MHWHUCTEPCTBO 3/IPABOOXPAHEHHWA POCCHUMCKOW ®EJEPALIMU

MHCTPYKLMS 110 MEJUILIMHCKOMY ITPUMEHEHMIO JIEKAPCTBEHHOI'O
[TIPEITAPATA Ea——

MHH3IPAB, POCCHH

TPUIENTATY ﬁﬂo/gﬂf /p 231218

COrTACOBAHO

PErMCTPALIMOHHBIN HOMEP: [T N015745/01

TOPrOBOE HAMMEHOBAHME: Tpunenran®

MEX/IYHAPO/IHOE HEIIATEHTOBAHHOE HAUMEHOBAHUE (MHH): okckap6asenun
JIEKAPCTBEHHASI ®OPMA: CyCII€H3Hs [Ulsl IpUemMa BHYTPb

COCTAB:

| M CycrneH3sMM Ui NpUeMa BHYTPb COJCPXKHT: JAeHCTBYIOIIEE BEIIECTBO: OKCKapbasenuH
60,00 Mr, a TaKKe BCIIOMOTaTe/IbHbIE BEIECTBA: BO/IAa OUHUILEHHAs, COPOUTOJI, POTIUIICHTJTHKOJIb,
LEJUTION03a UcTieprupyemMas (MUKPOKPUCTAIUIMYECKas LEJUTI0I03a M KapMesulo3a Hatpus),
acKkopOHHOBast KHCJIOTa,  ApOMaTH3aTop  CJIMBOBO-JIMMOHHBIA  JKEJITBIH 39K 020,
METHJITNIAParuIpOKCMOEH30aT, Makporojia cTeapar, HaTpHsl caXxapuHaT, COpOMHOBas KHCIIOTa,
MPOMUINaparupoKCcUOEH30aT.

ONUCAHUE:

Ot noyru Georo 10 cnabo KOPUYHEBOro MIHM €/1a00 KPacHOro 1BETa CycrneH3us ¢ GpyKTOBBIM
3araxom.

DOAPMAKOTEPAIIEBTUYECKAS I'PYIIIIA: IPOTHBOSIIMIIENTHYECKOE CPEACTBO.

ATX koa: NO3AF02.

MAPMAKOJIOI'MYECKHUE CBOMCTBA

Mexanusm oelicmeus

®dapmakosioryyeckas akTHBHOCTb Ipernapara Tpnnem‘an® (oxckapbaszenuHa) oOyciOBIeHa, B
NepBYIO OYepe/ib, ACHCTBHEM ero MeTaboIMTa — MOHOTHAPOKCHITPOH3BOIHOTO (MTI'IT). Mexanusm
aeiicTBus okckapbasenuna u ero MI'TI cBsa3aH, B OCHOBHOM, € O10Ka/10M MOTEeHUMa-3aBUCUMBIX
HATPUEBBIX KAHAJIOB, YTO MPUBOAMT K CTaOMIIM3ALMK nepeBo30yKACHHBIX MeMOpaH HEHPOHOB,
MHIHOMPOBAHUIO BO3HUKHOBEHMs  CEPUMHBIX  HEHPOHAIbHBIX — PaspsiloB W CHIXKEHHIO
CUHANTUYECKOro NpoBEACHUA UMITYJILCOB.

Peanmauuu ﬂpOTPlBOC}'IlOpO)KHOI‘O JleﬁCTBl/lﬂ npenapara MOXKET TaKXKe CrocoOCTBOBATh

MOBBILLIEHHE MPOBOJAUMOCTHA HOHOB KaJius U MOZY JISALIUS BBICOKOITOPOTOBBIX KaJIbLIMEBbIX KAHAJIOB.
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He OTMEYEHO 3HAYMMOTO B3aMMOJEHCTBHS C HEHPOMEIMATOpPaMH MM MOAYJATOPHBIMH

y4acTKaMH PeLeNnTOpOB.

DapmakoOUHAMUKA

B 5KCrepUMEHTaIbHBIX HCCIIE0BAHMAX Y JKMBOTHBIX MOKA3aHO, 4TO okckapbazenud u MI'TI
0671a/1a10T BBIPOXKEHHBIM TIPOTHBOCYIOPOXKHBIM JIEHCTBUEM. Y IPbi3yHOB MPOJEMOHCTPHPOBAHA
3¢ PeKTUBHOCTE NPH FeHePaTU30BaHHBIX TOHHKO-KIOHHYECKHUX CY10pOrax u B MEHbLIEH CTENEeHH
— NpH KJIOHMYECKHMX CY/0pOrax; y Makak-pe3ycoB ¢ allOMMHHEBBIMUM UMILIAHTATAMH OTMEHCHO
KyNMpOBaHME WM YMEHBIUCHHE YacTOThbl Pa3BUTHS XPOHMYECKHX  PELMAMBHPYIOIIMX
NMapuManbHeIX Cy0por. YV Mblllied W KpbIC HE OTMEUEHO pPa3BUTHE TOJIEPAHTHOCTH (To ecThb
ocabeHus IPOTUBOCYI0POKHOM aKTMBHOCTH) TP €XKe/IHEBHOM NPUMEHEHMH OKCKapbasenuHa
1 MI'TI B Teuenue 5 aHe# uau 4 Hezellb COOTBETCTBEHHO.

Knunuueckas s¢pgpexmusnocmo

D¢dekTHBHOCTL  npenapara Tpunentan® mnpu  SMMIENTHYECKHMX — MpucTynax — Obuia
MPOIEMOHCTPUPOBAHA KaK B MOHOTEPAIIMH, TaK H B COCTaBe KOMOMHUPOBAHHOI Teparuy y AeTeH
1 B3pOCIIBIX.

Ipenapar Tpuientan® MoXeT NPUMEHSTHCS KaK 3aMeHa JPYTMX MPOTHBODIMICTITHYECKHX
CpPeACTE B TeX ClyyasX, KOrjia TNpv TNPUMEHEHWH TOCIEIHUX HE  JI0CTHraeTcs
Y/I0BJIETBOPUTEIILHOTO TEPANeBTHYECKOrO OTBETA.

DapmaKoKunemurka

Bcacwvieanue

[locne mpuema BHYTpb B TabieTMpoBaHHOW (opMe MM B opMe CyCreH3MH OKckapbasenuH
GBICTPO ¥ MPAKTUYECKU MOJTHOCTHIO (>95%) BcachiBaeTes B XKey/I0YHO-KHIIEYHOM TPAKTE U B
3HAYUTENILHON cTeneHu MmeTtabonusupyercs ¢ oOpa3oBaHMeM (PapMaKOJOTMYECKH AKTHBHOTO
meTabonura - 10-monoruapokcunpoussoanoro (MITI). ITocsie oagHOKpaTHOrO NpUEMa npenapara
Tpunentan® natomwak B TabnetupoBaHHoi dopme B 103e 600 Mr y 310poBbIX 100pOBONLLEE
My KCKOTO MoJ1a cpeftisis MakcumanbHas konuenTpauus MITTI B niasme kpoe# (Cmax) cocTaBaser
31,5 MKMOJIB/J1, Cpe/iHee MaKCUMaibHOe BpeMs ee 10cTHKeHHs (Tmax) - 0K0JIO 5 4acoB.

