
masnoBeposTHO. He oxkuaaercss BIMAHWUS MOLIHBLIX MHIMOMTOPOB O€JIKOB—TEPEHOCYMKOB Ha
pacnpejaeneHue GUHroIMMOoa MPU UX OJHOBPEMEHHOM NMPHUMEHEHHH.

Cnocobnocms  puneonumooa u  unzorumoogpochama  uneubuposams  memabonusm
00HOBPEMEHHO NPUMEHAEMbIX NPENnapamos

UccnenoBanus in vitro nokasanu, 4to ¢puHronumoa U ¢punronumoadocdar noytu uim BoBce
He cnocoOHbl MOAABIATE aKTHBHOCTh M30(epmeHTOB uMToXpoMa P450 yenoseka (1A2, 2A6,
2B6, 2C8, 2C9, 2C19, 206, 2E1, 3A4/5 unu 4A9/11). Takum oOpa3oM, CHHKEHHE KIHpEHCa
npenapaToB, MeTa0OIM3MPYIOLIMXCS TJaBHbIM  00pa3oM OCHOBHBIMH  M30(epMeHTaMK
uutoxpoma P450, B npucyrcTBumn ¢puHronumosa u ¢punronnmoadocdara manroBeposTHO.
Cnocobrnocms  punzonumooa u guneconumoogochama unoyyuposame c6ou cobCmeeHHbIU
memabonusm w/unu memabonrusm 00HOEPEeMEHHO NPUMEHAEMbIX NPEeNapamos

B uccnenoBanusx in vitro ¢punronumon He unayuuposan MPHK usodpepmenToB muroxpoma
3A4, 1A2, 4P2 u ABCBI (P-raukonpoTenH), a Takyke akTUBHOCTb M30()€PMEHTOB LIMTOXPOMA
3A, 1A2, 2B6, 2C8, 2C9, 2C19, 4P2; ¢unronumondochar He obnazan WHIYUUPYIOLHUM
JCHCTBMEM B OTHOLIEHHMH M30(EPMEHTOB LMTOXpoma. Takum 0Opa3oMm, MOBBILIEHHE
aKTUBHOCTH pa3iMyHbIX Hn3odepmentoB wuutoxpoma P450 u ABCBI B mnpucyTcTBUM
(GUHroIMMOo/1a B TEPANeBTHYECKUX KOHLIEHTPALIUSAX MaJIOBEPOATHO.

Tpancnopmuvie Genku

[Ipenapar, BepoATHO, HE HapyllaeT BcachbiBAaHME M BbIBEJCHHE M3 KJICTKM JIEKApCTBEHHBIX
CPEJICTB M JIPYIMX BELIECTB, ABJSIOIIMUXCS cyOCTpaTaMu OCHOBHBIX TPAHCTIOPTHBIX OEKOB.
Luxnocnopun

@®apMaKOKMHETHKAa (UHrOIMMOJAa M  LMKIOCNIOpMHA B  Cjlyyae OJHOKPAaTHOrO  WJIM
MHOIOKPaTHOrO TMNPUMEHEHHs He MeHsnach. Takum o0Opa3oM, He OXKHIAeTcs H3MEHEHMs
(bapMaKOKMHETHKH TpenaparoB, siasiommxcs cybcrpatamu usopepmenra CYP3A4, nox
BIMsIHUEM (PUHTOJIMMOJA.

Ilepopanvuvie konmpayenmugwl

OnnoBpemenHoe mnpuMeHeHue ¢(uuronumona B jgo3e 0,5 Mr B CyTKM M NepopalbHBIX
KOHTPALENTUBOB (3THHUIACTPAAHoOia W JIEBOHOprecTpesia) He MNPUBOAUT K H3MEHEHHIO
9KCIIO3MIMH  TEepOpasbHBIX KOHTpauenTuBoB. HecMOTpss Ha OTCYTCTBHE HCCIIE0BaHUA,
BO3/IEHCTBUS C MEPOPaJbHBIMH KOHTPALIENITUBAMH, COJIEP)KALIIMMHU JIpYrHe MpOrecTareHsl, He
O)KMJAeTCs BIMSHUS GUHTOIMMO/Ia HAa UX SKCTO3ULIMIO.

Kemoxkonason

B cnyyae o1HOBpeMEHHOro nmpuUMeHeHUst KeTokoHasosa (B go3e 200 Mr 2 pasza B CYTKH /10

JIOCTHIKEHUsl PAaBHOBECHOIO COCTOSIHMA) M (GuHronumona (B 03¢ S5 Mr OJHOKPATHO)
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oTtMeyanoch ymepeHHoe ypeauuenne AUC ¢unronumona u punronumondocdara (8 1,7 pasza)
B CBA3M ¢ uHruOupoBanuem uzodpepmenra CYP4F2.