[Mocie omHOKpaTHOro mpuema mpenapata Tpuinenrtan® Hatomak B (opme CycrieH3HH B
103e 600 Mry 310poBbIX 100pOBOJIBLEB MYKCKOTO 11071 Cmax MI'TI B 11a3mMe KpOBH COCTaBIACT
24,9 mMxmoub/1, Tmax - okono 6 4acos. TaGneTku ¥ cycneH3us OKckapbasenwHa /Ui rpuema
BHYTPb OMOJKBMBAJIEHTHbI, TOCKOJIbKY CpejHee reoMeTpuyeckoe ortHoweHue Cmax B
PaBHOBECHOM COCTOSIHMM K TUIOLIAAM 10 (HapMaKOKMHETHYECKOH KPUBOW «KOHLEHTpAlWs-
Bpems» (AUC) MI'TI npu npuMeHeHUH OJHOKpATHOM 103kl ObL10 B Auanasoxe ot 0,85 1o 1,06

90% noBEPUTEBHBIA MHTEPBA).
p p
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TIpueM NHUIILK He BIUAET HA CKOPOCTH M CTENEHb BCAChIBAHUS okckapOa3enuHa.

Pacnpeoenenue

Kaxyumiics o6bem pacripeaenenns MITTI cocrasasier 49 auTpoB. [Tpu6musutensHo 40% MITI
CBS3bIBACTCA ¢ OeJKaMM IU1a3Mbl KPOBM, B OCHOBHOM ¢ anbOymuHOM. B TepaneBTHYECKOM
JMana3oHe CTENeHb CBS3BIBAHMSA HE 3aBUCHT OT KOHLEHTPALMM OKCKapbasenuHa B ChIBOPOTKE
kposu. OkckapGasenut u MI'TI He cBA3bIBaIOTCS € aJib(a-1-KUCIBIM TIMKOTIPOTEHHOM.
Oxkckap6asennn 1 MITI poHMKAIOT Yepe3 reMaToruialleHTapHbIi 6apbep. B ojiHOM cityuyae ObuIH
3aperucTPUPOBAHBI CXO/HbIE 3HaUeHUs KoHUeHTpai MITTI B nra3sme KpoBM y HOBOPOXKACHHOTO
pebeHKa U ero MarTepu.

B (hapMakOKMHETHYECKHX HMCCIE0BAHMAX M0KA3aHO, YTO B MIa3Me KPOBH OMpejesisercs 2%
HeusMmeHeHHoro okckapbazenuna u 70% MITI; ocranpHas 4acTh NPUXOAWTCSH HA BTOPUYHBLIC
MeTaboIUThI, GBICTPO BBIBOASIIMECS W3 TUIa3Mbl KPOBH. PaBHOBECHBIC KOHLEHTPALMH MI'TI B
na3Me KpOBH JIOCTUralOTCA Ha 2-3 CYTKHM NP NpHeMe npernapara Tpunentan® 2 pasa B CyTKH.
Memabonusm

Oxckap6a3zenuH 6bICTPO METAbOTM3UPYETCS LIMTO30IbHBIMU (hEPMEHTAMU NIEYEHH JI0 aKTHBHOTO
metaGonura MITTI, kotopslit o6ycnasnusaer dapmakonorndeckuit spdekr npenapara. MITI
noJBepraeTcs JanbHeiINel KOHBIOraUMH C TIIOKYPOHOBOHM KucioToi. HesnauuresnpHoe
kosuuectBo MITTI (okono 4% 7103b1) OKMCHISIOTCS ¢ 0Opa30BaHMEM HEAKTMBHOTO MeTabonuTa
(10, 11-guruapokcunpoussoanoe, JI'TI).

B paBHOBecHOM cocTosiHuM hapMakokuHeTHueckue napamerpsl MI'TI iMHEHHEI 1 10303aBUCHMBI
B ManasoHe cyTo4HbIX 103 300 - 2400 mr.

Buvigeoenue

Oxckap6a3enuH BHIBOAMTCS M3 OPraH3Ma B OCHOBHOM B BHJIe METaOO0JIMTOB, PEUMYIECTBEHHO
noukamu. bonee 95% 1036l BBIBOJUTCS TOYKAaMM B BHae MerabonutoB, MeHee 1% - B
HensMeHeHHOM Brjie. OKo710 4% 10361 BBIBOAMTCS Yepe3 kutedHuk. [Tpubnusurensro 80% 1036l
BbIBOMTCS B Buge MITTI kak B BUJe rIOKYpoHUI0B (49%), Tak U B BUIe HensmeHeHHoro MITI
(27%); neaktusnpiii JII'TI coctanser okosno 3%, KOHbIOraThl okckapbazenuHa — okojo 13% ot
JI03bl.

Oxckap6asenuH ObICTPO BBIBOJAMTCS M3 IUIa3Mbl KPOBM, K@XYIIMIACS MEPHOJL MOJYBbIBEACHHUS
cocrasnsier 1,3 — 2,3 yaca. B oranure ot okckapOa3enuHa, Kaxynics nepruo/ 1oty BbiBeI€HUA
MI'TI cocraBasiet B cpeinem 9,3+1,8 yaca.

DapmMakoKuHemuKka y 0moebHoblx 2pynn NayueHmos

[layuenmeol ¢ HapywenusAMuU GYHKYuu neveHu

dapMakOKMHETHYECKHE TrapaMeTpbl M MeTabonusm okckapbasenmna u MITI mocne

OJHOKPATHOrO NpHeMa BHYTpb B 03¢ 900 MI OLEHMBAIH Y 3/0POBBIX J0OPOBOIBLEB U Y
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MALMEHTOB ¢ HapyeHusaMu dyHKuan nederu. Hapywenns GyHKimMy nevenn JIETKOW M Cpe/IHe
CTENeHH TSUKECTH He BJMSIOT Ha (papMaKOKMHETHYECKHMe NapaMeTphl OKckapbasenuHa u MITL
dapMaKOKMHETHKA NPH HAPyIEHUAX QyHKLMHN MeYeHH TSKEIOH CTENCHH HE H3Y4CHa.
Ilayuenmeol ¢ HapYweHUAMU PYHKYUU NOYEK

CyliecTByeT JHHEeHHAs 3aBUCHMOCTD TMOYEYHOIO KJIMpeHca MITI oT KiupeHca KpeaTUHHHA. Y
MALMEHTOB ¢ HApyWIeHWAMH (YHKUMM modek (KiMpeHc KpeatnHuHa <30 MJI/MHH) TI0CIIE
oHokpaTHOro npuema 300 Mr okckapbasenuHa Nepuo.1 Moy BbIBEACHHS MI'TI yBenuuuBaercs Ha
60-90% (10 16-19 yacos), a AUC yBenuuupaeTcs B 2 pasa.

Jlemu

Knmuperc MITI, ckoppeKTHpOBaHHbI 10 Macce Tela, CHWKAETCs Y JIeTel ¢ yBelMYeHHeM
BO3pacTa M Macchl Tejia, NpUOAMKasCh K KIMPEHCY y B3pOCIbIX. CpeaHuit  KJIMpEHC,
CKOPPEKTHPOBAHHBIH 10 Macce TeJia, y JeTeil B Bo3pacte oT | Mecslia 10 4 JIeT B Cpe/IHEM Ha 93%
Bole, yeM y B3pocibix. Takum obpaszom, npeanonaraercs, yro AUC MITTI y nereii aTo#
BO3PACTHOM rpy bl Oy/eT B 2 pa3za MEHbIIE TAKOBOH y B3POCIIbIX NPH MPUMEHEHNWH O/INHAKOBBIX
103 (mpy KoppeKimy 1o macce Tena). CpeiHuii KITMpeHe, CKOPPEKTUPOBAHHBIH 110 Macce Tea, y
neteii B Bozpacte o 4 10 12 net B cpeateM Ha 43% Bbiule, yem y B3pocibiX. IIpeanonaraemas
AUC MITI y nereit 9Tl BO3pacTHOW TPyMIbi COCTAaBAET 2/3 OT TAaKOBOH Y B3pOCIbIX MpH
NPUMEHEHUH OJIMHAKOBBIX /103 (IPH KOPPEKIMH 1o Macce Tena). [Ipeanonaraercs, 4to y aeTeH B
Bospacte OT 13 7er M cTapmie 3a CYeT YBEJMYCHHMs Macchl Tejla KIMPEHC MITI,
CKOPPEKTHPOBaHHbIH 10 Macce Testa, cooTseTcTByeT KiupeHcy MITTIy B3pociibIX.

FBepemennvie nayuenmku

Bo Bpemsi GepeMEeHHOCTH B OPraHU3Me IPOMCXOMT psil PU3HONOrMYECKHX H3MEHEHUH, KOTOPbIC
MOTYT MPUBOUTE K TOCTENIEHHOMY CHIKeHHIO ypoBHst MITI B nia3me KpoBH B 5TOT MEPHOA (em.
pazoen «IIpumenenue npu 6epemMeHHOCIMU U 6 NEPUOO 2PYOHO20 BCKAPMIUBAHUAY).

Toowcunvie nayuenmoi

[Tocne mnpuema mnpenapara Tpunentan® oanokpatHo (B go3e 300 Mr) W MOBTOpHO (B
n03¢ 600 MI/cyT) y NOHiIBIX 106poBoibLEeB B BospacTe 60-82 neT Cmax ¥ 3HAUYCHHA AUC nns
MTTI 66111 Ha 30-60% BbilLe, IO CPABHEHHIO ¢ TEMH JKe NOKa3aTe/sIMU Y MOJIO/IbIX 100pOBOJIbLIEB
(18-32 n1eT), 4TO CBA3AHO C BO3PACTHBIM YMEHbBLICHHEM KIIMPEHCA KpeaTHHUHA.

IIon

He oTMeueHO Kakux-JM0O0 pa3inuuii B apMaKOKWHETHMYECKHMX MapamMeTpax B 3aBUCHMOCTH OT

110J1a B IETCKOM, B3pOCJIOM HIJIU IMOXKHUIIOM BO3pacTe.
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ITOKA3AHUSA K IPUMEHEHHIO

o I[lpocTele, CHOXHBIE MNapUMaibHbe  SIHICNTHYECKHE  [PUCTYIIBL,  C BTOPUYHOH
reHepasu3aiyeii UM Ges Hee y B3pOCIBIX U I€TEH B BO3pacTe OT | Mecslia u cTapuie.

. ['eHepann30BaHHble TOHHKO-KIOHMYECKHE OSMMICITHYECCKHE MPUCTYIIBI y B3POC/BIX H

JIETeH B BO3pacTe OT | mecsua u cTapuie.

ITPOTUBOITOKA3AHUS

L] [ToBbIIIeHHAs ‘lyBCTBHTeHbHOCTb K OKCKap6a3eI'IHHy HUIIn JIIOOBIM ApYrumM KOMITIOHEHTAM
rpenapara.

® [loBbilIeHHAS '-IyBCTBPlTeﬂbHOCTb K 3cnm<ap6a3enuﬂy.

° Jletckuit Bo3pact 10 1 mecsua.

C OCTOPOXKHOCTBIO

CneayeT ¢  OCTOPOXKHOCTBIO — NNPUMEHSATh — Mperapar y MalMeHToB € M3BECTHOM
FUTEpYyBCTBUTENLHOCTBIO K KapbaMasenuHy, TaKk Kak y 9TOH Tpynmbl MalMeHTOB
npubnusutensHo B 25-30%  ciiydaeB  BO3MOXHO — pasBMTHE — peaKUMH MOBBILIEHHOM
4yBCTBUTEJBHOCTH K OKckapbasenuHy. VY mMalMeHTOB 0e3 aHaMHECTHYECKMX YKa3aHWH Ha
HIEPYyBCTBUTEILHOCTD K KapOamasenuHy, Takke BO3MOKHO Pa3BUTHE PeaKiii NOBBINICHHOH
YyBCTBUTE/IBHOCTH Ha MpenapaT, BKI0Yas MoJIMOpraHHbIe HapY IEHHMS.

[IpumeHeHue npenapara Tpunentan® y nauueHTOB ¢ HAPYIICHUAMH (YHKLMM MEYEHH TSOKETON
CTETNEHH He U3YYasioch, IO3TOMY HEOOXO0AMMO MPUMEHSATH NPENApaT y STOH KaTeropuy NalMeHToB

C OCTOPOXKHOCTBIO.

IIPUMEHEHHE INPM BEPEMEHHOCTHU U B NEPUO/I T'PYJHOI'O BCKAPMJIMUBAHUA
bepemennocmeo

Pesziome puckoe

JleTH NaIMEeHTOK ¢ SMUJIENCHel Yalle APYTUX MPeIPacrioNoKeHbl K BOSHUKHOBEHHIO HApY lIeHUH
pa3BUTHUS, B TOM YHMCJIE BPOK/IEHHBIX MOPOKOB.