H3zonpenanun, amponun, amenonon u durmuasem

OaHoBpeMeHHOE NpPUMEHEHWE OJHOKPAaTHOW 103kl (PMHrOAMMOJa C M3OMPEHATUHOM HIIH
apTONMWHOM HE OKa3bIBAJIO BJIMSAHMS Ha SKCMO3ULMIO puHroaumoaa u punronumondocdara.
He u3mensanace apMakOKMHETHKA aTEHONONAa M JMJITHAa3eMa B PaBHOBECHOM COCTOSIHUM H
(dapMakOKMHETHKA OJHOKpaTHOW 1036l ¢uHronumona u  ¢dunronumondocdara mnpu
O/IHOBPEMEHHOM MPHEME C YKa3aHHBIMH TpernapaTamMmi.

Kapbamazenun

OnHoBpemeHHOe npuMeHeHue kapOamaszenuHa B go3e 600 mMr 2 pasa B Cyrku M 2 Mmr
buHronMmMona OJHOKpaTHO okaspiBano cnaboe Bausuue Ha AUC  ¢duHroaumona u
¢bunronumondocdara, ¢ ymeHblleHHEM JaHHOrO rMokaszarens npubansurensHo Ha 40%.
OnHoBpemMeHHOE mNpUMeHeHHe KapOamasenuHa C  (HHIOJIMMOAOM  MOXET  CHMXKATh
9} HEeKTUBHOCTD MOCIEAHETO.

Ilomenyuanvnvie nexapcmeennvie 83auM00enUcmeus

B knunnyeckux uccnenopanusx y nauueHtoB ¢ PPC He 0TMeuanock 3HaUMTENILHOTO BIIMSHMS
bnyokcernHa M mapokceTuHa (MowiHble MHrHOWTOpHl  M30depmenta CYP2D6) Ha
KOHUEHTpauuio  GuHronumona uau  ¢unronumoadocdara. baknodpen, rabaneHTHH,
OKCHUOYTHHMH, aMaHTa/IuH, MoaaduHm, AMUTPHUNTHIINH, nperabanuH,
[IIOKOKOPTHKOCTEPOU/IBI M MepopasibHble KOHTPALENTHBBI HE OKa3blBaJM  KJIMHUYECKH
3HAYUMOTrO BJIMAHUA Ha KoHUeHTpauuio (<20%) d¢unronumona u duuronmumondocdara.
Baxyunayus

[Tocko/IbKy NpUMEHEHHE KMBBIX ATTEHYHPOBAHHBIX BAKIIMH MOXET MOBBIIATH PUCK Pa3BUTHSA
MHODEKLIMI, NPU NPUMEHEHHM Mpernapara He ClelyeT MPOBOAMTbH MMMYHHM3ALMIO KHBBHIMH
aTTEHYMPOBAaHHBIMHU BaKUMHamMu. Bo BpeMs Tepanuu mnpenapaToMm, a TakKe B TeueHHE 2-X
MECALIEB T0CJE MPEKpAIEHHUs JieueHust (QUHTOJIMMOIOM BaKLMHALMA MOXKET OBITh MeHee
3¢ HeKTHBHOM.

Ocobbie ykazanus

KmouebiM  papmakoauHamuueckum  3ddektom mnpenapara sBiseTCs  10303aBHCHMOE
CHH)KEHHE KosindecTBa JuMpounToB B nepudepuyeckoit kpoBu 10 20-30% OT UX HCXOAHOTO
KOJInuecTBa, 00ycnoBIeHHOEe 0OpaTHMBIM nepepacrpe/iesieHueM TUMGOLHUTOB B TMMPOUIHBIX
TKaHAX. [lockosbKy (HHIOIMMOJ CHMXKAET KOJIMYECTBO JIMM(OLMTOB B KPOBM, KOJIMYECTBO
AMMPOUMTOB B nepHpepHYecKoid KpOBH HE MOXKeT OBITh HMCHOJB30BAHO JUIs OLEHKH
Pa3iMYHBIX NOMYIAUMHA TUMQOLMTOB Y MAaLlMEHTOB, MOJYYAIOUIMX JIeYeHHE fpernaparoM. Y

MaluueHTOB, MOJIy4yarouiux (bHHI"OﬂHMOﬂ, AJIA ONpEeAC/ICHHUs KOJIMYECTBA MOHOHYKJI€ApOB
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Tpebyercs 3a0op OGonpmiMx 00BEMOB KPOBM  (BCJIEACTBHE CHMXKEHHMS  KOJIMYeCTBa
uMpKyaupytromux auMpouutos). [lepea Havanom tepanuu npenapatoM CleayeT MOTYYHMTh
pe3ynbTarT OOIIEKIMHUYECKOro aHaau3a KpOBH C JeHKouMTapHOi (HOpPMYJIOH, BBIIOJHEHHOTO
Ha NPOTSIKEHUHU TMOCIEAHUX 6 MecsleB, NMPEAIIECTBYIOIIMX Hayaly Teparnud, WM rocie
OTMEHBI MPEJILIECTBYIOLIEH Tepanuu.