OmnbIT NpUMeHeHUs oKckapOasernnHa npu GepeMeHHOCTH orpannyeH. HMmerommecs coo01eHus
CBHIETEJILCTBYIOT O BO3MOXKHO# CBA3M MpHUEMa Npenapara Bo BpeMsi 6epeMEHHOCTH ¢ pa3BUTHEM
BpoxkieHHBIX AedexroB. HanGonee yacThIMM MOpOKaMH Pa3sBUTHs y JIETEH, MaTepH KOTOPBIX
MOJTy 4a i TEPANuIo OKCKapOa3emMHOM BO BpeMs GepeMeHHOCTH, Oblin: Ae(ekT MEXTIpeAcepaAHOM
neperopoaku, AeeKT MpeacepAHO-KelyA04KOBON Meperopo/IKi, paciue/inHa TBepaoro Heba u
BepxHeil ry6el, cunapom JlayHa, aucrnasus Ta3o0epeHHOro cycraBa (Kak OJHO-, Tak M

JIBYCTOPOHHSIsI), TyOepO3HBIH CK/IEPO3 U OPOKH Pa3BUTHS yXa.
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[To nanubM CeBepoamMepUKAHCKOTO PErucTpa OepeMEHHBIX, 4acToTa rpyOBIX MOPOKOB pa3BUTHS,
OTHOCSILMXCS K CTPYKTYPHBIM aHOMAJIUAM, TPEOYHOLIMM XUPYPruyecKoi, MeJMKaMEHTO3HOM UK
KOCMETHYECKOM KOPPEKLMH, JMarHOCTHPOBAHHBIX B TEYCHME 12 Hemenb Mocjie POKAEHH,
coctapisina 2,0% (95% nosepurenbHbiii uHTepsan or 0,6 10 5.1%) cpean OepeMEHHBIX,
NPUHUMABIIMX B TIEPBOM TPUMECTpe okckapbasenuH B MoOHoTepanuu. [lo cpaBHEHMIO ¢
OepeMEeHHBIMH, He TOJyYaBLIMMH  TepaIio KaKUMH-TMO0  MPOTHUBOIIUJIENITHYECKUMH
npenapaTamMu BO BpeMsi OepeMEeHHOCTH, OTHOCHTE/IbHBIH PUCK Pa3BUTHs MMOPOKOB PasBUTHA y
aeTeil coctaBun 1,6 ¢ 1oBepUTENLHBIM HHTEPBaTOM 95% ot 0,46 10 5.7.

Knunuueckue pexomenoayuu

Ecnyu mauMeHTKa MuiaHupyeT OepeMeHHOCTh WM OepeMEHHOCTh JMarHoCTUpOBaHa BO BpPEMs
NpUMEHeHHUs Mpernapara, a TakKe NpH BO3HMKHOBEHMH BOINPOCAa O NPUMEHEHMHM Mpernapata
prmem‘an® B Mepuojl OepeMEHHOCTH HEOOXOAMMO TIIATEJIBHO COTMOCTABUTh O0XKHIAEMbIC
MpeUMyllleCTBA TEParvyd M BO3MOXHBIA PUCK HapylIEHWH Pa3BUTHA IJIOJA, ocobenHo B |
TpumecTpe GepeMEHHOCTH.

Tpu GepeMEHHOCTH Clie/lyeT MPUMEHTh MUHUMaTbHbIE S(EKTUBHbIC /103bI Iperapara.

[Io BO3MOXHOCTM W TPU JIOCTATOYHON KIMHUUYECKOH S(PEKTHBHOCTH y MNALMEHTOK ¢

¥ cnesyeT NpUMEHATH B

COXPaHEHHBIM PENpOAyKTUBHBIM MOTEHLMaaoM npenapar Tpuienran
MOHOTEpAIuH.

[TaumeHnTKa J0/KHA OBITH MPeayNpek/JeHa O BO3MOXKHBIX HApyLICHUSX pPa3BUTHs IUloja H
He0OXOIUMOCTH MPOBEICHHUs AHTEHATAIbHOM JIMArHOCTUKH.

Bo Bpems GepeMEHHOCTH He CliefyeT mNpepbiBaTh S(PEeKTHBHOE MPOTHBOIMMUICHTHYECKOE
NeyeHue, TOCKOJBbKY TpOrpeccUpoBaHUe 3abosieBaHMs MOXKET OKas3blBaTh OTPHLATEIBHOE
BJIMSIHAE HA MaTh U IJIOJ.

Koumpoaw u npogunaxmuxa

U3BecTHO, 4TO BO BpeMss OepeMEHHOCTH pa3BuBaeTcs JAehUUUT (HOJIHEBONH KHCIOTHI.
[TpOTUBOSMUIIETITHYECKHE CPEICTBA MOTYT YCHIMBATh 3TOT JA€(UUMT, NPEACTAB/ISAIOLIMA OHY U3
BO3MOKHBIX TMPHYUH HapyLIEHUi pa3BUTHs TUI0Ja, MIO3TOMY PEKOMEH/YETCs JOMOIHUTEbHbIH
MpueM MpenapaTtoB GOIUEeBOH KHCIIOTHI.

Ilpy npumeHeHuM npenapara BO BpeMs OEPEMEHHOCTH HEOOXOAMMO YYMTHIBATH, HTO
(Gu3MOIOrHYeCKHe U3MEHEHHs, IPOMCXO/IALINE B OPraHU3Me B STOT MEPHUOJL, MOTYT NPUBOIUTD K
MOCTENEHHOMY CHMKEHMIO ypoBHs 10-MOHOrHAPOKCHIPOU3BOIHOTO oKckapbasenuna (MITTI) B
mia3sMe KpoBW. JIIsi JOCTHXKEHHs MAKCHMAJbHOTO KOHTPOJA CHMIITOMOB 3a00/IeBaHHs Y
GepeMeHHBIX HEOOXO0IMMO PEry IipHO OLIEHUBATEH KIMHUYECKUH 3 deKT npenapara u onpeaensTh
koHueHtpauuto MI'TI B niasme kposu.

Onpenenenue ypoust MI'TI B riazmMe KpoBH TaKKe peKOMEH/Lye€TCs TIPOBOJIMTE B M0C/IEPOI0BOM

6/24



nepHoie, 0COOEHHO B ClTyyae, eCliv Bo BpeMsi OepeMEHHOCTH /1034 NpenapaTa Obl1a MOBBILLIEHA.
Hoesopoowcoennvie

HMeroTcst COOOLIEHHs O TOM, YTO NPUMEHEHHE MPOTUBOSIMIIEIITUYECKUX NPENnapaToB BO BpeMs
GepeMEHHOCTH ~ MOXET ~[MPUBOAMTL K  Pa3BUTHIO  MOBBILICHHOH — KPOBOTOYWBOCTH Y
HOBOPOX/IEHHBIX. B KauecTBe Mephl MPEIOCTOPOIKHOCTH PEKOMEH/LY €TCA IPUMEHEHHE BUTAMUHA
K| B nocJieIHAE HECKOIBKO HeJlelb OepeMEeHHOCTH, a TaKXKe Yy HOBOPOX/ICHHBIX, MATEPH KOTOPbIX
noJTy4yaiu OKcKapOasenuH.

Oxckapbasenn u MI'TI npoHHKAIOT Yepe3 MialeHTapHbli Gapbep.