Hugpexyuu

HeoOxoaMMO OTIOXMTB Hayano Jie4yeHWs MpenapatoM Yy MNalUUeHTOB C  TSOKENbIM
MH(EKUMOHHBIM 3a00NeBaHHEM B aKTMBHOM (a3ze [0 paspelieHHss JaHHOTO COCTOSIHMS.
[TockonpKy npH NpUMEHEHMH Mpenapara BO3MOXKHO MOBbILICHHE PUCKA pa3BUTHs HHEKLUH, B
T.4. ONMOPTYHUCTHYECKUX MH(PEKLIMH, BO BpeMs JieueHus npenaparom JIuMoia y nmauueHToB ¢
CUMNTOMaMH  MHQEKUMOHHOro  mpolecca  HeobXoaumo  npoBoAWTbh 3 deKTHBHbIE
JAMArHOCTHYECKHE U TEpParneBTHYECKHE MEPOTIPUATHS.

BriBenenue ¢puHroaumoaa nocsie npekpalieHus JIeUeH!s: MOKET MPOUCXOAUTh B TeyeHue 2-X
MECSLIEB, MOTOMY B 3TOT MNEPHUOJ HEOOXOAUMO COXPAHATh HACTOPOKEHHOCTh B OTHOLIEHUH
pa3Butus  uMHekuui. [lanuenToB, monyyaloUMX — TEpanuio  MpernaparoM,  CleayeT
MPOMHCTPYKTHPOBATh O HEOOXOJAMMOCTH He3aMeUIMTeNIbHO coobuare Bpadyy 000 Bcex
CUMMTOMAX MH(EKLIMHU.

[Ipu passutum TKenbix uHpekuuii Ha ¢GoHe Tepanuu, JedeHue mnpenaparoMm Jlumoja
HeoOX0AMMO npekpaTuTh. Bo3oOHOBIATE NeueHue npenapatom JIMMoaa cieayer, TONbKO eciiu
M0J1b3a OT TEPAIMK MPEBILIACT BO3MOKHbBIH PUCK.

B noctperucTpallMOHHOM nepHOJe OTMEYEHBI Cllydan pa3BUTHS  [POrPEeCCUPYIOLEH
mynbTHHOKaNBHOI nelikosnuedanonatu (ITMJT). IIMJI- onnopryHucTHyeckoe HHGEKUHMOHHOE
3aboneBaHue, BbI3BaHHOE JC-BUPYCOM, C BO3MOXHBIM JIETAJIbHBIM HCXOJOM MJH Pa3BUTHEM
TsOKeNoN uHBanuau3auuu. CoCTOsSiHME pa3BUBAlIOCHh Mocie 2-3 JeT JIeYeHHUsl MpenapaTrom,
TOYHas CBA3b C JUIMTEJBLHOCTBIO TEPANUK He ycTaHOoBJIeHA. [lonydeHbl TakKe A0MOJIHUTENbHbIE
coobuenns o pasputuu [IMJI y nauueHTOB, paHee MojiydyaBlIMX TEpanuio HaTaaiuzymabom,
JUls KOTOpOro u3BecTHa accouuauus ¢ [IMIJIL.

Passutne TIMJI Bo3moxkHO Tonbko mpu uHbuuMpoBanuu JC-Bupycom. [lpu npoeeaeHuu
aHanu3a Ha Hanuuume JC-Bupyca HEOOXOJMMO TMpPHHATH BO BHMMaHHWE, 4YTO BIMSHHE
AMM(ONEHNUH HA TOYHOCTh Pe3yJbTaTOB TECTHPOBAHMS HAa Hanuuyue aHTuTen K JC-BHpyCy y
MalMEHTOB, IMOJIyYaBIIMX Tepanuio (GUHroIuMo0M, He u3ydanoch. CTOMT OTMETHTH TaKXKe,
4YTO OTPHULIATEIbHBIN pe3ysIbTaT aHaau3a Ha Hanuuue JC-BUpyca He UCKIIIOYaeT BO3MOXKHOCTH
pazeutusa JC-undexkuun B nocnenyromeM. [lepen npumeHenneM ¢puHroaumMoaa Heo6X0UMO
nosiyuuth pesynbratel MPT 3a npeamectByiomme nepBoMy NpUMEHEHHMIO Mpemapara 3

mecsua. [Ipu nposenennn naanoseix MPT-uccnenoBanuii, yactora KOTOpPBIX OMpeaessieTcs
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CTaH/apTaMH JIMAarHOCTHKM M KOHTPOJISi TEYEHMs PACCESIHHOTrO CKJIEpo3a, Cle/lyeT COXPaHsTh
HACTOPOKEHHOCTb B OTHOLLEHWHM JAHHBIX, KOTOpble MO3BONAOT 3anoao3puth [IMJI. Takum
obpa3zom, nposeaenre MPT cunTaercs mpUHOPUTETHBIM METOOM AMATHOCTHKH Y MALMEHTOB C
BbICOKMM puckoMm pazeuTusa [IMJL. Ilpu noposzpenun na [IMJ1 caenyer HemeaieHHO NMPoOBECTH
auarvoctuyeckyto MPT u npuoctaHoBuTh NedyeHue npenaparom JIMMoaa 10 MCKIOYEHMS
auartosa [IMJL.