Jlannvie 00KIUHUYECKUX UCCIe008AHU

B crannapTHBIX TOKCHKOJIOTHYECKUX MCCIIEI0BAHUAX Y IPBI3YHOB W KPOJIMKOB NMPH NIPUMEHEHUH
B 103aX, TOKCHYHBIX /Ui MAaTepPMHCKOrO OpraHW3Ma, BBISBIECHBI Takue d(Qexrtbl, KaK pocT
SMOpHO(ETaIBLHOM CMEPTHOCTH W/ MM HEKOTOPOE OTCTAaBaHHE aHTe- U MOCTHATAIbHOTO Pa3BUTHA
[OTOMCTBAa. B OHOM M3 BOCBMM MCCIIEIOBaHMN SMOpUO(ETATBbHON TOKCMYHOCTH OTMEYEHO
yBeJTMYEHHE YaCTOTHI OPOKOB Pa3BUTHs MOTOMCTBA y KPBIC NPH NPUMEHEHHH OKcKapbasenuHa
wid MI'TI B 103aX, TOKCHUHBIX JIJIi MATEPUHCKOTO OpraHu3Ma. B 11e/10M 1aHHBIE UCCIIEI0BAHHMI Y
JKMBOTHBIX CBMJIETEJILCTBYIOT O MAaJlOM TepaTOreHHOM IIOTEHIMaNe OKcKapOasenuHa MpH
NPUMEHEHHH B 032X, IPUMEHSIEMBIX Y uesioBeka. O1HaKo, JaHHBIX UCCIIeJ0BAaHUI HEI0CTATOYHO
JUISL TIOJTHOTO MCKJTFOUEHHUSI TepaToreHHoro s¢dexra.

I'pyonoe eckapmaueanue

Pe3ziome puckos

Oxkckapbazenun 1 MI'TI BbiAeISIOTCS € TPy AHBIM MOJIOKOM. OTHOIIEHHE KOHLIEHTPALW# B MOJIOKE
¥ niasme KpoBu coctapiser 0,5 s o6oux BemecTs. [TockobKy BMsHME OKCKapOasenuHa
MITI, nocTynMBIIMX € TPYAHBIM MOJIOKOM, Ha HOBOPOXKIEHHBIX HEHU3BECTHO, HE ClieyeT
MPUMEHSTH OKCKapOa3ernuH B epHo/| IPyAHOTO BCKapMJIMBAHMS.

IIpumenenue y demeii 6 6o3pacme 0o 1 mecaya

Her paunbix o 6e3omacHocTH M 5(p(EeKTUBHOCTH NpPUMEHEHMs OKcKapOasenuHa y JeTei B
BO3pacTe 10 | mecsua.

Bnusanue na ¢pepmunonocmeo

Hert aHHBIX O BJIMSIHUY Mpernaparta Ha GepTUIILHOCTD Y YeloBeKa. B ncesie1oBaHusX y )KHBOTHBIX
He BBISABIEHO BO3/leHcTBUs oKckapOasenuna u MI'TI Ha depTuibHOCTL y ocobel 000MX M0JI0B B
cyTounbIX 7103ax 150 u 450 mr/kr coorBetcTBeHHO. [1pn npumenenun makcumalbhbix 103 MITI
y CaMOK, OJHaKO, OTMEYajoCh HapyLIEHHE OSCTPAJbHOIO IMKJIA, CHHXEHHE KOJIHYecTBa
JIIOTEMHOBBIX TeJl, CHIXKEHHE KOJIMYECTBA MMIUIAHTALMI U YHUCIIa SKUBBIX SMOPHOHOB.
Konmpayenyus

[TauueHTkam ¢ COXpaHéHHblM penpoOaYKTUBHBIM MMOTEHIAAJIOM CICAYET NPUMCHATH HA/ICKHBIC
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METO/bl KOHTpALEILMU BO BpeMs TEpallku OKCKap633CHI/lHOM (OI'ITMMaJII:HO BHYTPUMATOYHBIC
KOHTpaLCITUBHbIC cpeucma), [OCKOJIbKY MpH OJAHOBPEMCHHOM NNPUMEHEHUH C NEpOpabHbIMHU
KOHTpaLCNTUBAMH, COJACpKAlIMMH STUHUJIDCTPAAMOJ HIIA JIEBOHOPIeCTpell, B(bQ)eKTl/lBHOCTb

JIAaHHBIX IIpernapaToB MOXKET CHHIKATBLCA.

CnoCcosb NPUMEHEHUSA U 103bl1

INpenapar Tpunentan® MOKHO IPUMEHSTH KAK B MOHOTEPAIMH, TaK U B KOMOHWHALIUK C APYTUMH
MPOTHBOSNMJICTITHYECKAMH NpenapataMy. B oboux ciyyasx jiedeHue npenapaTom Tpunenran®
HAYMHAIOT ¢ KIMHHYeCKH >Q(EeKTUBHOMN 103bl, KPATHOCTH NPHEMA COCTABJISET 2 pa3a B CYTKH.
JI03a MOXeT GBITh YBeJIMYEHA B 3aBUCMMOCTH OT OTBETa Ha Tepanuio. B ciydae 3aMeHbl 1pyroro
MPOTHBOSIMJICTITHYECKOTO Mpernapara [pernapaTom Tpunentan® B Hauyajie 3amMeHbl CIEAYeT
MOCTENEHHO CHWXKATH /103y 3ameHsieMoro npenapara. [Ipu npumeHeHun npenapata Tpunentan® B
cocTaBe KOMOMHMPOBAHHOM Teparnud MOXeT MoTpeboBaThCs CHIKCHHE /103l OJHOBPEMEHHO
MPUMEHSEMbIX POTHBOIMHICITHYECKUX NMPENAapaToB W/ UK GoJiee MEUICHHOE MOBBILICHHE 1031
npenapara Tpunentan®.

[Mpenapar Tpunentan® MOKHO NPUHMMATE BHE 3aBUCHMOCTH OT NMPHEMa NHILM (BO Bpems, rocie
€/1bl WJIK B IPOMEXKYTKAX MEKJy MPUEMaMH ITHILH).

Tabnuua nepecuema 003vl npenapama Tpunenman® uz mz 6 mn

Jlo3a B MuuiMrpammax (Mr) Jlo3a B MHJUIMJIMTPAX (M1)
10 mr 0,2 M
20 mr 0.3 M
30 mr 0.5 ma
40 mr 0,7 mn
50 mr 0,8 M
60 mr 1.0 ma
70 mr 1,2 Mmn
80 mr 1,3 M
90 mr 1,5 mn
100 mr 1,7 mn
200 mr 3.3 M
300 mr 5.0 ma
400 mr 6.7 M
500 mr 8.3 M
600 mr 10,0 mn
700 mr 11,7 mn
800 mr 13,3 M
900 mr 15,0 mn
1000 mr 16,7 mn

UHCTPYKUHH 110 NPAMEHEHHIO CYCIIeH3HH /LISl IpHeMa BHYTPb
[lepe1 npreMOM CYCTIEH3MH /LISl TPUEMa BHYTPb (JIAKOH CJIe/lyeT TLIATeIbHO BCTPSXHY Th M Cpasy

e OTMEPHTH HEOOX0IMMOe KOJIMYeCTBO cycnensuu. Hyxnyro 103y (Ma) Habupaior u3 piakoHa
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¢ TIOMOLIBIO NPHIaraemMoro mmnpuua. [Ipu ueronk3oBanuy wnpuua Ha 10 M (MocTapisemoro ¢
dmakoHom Ha 250 Mu - s B3pOCJIBIX M JIETEH CTapuIero BO3pacTa) KOJMYECTBO CYCNEH3UH
cneayet okpyrsth 40 0,5 mut. [Tpu uenonb3oBaHuu wnpyua Ha 1 M1 (MIocTaBsemMoro ¢ (hnakoHOM
Ha 100 M - uig aeTel Miaaiiero Bo3pacra) KOJMYECTBO CYCMEH3UH ClEAYyeT OKPYIIATh 10
0,1 mut. TTocsie KaXkI0ro MCMob30BaHMs Cle/yeT MUIOTHO 3aKpBITh (JIaKOH U MPOTEPeTh IMPHIL
ypcTOl CyXoil TKaHplo. CyCHEH3MIO MOXKHO TPUHMUMATh HEMOCPEACTBEHHO M3 IINpULA WM
pa36aBsTh HeOOJIBIIMM KOJIMYECTBOM BO/IbI TEpe/l IPUEMOM.