B noctperucrpaliMoHHOM nepuoie OTMEYEHBI CIIy4an pa3BUTHS KPUIITOKOKKOBOIO MEHHHIUTA
nociae 2-3 €T JIeYEHHs NpernapaTtoM, TOYHAs CBA3b C JUIMTEJIBHOCTBIO TEparuu He
ycraHossieHa. [Ipy pa3sBUTMM CHMMINTOMOB, MO3BOJAIOUWIMX 3aMOA03pUTh Pa3BUTHE JAHHOTIO
COCTOSIHUS, CJICYET HE3aMEJIMTEIbHO TPOBECTH COOTBETCTBYIOLIME JIHAarHOCTHYECKHE
meponpuaTus. [lpy noaTBepKA€HUM 1MarHo3a ciaeayeT HayaTh COOTBETCTBYIOLIEE JICUEHHE.
[TauneHToB, He MMEIOLWMX B aHaMHe3e JOKYMEHTAJIbHO TMOATBEPXK/IEHHBIX JaHHBIX O
MEepPEHECEHHON BETPAHOH OCre WJIM MOJHOro Kypca BaKLUMHAaLUMW NpoTHB BUpyca Varicella
zoster (VZV), no Hauyana tepanuu cieayet obcnenosaTh /Uis BbisiBIeHUS aHTHTen K VZV. B
cllyyae OTCYTCTBHSI aHTUTEN K BUpycy VZV cieiyer npoBecTH MOJHBIA Kype BaKLMHALMH 0
Hayasa Tepanuu npenapartom. [lpu 5ToM Hauano nedyeHUs npenapaTtoM clieyeT OTI0KUTh Ha
1 Mecsi s pa3BUTHSA MOJHONO HMMYHHOTO OTBETA HA BAKLIMHALIMIO.

Maxkynapuwiit omex

[Tockoneky Ha ¢oHe Tepanuu mnpenapatom Jlumona B pekomenaoBaHHOW po3e y 0,5%
MalMEHTOB OTMEYaaoCh pa3BUTHE OTeKa Makyibl c¢/0e3 KIMHUYECKHX CHUMMTOMOB
NPEUMYIIECTBEHHO B repBble  3-4  Mecsua JIeYEHHUs, PEKOMEH/IyeTcsi  MPOBOJAUTD
oranemonornueckoe obcneioBaHue yepes 3-4 Mecsla nocjie Havyana Tepanuu. Y MnaiMeHToB
C YBEMTOM B aHaMHe3e, a TaKkKe y MNalMEeHTOB C COMYTCTBYKOIIMM caxapHbiM auHabeTom
OTMEYAETCs TMOBBIIIEHHBIH PUCK pa3BUTHA MakyaspHoro orteka. [lockosibky mnpuMeHeHHe
npenapara y nauueHtos ¢ PPC u comyrcTBylommm caxapHeiM auabeToM He M3y4anoch, Y
NalMEHTOB C CaxapHbIM AMa0ETOM MM YBEMTOM B aHaMHe3e PEKOMEH[YeTCs TMPOBOAUTH
oranemoiornueckoe oociel0BaHKe 10 Hayana v BO BpeMsi Tepanuu rnpenaparom Jlnmozaa.
Ilpn BRIABNEHMM HapylIEHHI 3peHUs Ha (GoHe Tepanuu npenapaTtom, HeOOXOAMMO MPOBECTH
OCMOTP TJ1a3HOTO J1Ha, 0OCOOEHHO MaKyaspHOW obnactv. B ciayuae pa3BuTHs OTeka MaKyJibl
JIeYEHHWE TMpernapaToM cjeayeT NpekpatuTb. Bo300HOBIEHHE Tepanuu npenapaTtoMm mnocie
pPa3sBUTHs OTE€Ka MaKylbl He H3y4yeHO. PHCK pa3BUTHS NOBTOPHOrO OTEKa Makyjbl TpH
BO30OHOBJIEHMH Tepanuu rnpenaparoM Jlumona He wu3yyancs. Bo3oOHOBIATH jeueHue
npenapartom JIumoaa cienyer, TOJNBKO €CJM M0JIb3a OT TepParuu MPEBIIAET BO3MOXKHbIH PUCK
JU1s1 TIALIHEHTA.

Caxapneiit ouabem

19




HccnenoBanuii no npumeHeHuto npenapara Jiumona y nauMeHToOB ¢ caXapHbiM a1abeToM He
npoBoniock. Heobxoaumo cobmoaTe 0CTOPOKHOCTH MPH MPUMEHEHHUH Mpenapara y 1aHHO#M
KaTerOpHH MalMeHTOB H3-3a PUCKA Pa3BUTUSA MAKYJIIPHOTO OTEKa, AJISi MCKIIOYEHHUs pa3BUTHS
KOTOpOro TpedyeTcst peryasipHO NpOBOANTbL 0(hTaibMOIOrHYECKUHA KOHTPOJIb.

Bpaouapummus

B cBf3M ¢ pUCKOM pa3BHUTHS Cepbe3HBIX HapylueHWH puUTMa cepaua npenapar Jlumona ne
cleayeT NMpUMEHATh y nauueHtoB ¢ AB-Onokanoit 2 crenenu tina MoOurtu Il wau Bblue,
CHUHAPOMOM €1a00OCTH CHHYCOBOrO Yy3/la WM CHHOaTpuanbHOM Onokanoit. [lockonbKy
NEPEHOCUMOCTb  BbIp@KEHHOW Opaaukapauu MoKeT OBITh CHHMXEHAa Yy MaLMEHTOB C
HILeMUYecKoi 00s1e3HbIO cepilla, HHPAPKTOM MHOKap/a B aHaMHe3€e, XPOHUYECKOH CepeuHOM
HEJI0CTaTOYHOCTBIO, OCTAHOBKOW Cep/illa B aHaMHe3e, LiepeOpoBacKyIsIpHbBIMH 3a00/1€BaHUSIMMU,
HEKOHTPOJMPYEMBIM MOBbILIEHHEM AJ] MK TSKENBIM HEJIEYEHBIM CHHAPOMOM arHO3 BO CHeE,
npenapar Jlumoaa He cieayeT NMPUMEHATh Y TaKMX MauueHTOB. [TockoNbKYy npHMeHeHHe
npenapara Jiumona npuBoaut k cHrkeHuto YCC u, Takum oOpa3oM, K YIJIMHEHHIO HHTEpBaja
QT, npenapar Jlumona He cieayeT NPUMEHSTH y MALMEHTOB C CYLIECTBEHHBIM YIIMHEHHEM
unreppana QT (QTc > 470 mc (xkeHuwHbl) win > 450 mc (Mykuunbl)). [Tpu HeoOxoaumocTu
NMPUMEHEHUs TpernapaTta y MauMeHTOB JaHHOM KaTeropuM CjeayeT MPOBECTH KOHCYIbTALIMIO
Kap/J1oJjiora nepej HayajaoMm Tepanuu 11s BbIOOpa ONTHMaJbHOTO MOHHUTOPHMHIA CepAECYHOM
JIEATENIbHOCTH, BO3MOXKHO /10 YTpa CJIEAYIOLLEro JHS.

ITocne npuema nepBoii 103kl npenapata Jlumona pekomeHa0BaHO HAOMIOICHHE MALMEHTOB B
TeyeHue 6 wyacoB, Bktoyawolee uamepeHne YCC u AJl kaxaplii yac, A MCKIHOYEHMs
nposBiaeHui Opaauaputmuu. Bcem naumentam cineayer mpoect DKI'- mccnenoBanue 10
Hayajia npuema rpemnapara v B Te4eHue 6-yacoporo rnepuoza. [Ipu passuruu OpaguapuTMun
Ha (oHe TepanuM MNpenapaToM MpuU HEOOXOAMMOCTH CJEAyeT HayaTh COOTBETCTBYIOIHE
MEpOIIpHUATHS, o0ecneunTh HaOMOJeHHe nNalMeHTa BIUIOTH J0 KYNUPOBAHHS JAHHOIO
HapyweHus. Ilpy HeoOXOAMMOCTH JIeKapCTBEHHON Teparuu B MEPHOJ] MOHHTOPUHIA [ocje
NEPBOi /1036l HEOOXOAUMO MPOUIUTH HAOMIOJEHHE 10 MEHBbLIEH Mepe 0 yTpa CIeAYIOLIEro
JIHS, ¥ TOBTOPHUTH 00C/I€I0BaHKE NOC/IE PHEMa BTOPO# 103kl npenapara Jlumoaa.
JlononuurenbHOE HaOMOAEHHE TaKKe TpeOyeTcs B CIEAYIOIHUX Cydasx:

- ecnn YCC yepes 6 yacoB nociie npuemMa rpenapara coctaBiser <45 yi/MUH, UK COCTaBJISET
HaMMEHbIIEE 3HAUYEHHUE 3a BECh NEpHO/1 HabIOACH M,

- npH BriepBeie Bo3HUKIIeH AB-Gnokane 2 crenenn nin Boiwe no aanueiM DKI™ yepes 6 yacos
nocje rnpuema rnpenapara;

- ecnu unreppan QTc no DKI™ cocraBnser >500 mcexk.