OTKpbITHI (h1aKOH XPaHUTh He OoJiee 7 Hellelb.

CycrnieHsust Uisi TnpuemMa BHYTpb M TaONeTKH OMOIKBHMBAJIEHTHBI W B3aUMO3aMEHSEMBI B
HKBMBAJICHTHBIX J103aX.

Tepanetuyeckuii s¢pdekt npenapara Tpunentan® (okckapbaszennHa) oOyc/OB/EH, B NEPBYIO
oyepe/ib, AeHcTBUEM ero metaboauta, MI'TL

PyTuHHOE omnpejefieHHe KOHLEHTpanuu okckapbasenuna uau MITI B mnasme kpoBu He
onpasjano. OHaKo KOHTpoJb KoHLeHTpauuu MI'TI B riazme KpoBH MOXKET MUCIONIB30BATHC A1
YTOYHEHHs COOJIIOIEHHS peXKUMa NpUeMa rpenapaTa MaluMeHToOM (KOMIIAEHTHOCTH) WK B TeX
CUTyalusX, Korga BO3MOxHO u3Menenue kiupeHca MITI, nanpumep, msmenenue ¢yHKUMH
noyek, OepeMEeHHOCTb, OJHOBPEMEHHOE TpPUMEHEHHE ¢ [pernaparaMd  WHIYKTOpaMH
«Me4YeHOUHBIX» (PepMEHTOB. B BhIlIENEPEeYUCIEHHBIX CUTYaLUSAX CIe1yeT KOPPEKTHPOBATH 103y
npenapata Tpunenran® ¢ yuetom konuentpauuu MITI B ruiasme kpoBu (u3mepsitot yepes 2 - 4
yaca rocjie npueMa), KOTopylo cjeayeT MoAepK1BaTh Ha ypoBHe <35 Mr/i.

Bspocnavie

Monomepanus u kombunuposannas mepanus

Hauanvnas oosa

HauanbHas n03a cocrasnsier 600 Mr B cyTku (8-10 MIr/Kr Macchbl Tesia B CyTKH), pa3/ie/ieHHas Ha 2
npuema. [Ipu HEOOXOAMMOCTH BO3MOXKHO MOCTENEHHOE YBEIMYEHHE 103bl He Oojiee yeM Ha
600 Mr/cyT ¢ UHTEpBAJIOM NPUMEPHO B | HEAEIO 10 AOCTHIKEHHUS XKEJIAeMOT0 TepaneBTHYECKOro
OTBETA.

Iloooepoicusaiowas doza

Xopoluuii TepaneBTHYecKUil OTBET Habmojancs B auanazone 103 600-2400 mr B cyTku. Y
GOJILIIMHCTBA MAMEHTOB HA0JII01aeTCsl XOPOIIHiA KIMHUYecKui addext npu noze 900 mr/cyT.
Maxcumanvnas pekomenooeannas cymounas 003a

VYV nauMeHTOB, paHee He MOJIy4YaBLIMX TEPanui0 TMPOTUBOIMHIIENTHYECKMMHU CPEACTBAMH,
s¢dexTrBHas 103a B MOHOTepanuu coctasisiet 1200 mr/cyT, y panee nomyyasumx — 2400 mr/cyT.

®

B KOHTpOJMpyeMBbIX MCCIEIOBAHMAX NpUMEHeHHWe npenapara Tpuiaenrtan” B CYTOYHOH J03€

2400 Mr B cocTaBe KOMOMHHUPOBaHHOW Tepamuu 0e3  CHWXKEHHMA  J103bl  JPYroro
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MPOTHUBOAITHIIENITHYECKOTO CpeacTBa  CONMpPOBOXKAANIOCH MJI0X0M MEePEHOCUMOCTBIO
MPEUMYILIECTBEHHO W3-3a PA3BUTHs HEXKEIATE IbHBIX ABICHUH CO CTOPOHBI LIEHTPaJIbHOIM HEPBHOM
cuctempl. CucremaTuyeckoe MpUMEHEHHE TMpernapata Tpunentan® B CyTOYHOM 03¢ BBILIE
2400 mMr He U3y4asoch.

B ycnoBusiX CTallMOHapa € HaAJIEkKalldM KOHTPOJEM /103y YBEJIMYHBAIM /10 2400 mr/cyT B
TeueHue 48 4acos.

OnBIT NpUMEHEHHS TIpernapara B cyTo4yHoi 03¢ 4200 Mr kpaiiHe OrpaHHYeH.

Memu u noopocmku

INpenapar Tpunentan® npeanasHaueH [Uis NPUMEHEHUs y JAeTedl B Bospacte oT | mecsua u
crapue. IlpumeHenue mperapata y JeTeidl B Bospacte 10 | Mecslia B KOHTPOJIHPYEMBIX
KJIMHMYECKUX MCCIIE0BAHUAX HE U3Y4asioCh.

Hauanvnas oosa

[lpn MoHOTepamuu npenapaTrom Tpunentan® M npu NpPUMEHEHWM Mpenapara B COCTaBe
KOMOHHMPOBAHHOM Tepanuu peKOMeH/1yeMy o HadalbHy1o 103y — 8 - 10 MI/Kr Maccel Tejia B Cy TKH
pa3zensior Ha 2 rnpuema.

IToooepoicusaiowas 003a

B KoMOMHMpOBaHHOW TepanmuM LejeBas /03a [pernapara Tpunentan®, cocrapsiomas
30 — 46 MI/Kr B CYTKH, J10JDKHa OBITh JOCTHIHYTa HE paHee, YeM uepe3 2 HeJeJU ¢ MOMEHTa
Havasa Teparnuu.