[Ipu Bo30OHOBIEHMH Tepanuu npenapatom JInMoaa HeoOXOAUMO MpoBeAeHHE MOHHTOPHHIA
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JeATEeNbHOCTH CEPAEYHO-COCYIMCTOW CUCTEMBI, KaK W MOcjie Nnpuema nepBoi 103bl, B Caydae
nepepbiBa Tepanuu:

- X0Ts Obl Ha | 1€Hb B TEYEHHE NEPBBIX 2-X HEAENb TEPANUH;

- Oosiee yeM Ha 7 aHe#H Ha 3-# WM 4-i Hezene JeueHus;

- Ooniee yem Ha 2 HeZEeH Mocie TOro, Kak JIeYeHHUe MpojospKanoch dosee mecsia.
Llenecoobpa3no u3berath npumeHeHus npenapata Jiumona y naumeHToB ¢ akTopamu pucka
yanuHeHus uutepsana QT, B 4aCTHOCTH rUnokajiMeMuei, rHnoMarHueMMed Hiu BpOXKAECHHBIM
yanuHeHuem uHtepsana QT.

VY nauMeHToB, MOJYYaBIIMX JieYeHHE (GHUHIOJIMMOJIOM, 3aperMcTPUpPOBAHBI OYEHb pEIKHE
caydyau muBepcuu 3ybua T na DKI'. B cnyyae BoisiBnenuss maepcun 3ybua T HeoOxoaumo
MCKJIIOYHTh HaJMuMe JPYrMX NPU3HAKOB MIeMHUW MHOKapza. [Ipu nopo3peHHH Ha MIIEMHIO
MHOKapJa peKOMeHAyeTcs 00paTUThCS 3a KOHCY/IbTAallMeH K KapAHOIory.

Humepean QT

[Ipu npumenenuu ¢uuronumona B pozax 1,25 mMr uam 2,5 Mr B paBHOBECHOM COCTOSTHUM
orMeyanoch yminHenue uurtepBana QTcl (koppextupoBannbiii uHtepan QT mo wactore
NyJjbca Ha OCHOBE JaHHBIX KOHKPETHOro mauueHTa) 10 BepxHe# rpanuipt 90% JIU <13,0 mc.
He BbIfABI€HO 3aBUCHMMOCTH BO3HHMKHOBEHMS yasiuHeHus uHtepBana QTcl ot 103wl npenapata
M JuiMTenbHOCTH Tepanuu. Creayer wu3beraTh NPUMEHEHHMsS TMPENnaparoB, YUTMHSIOIIHX
unreppan QTc, y malMeHTOB ¢ rUNoKaneMuei WK BpOXKIEHHBIM yaluHeHeM uHTepBana QT.
Cunopom obpamumoti 3a0nei snyeparonamuu

B KJIMHMYECKHMX M MOCTPErucTpalMOHHBIX UCCIIEI0BAHUAX OTMEUEHBI PEJIKHE Cllyyau pa3BUTHS
cuHapoma obpaTUMO# 3aiHeil sHUedanonaTuu npu NpuMeHeHWH npenapata Jlumona B 103e
0,5 Mr co cneayrouei CMMITOMAaTUKON: HHTEHCUBHAS rOJIOBHAst 60JIb C BHE3alHBIM HA4yaloM,
COMPOBOXKAAKOLIAACSH TOLUHOTOH U PBOTOM, HapylLIEHUEM CO3HAHMS, PACCTPOHCTBOM 3PEHHUS H
cynoporamu. CocTosiHME, KaK MpaBuIo, 0OpaTUMO, HO MOXKET MPUBECTH K UILIEMHYECKOMY HJIH
reMOpparMyeckoMy MHCYJIbTY, MOJTOMY 3aros3jajas JAWarHoCcTHMKa M OTCpoYKa Havania
KOPPEKLIMH COCTOSTHUA MOXKET NMPUBECTH K HEBPOJIOTHYECKUM mocreacTBusM. [1pu nogospenun
Ha cHuHApoM oOpaTumoit 3aaHed sHuedanonatuu npuem npenapat Jlumoaa crieayer
NPEKPaTHTh.

Panee npoeoousuieecs nieveHue UMMYHOOenpeccanmamu u npenapamamu,
MOOupuyupyrouumu mevenue 3a601e6anus

IIpu 3amene Tepanuu ApyruMH rnpenapatamMu, MOAHQUUHUPYIOLIMMH TeyeHHe 3aboneBaHus, Ha
nedeHue npenaparom JIumozaa ciaenyer NpUHUMaTh BO BHUMAaHME MEXaHWU3M JIEHCTBHS paHee
NPUMEHAEMOro Mpenapara, a TakKe YYMTHIBAThH MEPHOJ €ro MojyBbIBEJEHUS BO H30ekaHHe

pa3sBUTHA CyMMapHOro yraeratouiero spdexra Ha UMMyHHYIO cuctemy. [Ipu sTom cneayer
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YUYMTBIBATh PUCK peakTuBaluu 3aboneBanus. [lepen nHauanom tepanum npenapatom Jlnmona
ClEeyeT TMOJYy4YHTb pe3yabTaT OOIIEKIMHUYECKOr0 aHaau3a KpOBH C JICHKOLMTApHOM
(opMyII0ii, BBINOJHEHHOTO MOC/e OTMEHBI MPEALECTBYIOUEH Tepanuu, 4ToObl yoeauTbcs B
NpeKpalleHuu ee yruertatouero dp¢gekra Ha UMMYHHYIO CUCTEMY (Harpumep, LIMTOTIEHHH ).
Humepghepon-b6ema u enamupamepa ayemam

VY nauMeHTOB, MoJlyyaBLIMX paHee jeyeHue uHTepdepoHoM-0eTa MM riaTupamepa aleTaToM
neyeHue npenaparom JIumoaa Moxket ObITH HA4YaTO HEMOCPEACTBEHHO MOCJE MPEKpalleHHs
NPUMEHEHHS BbILLIEYKAa3aHHbIX MPenaparos.

Hamanuzymab u mepugprynomuo

B cBsA3M ¢ 1MTeIbHBIM NEPHOOM TOJYBBIBEICHHS HaTanu3dymaba u tepudayHomuaa cieayer
cobmoaaTh OCTOPOKHOCTH TMPU CMEHE Teparnuu JaHHBIMM [pernapatamu Ha JieYeHue
npenaparom Jlumoaa wM3-3a pucka pa3BUTHS CYMMapHOTO YrHETAaIOLEro BO3JEHCTBUS Ha
UMMYHHYIO cuctemy. [lepean Hauanom npumenenus npenapata Jlumoaa mocie OKOHYaHMS
TEpanuM HatanuzymaboM win TepupIyHOMUIOM TpedyeTcs MpoBeJAeHHE TIIATEbHOM
WH/IMBU/YaJIbHOW OLIEHKH COCTOSIHUS KaXK/10T0 MalMeHTa.

Kak npaBuiio, 1is nosHoro BeiBeieHUs HaTanu3ymaba TpeOyeTcs JBa-TpHU Mecsilia ¢ MOMEHTa
npekpauleHus tepanuu. Beipenenne repudayHoMuaa U3 niaa3Mel KpOBU MeJIEHHOE, H MOXKET
3aHUMaTh OT HECKOJbKMX MeCslLEeB 10 ABYX JeT 0e3 NpoBeJeHHs MpoLeAypbl YCKOPEHHOro
BBIBEICHUSL.

Anemmysymab

B cBa3n ¢ mexaHu3MoOMm JeHCTBUS aneMTy3ymaba W ero MMMYHOZENpPecCHMBHBIM 3¢deKkToM,
npumeHeHue npenapara Jlumoaa nocne mnpekpaileHHs Tepanuu - anemMty3ymabom  He
PEKOMEH/IOBAHO, 3a MCKJIIOYEHHWEM CllyyaeB, KOrja OXKuJaemas [0Jb3a MpeBbIlIaeT
BO3MOKHBIH PUCK /11 KOHKPETHOIO MaLHEHTa.

Ilpexpawenue nevenus gunzonumooom

[Tocne oTmeHsl ieueHUs GUHIOJIMMOIOM HEOOXOAUM 6-He/le IbHBII HHTEepBal Oe3 eueHus s
BhIBE/IEHUs (uHronmmona us kpooroka. [lpu npekpaiennu npuema npenapara HeoOX0AUMO
YUYUTHIBaTh, YTO HOpPMaM3alMs KOJIMYECTBAa JTMMQOLMTOB MPOUCXOAUT uepe3 1-2 mecsua
nocjie nmocieAHero npumeHeHus mnpenapara Jlumona. Ilockonbky npu  npuMeHeHWH
UMMYHO/IETIPDECCAHTOB B TeueHWe 1-2 MecsleB rocie MpekpalleHus MpueMa mpenapara
Jlumosa BO3MOJKHO JIOMOJIHMTENBHOE YFHETAIOICE JCHCTBHE HAa MMMYHHYIO CHCTEMY,
HE0OX0IMMO coOMI0aTh OCTOPOKHOCTH MPH MPUMEHEHHMH HMMYHOJENPECCAHTOB BCKOpE
nocJie NpeKpalleHus IeYeHUs MpenapaTom.

Hapywenua ¢hpynxkyuu nevenu

PCKOMCH}lOBaH KOHTPOJIb AaKTHBHOCTH «IMEYE€HOYHbIX» TpaHCaMHWHA3 Ha I[IPpOTAKECHUHU 6
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MecsLEeB, MpeAIleCTBYIOIMX Hayaly Tepanuu npenapatom. [Ipy OTCYTCTBHM KJIMHHUYECKMX
NPOSAB/IECHUI MOPaKEHHUs TEYEHH OIpeeieHHe aKTUBHOCTH «IE€YEHOYHBIX» TpaHCaMHHA3
pEKOMEH0BAHO MpoBOAMTHL B 1, 3, 6. 9 u 12 Mecsaubl neyeHus, a 3aTeM MEPUOJAHYECKH.
[ToBbllIEHME AKTUBHOCTH «Ire4eHOUYHBbIX» TpaHcamuuas >5 BI'H tpebyer Gonee uactoro
OMOXMMHYECKOTO HCCIIEOBaHUSl CHIBOPOTKM KPOBM, BKJIHOYas OMNpe/e/ieHHe KOHUEHTpaluu
Ounupybuna w wmenouHoi ¢ocdatasel. [lpy MOABACHUM CHUMNTOMOB, TO3BOJISIOLIMX
MPEAnoJIOKUTh HapylleHHe (GYHKUMM fedeHH (PBOTa W TOLIHOTA HEHU3BECTHOH 3THOJIOTHH,
)KenTtyxa, 0oJib B JKHMBOTE, MOBBILIEHHA YTOMJSEMOCTb, AaHOPEKCHS, TEMHbIH LBET MOYM)
HEOOXOAMMO TNPOBECTH MCCJEJ0BAaHME AKTHBHOCTH «MEYEHOYHBIX» (EPMEHTOB, M TMpH
BBISIBJICHMH NOPa)KEHUs NEYEHH, NPEKPaTUTh IPUEM Tpernapara.