B KIMHMYECKOM MCCJIEJ0BAaHMM C LEJeBOM CyTOYHOW [030M mnpenapara 46 Mr/kr B
KOMOMHMPOBAHHO#M Tepanuu y JeTei B BospacTe OT 3 10 17 et cpe/iHsis CyToYHas 103a COCTaBHIIa
31 Mr/kr B auamnasose ot 6 10 51 mr/kr B cyTku. B KiMHHUecKOM HccieoBaHuu 56% netei B
Bo3pacte OoT | Mecsua 0 4 7eT JOCTUIIM QHHATBHOM CYTOYHON MO/UICP)KUBAIOLICH 03B KaK
MHHHUMYM 55 MI/Kr B KOMOMHUPOBAHHOM Teparuu MpH LeseBoit 103e 60 MI/Kr B CyTKH.
Maxkcumanvnasn pexomenooséannas 003a

[Ipy HeoOGXOAMMOCTH /ISl JAOCTHKEHHs JKEJaeMOro TepaneBTHYECKOro 3(pdekra BO3MONKHO
MOCTENEHHOE TMOBBIIIEHHE J03bl — C MHTEPBAJIOM MPUMEPHO B | HEAENO 103y YBEJIWYHBAIOT -
MakcuMyM Ha 10 MI/KI/CyTKHM, 10 MaKCHMAaJIbHOM CYTOUHOM /103bl M3 pacyera 60 MI/KT Macchl
Tena.

Apgpexm knupenca MI'TI, ckoppekmuposanno2o no macce meiay oemeil

[Ipy npumeHeHuu npernapara Tpunentan®

B MOHOTEpanvyd ¥ B COCTaBe KOMOMHMPOBaHHOM
Tepanuu, NpY KOPPEeKLMH M0 Macce Tena Kaxyuuiics kampenc MITI y nereid 3HauMTe]bHO
CHIDKAaeTcs ¢ yBelMueHueM Bospacta. JletssM B Bo3pacte oT | mecdua 1o 4 JeT MOKeT
notpeboBaThes 1032 npernapara, B 2 pasa npesbllaBiias 103y 1/is B3pOCIibIX, IPU KOPPEKLMH 110

Macce Teja; A€TAM B BO3pacTe OT 4 o 12 netr Moxer HOTpe6OBaTbCﬂ J03a, NMpeBbILIaroas 103y
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Ju1st B3pocibiX Ha 50% mpu KOppEKLMH 110 Macce Tela.

OoHo8pemenHoe npuMeHenue ¢ NPOMUBOINWIENMUECKUMU NPENnApamamu - UHOYKMopamu
uzoghepmenmoe nevenu 'y demeu

V nerteit B Bo3pacte OT | Mecsua 10 4 J€T BIMAHME NPOTUBOINMUICTITHYECKUX NPENapaToB -
MH/IYKTOPOB (PePMEHTOB MEYEHH HA MX KaXKyIMICsS KIMPEHC BHIPAkKEHO B OOJIBLICH CTENEHH, YeM
y neTeit Goslee cTaplIMX BO3PACTHBIX IPYMI (IPH KOppeKuuu no macce Tena). ITpu npumeHennu
npenapata Tpunentan® y geteii B Bospacte oT | Mmecaua a0 4 jer B KOMOMHAUMH ¢
MPOTHBOSNMJIENITHYECKAMH  TIperapaTaMu  MHAYKTOpaMH  (EepMEHTOB  TEYEHH  MOKET
notpeGoBaThes 103a okckapbazennHa npuMepHo Ha 60% Bhille (NPH KOPPEKLIMM 110 Macce Tea),

v WA TIpU €ro NpuMEHCHUHU B KOMOMHAIUU C

4yeM Mpu MOHOTepanuu npenaparoM Tpunenrtan
MPOTHBOSMUIENTUHYECKUMHU CPE/ICTBAMH, He HHIYLMpYIommmMu n3odepmentsl. Jlns aetei Gosnee
CTaplIMX BO3PACTHBIX TIPYIN TpPH TPOBECHHH KOMOMHMPOBAHHOW Teparnuu MpernapaToMm
Tpunentan® ¢ NPOTMBOSNMIENTHYECKUMHU TPENapaTaMi MHAYKTOPaMH M30(E€pPMEHTOB MeYeHH
MOXET MOTpeOOBAaThCS HE3HAUMTENIBHOE YBEIMYEHHE JI03bl Mpernapara [0 CPaBHEHHIO ¢
MOHOTEpaIue.

V nereit muajiie 3 jieT npenapar cie/lyeT NpUMeHsTh B opMe CHpoIia B CBA3M C TPYAHOCTAMH
MPUMEHEHHUS TBEP/IBIX JIEKAPCTBEHHBIX (POPM Y MALMEHTOB STOM BO3PACTHOM IPYIIIIbI.
Ilayuenmu! 6 6o3pacme 265 nrem

CrienanbHas KOppeKLMs pekuma 103MpOBaHKs y JaHHOM KaTeropuH MalMeHTOB HeoOXoauma
TOJILKO MPH HapyleH!H QyHKIMK Noyek (KaupeHe kpeatuHuHa <30 mia/MuH). B ciry4ae Hannuus
pYCKa pa3BUTHs TMIIOHATPUEMUH HEOOXOAMMO MPOBEIEHHUE TILATEILHOTO KOHTPOJIS COAEPKaHHs
HaTpHsl B CIBOPOTKE KPOBH.

Ilayuenmol ¢ HapyuwieHUAMU PYHKYUU neYeHU

He TpeGyeTcs KoppeKLUnH pexxiuma J03MpOBaHus y NALMEHTOB ¢ HapylIEHUAMH QyHKIUH NeYeHH
nerkoi W cpeaneit crenenu. HeobGxoaumo cobirofaTh OCTOPOXKHOCTH IMPH TPUMEHEHUH Y
MalUMEeHTOB ¢ HApYLIEHUSIMHU QyHKLMH NEUYEHU TAKEION CTENEHH.

Ilayuenmol ¢ Hapywenuamu GyHKyuu noyex

JIns nanMeHTOB C HapylleHWsIMM (QYHKUMH mouek (KiMpeHC KpeaTMHMHa <30 MJ/MHH)
pexomeHiyemas HadyasbHas 103a coctapiser 300 Mr/cyTKH; MOBBILIATH 103y CJIEAYET MEICHHO,
710 JIOCTHKEHHS JKeJIaeMoro TepareBTudeckoro oteera. Heobxoaumo TiaTtesabHoe HabMOAEHUE

JJAHHBIX MAaIlMEHTOB B TCUCHUC r101160pa JO3BbI.
IIOBOYHOE JENCTBHUE

Haubonee 4yacto coobiianoch 0 cleaylolmx HexenateabHelX peakuusx (HP): connuBocTs,

roJloBHas 60ﬂb, rOJIOBOKPYXKEHHUE, IMIIIONMUA, TOLIHOTA, PBOTA, INOBBIMICHHASA YTOMIJIIEMOCTD
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(6osee yem y 10% nauueHTOB).