Jlvixamenvnasn cucmema

[TaumenTtam ¢ noao3peHHEM Ha pa3BUTHE HAPYLIEHHUS CO CTOPOHBI IbIXATENbHONW CUCTEMBI
PEKOMEH/1yeTCs MPOBEAEHHE CITUPOMETPHH.

Bausinne Ha cnocoGHOCTH YNIPaBJASTH TPAHCHOPTHLIMH CPEACTBAMH H MeXaHH3MAMH
[TauuenTtam, y koTopelXx Ha (oHe NMpUMEHEHHMs Mpenapata (UHrOJMMOJ BO3HHUKAIOT TaKue
HEKeJlaTe/IbHbIE ABJIEHUS! KaK TOJIOBOKPY)KEHME M HapyLUCHUS 3PEHHS, HE ClIElyeT YINpaBJsiTh
TPAHCIOPTHBIMHK CPEACTBAMH MJIM MEXaHMU3MaMH JI0 MOJHOr0 MCYE3HOBEHUS JIaHHBIX MOOOYHBIX
spdexroB. HeoOXoauM KOHTpPOJIb COCTOSHMS MalMeHTa B MepBble 6 4YacoB TMOCJE MEPBOroO
[pyema rpernapara rnepeji HayajJioM yrnpaBieHHs TPAHCTIOPTHBIMH CPE/ICTBAMH.

@opma BbINyCKa

Kancyner 0,5 mr

Ilepsuunan ynakoexka nexkapcmeennozo npenapama.

[To 7 unu 14 kancyn B KOHTYPHYIO SUCHKOBYIO YNAKOBKY M3 TUJIEHKH MOJMBHHHWIXJIOPHIHOM H
(honbru aTIOMMHUEBO#H NMEYaTHOM JIAKUPOBAHHOM.

I[To 7, 28, 98 kancyn B GaHKy MOJMMEPHYIO C KPBILIKOH HATATHBAEMOM C KOHTPOJIEM MEPBOrO
BCKpbITHs. CBOOOHOE MPOCTPAHCTBO 3aMONHAIOT BaTOM MeauUMHCKoN. Ha GaHku HakieuBaioT
STUKETKM W3 Oymaru OSTHUKETOYHOM WM TMUCYeH MM M3 TOJMMEPHBIX MaTepHalioB,
CaMOKJICIOLIHECS.

Bmopuunan ynakoeka nexapcmeennozo npenapama.

ITo 1 kKOHTYpHO# AYEHKOBOMH yrnakoBKe Mo 7 KarcyJsl BMECTe ¢ MHCTPYKLMEH 10 MPUMEHEHHIO
MOMELIAIOT B Ma4yKy M3 KapToHa. [1o 2 uan 7 KOHTYpHBIX SYEHKOBBIX YIMAaKOBOK 1o 14 karcyin
BMECTE C MHCTPYKLMEHN M0 MPUMEHEHHIO MOMELIAIOT B MaYKy U3 KapTOHA.

[To 1 6anke BMecTe ¢ HHCTPYKLMEH 10 MPUMEHEHHIO MIOMELIAIOT B MAYKy M3 KapTOHa.

Cpok roanocTn

2 rona. He ucrnonp30BaTh 10 HCTEUEHUH CpOKa, YKa3aHHOI'O Ha yITaKOBKC.
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YenoBusi Xxpanenust

B 3aiumineHHoOM OT cBeta MecTe npu Temmnepatrype He Boie 25 °C. XpaHUTb B HELOCTYMHOM
JUIA IeTe# MecTe.

Ycenosusi ornycka

OTnycKaloT 1o peuenty

IlponsBoauTrenn

AO «®apmacunTes», Poccus.

Opuaunueckuit anpec: 664007, r. Upkyrck, KpacHoreapaeiickas a. 23, og. 3.
Anpec npou3BoAcTBeHHOM muowaaku: r. Upkyrek, yi. P. JliokcemOypr, a. 184.
IIperen3un norpedureieii HaNPaBAsTH MO aapecy:

AO "®apmacunres", Poccus, 664040, r. Upkyrtck, ya. P. JlrokcemOypr, a. 184
Ten.: (3952) 55-03-55, daxc: (3952) 55-03-25.
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