B KIMHMYECKMX MCCJeI0BaHMAX ObIO nokaszano, uyro HP oObyHO c1abo Wiu yMmepeHHO
BBIPAXKEHbI, HOCSAT TPAH3UTOPHBIH XapakTep U HaOJIOAAIOTCS B OCHOBHOM B Hayalle TeparuH.
IpuBesieHHbIe HIDKE JaHHblE CyMMHUpPYIOT MHpopmauuio 0 HP, 3aperncTpupoBaHHbIX B XOA€
KIMHHYECKMX WCCIIeJIOBAaHMI, a TakkKe JjaHHple M0 TNpodumo 6e30MacHOCTH Tpenapara,
MoJyueHHBIE B XOJe €ro MpUMeHeHus B KiuHuyeckod npakruke. HP crpynnupoBaner B
COOTBETCTBMH ¢ Kiaccudukaimeit opraHos U cuctem opraHos MedDRA, nipu 5TOM nepeync/IeHsl
B MOPSA/IKE YMEHBLICHHS UX 3HAYMMOCTH.

Kputepun olieHKkn yacToThl Bo3HuKHOBeHus HP: «ouens wacto» - >1/10, «uacto» - >1/100 -
<1/10, «xeyacto» - >1/1000 - <1/100, «peaxo» - >1/10 000 - <1/1000, «ouens peaxo» - <1/10 000
(BK/IIOYAs OT/IE/IbHBIE COOOLLEHHUS).

Hapywenus co cmoponbsl Kpogu u 1umM@amuuecko Cucmempl: He4acTo — JICHKONEHHUA; 04YEHb
peaKo — M0/1aBlIeHHe KOCTHOMO3rOBOIO KPOBETBOPEHHUS, allJlaCTHYECKasi aHEMUsl, arpaHy JIOLMTO3,
NaHIMTONEHUs,, TPOMOOLIUTONEHHS, HEUTPOIIEHHS.

Hapywenus co ¢cmoponbl UMMYHHOU CUCHEeMbl. OYE€Hb PEIKO - aHa(pUIAKTHYCCKUE PeaKilHH,
peakiuuu TUMepUyBCTBUTEILHOCTH (B TOM qucrie peakuuy  TOJIMOPraHHON
FUIEPYYBCTBUTEILHOCTH), KOTOPhIE XapaKTepH3YIOTCs TaKUMH CHMIITOMAMH Kak Chbillb H
MOBBLILIEHHE TEMIEpaTypbl Tela. BO3MOXHBI TakkKe HapylIeHHs €O CTOPOHbI KPOBH H
nmumpaTHUecKol cucTeMBl (303UHO(UINS, TPOMOOLMTONEHHUS, JIeHKONeHuUs, TuMpaIeHONaTHs,
CrleHOMeranus), nevyeHu (remnaTtut, W3MEHeHWe TMoKasarenell (QYHKUMM MEeYEeHH), MBI H
CycTaBoB (MHaJrusi, TNPUIYXJOCTh B 00JACTH CYCTABOB, apTpajrus), HEPBHOH CHCTEMBI
(neyenoyHas sHLedasonaTys), novek (MnovyeyHas He0CTaTOYHOCTh, MHTEPCTUIIMATIBHBIA HeDpHT,
MPOTEUHYpHsi), JIeTKHX (OTeK JIerkux, OpoHxocnasm, OpoHXHMa/IbHAs acTMa, UHTEPCTULIHATIbHAS
00Jie3Hb JIETKUX, O/IBIIIKA), aHTHOHEBPOTUYECKHH OTEK.

Hapywenus co cmoposl 3HOOKPUHHOU CUCHEeMbL: 4aCTO — YBEJIMYEHHE MACcChl TeJla; OYeHb PE/IKO
- PTMIIOTHPEO3.

Hapywenus co cmoponsi obmeHna 6ewjecmeé U NUMAHUA. 4YacTO — TUMOHATpUeMMs (vaiue
OTMEYaeTcss y TalMeHTOB Bo3pacte >65 JieT); OuYeHb peaKO — KIMHMYECKH 3Hayumas
rurnoHatpueMus (cojepkanue Hatpust <I25 MMoOIB/1), BO3HMKaOLAs, KaK NpaBuilo, B TEYCHUE
MepBBIX 3 MECSLEB TePAluy PENapaToM, XOTs Y HEKOTOPbIX MalMeHTOB - OoJiee Yem yepes | rox
Mmocjie Havajia Je4eHus (CONMPOBOXKAAOIIAACA PA3BUTHEM TaKUX MPOSABJIEHUH U CUMIITOMOB Kak
Cy/IOpOrH, 3HuedanonaTus, yroeTeHue CO3HaHHs, CITyTAHHOCTb CO3HAHMS); HAPYIUIECHUs 3peHUs!
(HEYETKOCTh 3peHHs ), TUIIOTHPEO3, PBOTA, TOLIHOTA, AePHLMUT (OITHEBOH KMCIIOTHI.

Hapywenus ncuxuku. 4YacTo - aKdTauus (HEpPBO3HOCTb), SMOLMOHANIbHAS JAOMJIBHOCTD,

CITyTAHHOCTBH CO3HAHMA, ACMNPECCHs, araThs;.
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Hapywienusi co cmoponbl HepeHOU CUCMEeMbl. O4EHb 4aCTO — COHJIMBOCTD (22.5%), ronoBHas 6016
(14,6%), ronoBokpysxenue (22,6%); 4acTo — aTakcus, TPEMOp, HUCTArM, HapyICHUE BHUMAHHA,
aMHe3usl.

Hapywenus co cmoponsi 0p2ana 3penus: O4eHb 4acto — aunionus (13,9%); 4acTo — HapyLueHns
3peHHsl, 3aTyMaHUBAHUE 3PEHUSL.

Hapywenus co cmoponbl op2ana ciyxa u 1a0upunmmele HApYyUIeHus: 1acTo — BEPTHTO.
Hapywienus co cmoponbi cepoya: 04eHb PeIko — aTPUOBEHTPUKY IApHast OJI0Ka/1a, apUTMHUSL.
Hapywienusi co cmoponbl COCY10B: OU€Hb PE/IKO — apTepHalibHask TMIIEPTECH3HS.

Hapywenust co cmoponbl J#ceny00yHO-KUueYHo20 mpakma: O4YE€Hb 4YacTo — pBOTA (11,1%),
tomHoTa (14,1%); yacto — auapesi, 60716 B 00/1aCTH )KMBOTA, 3aM0p; OYCHb PEIKO — MAHKPEATHT
W/WIIM TIOBBIIIEHHE AKTUBHOCTH JIUIA3bl W/WJIH aMUJIa3bl.

Hapywienusi co cmopomvl neveHu u Jceivesbl600AuUxX nymetl. 04eHb Pe/IKo — rernarHr.
Hapywenus co cmoponbl KoJicu t NOOKOJICHbIX MKAHE: YaCTO — KOXKHasl Chillb, aONELHs, aKHE,
HEYacTO — KpalnvBHHIE@; O4YeHb peako — cuHapoM CruBeHca-/KOHCOHA, TOKCHYECKUH
SnuAepMabHbIil Hekposu3 (cunapom Jlaiienia), aHTMOHEBPOTHYECKUH OTEK, MyJIbTH(OPMHAs
HpUTEMa, CHCTEMHAs KpacHas BOJIYaHKa.

Obwue paccmpoiicmeéa u Hapyuienus 6 mecme 66e0eHus; O4YeHb YacTo — TOBBIIICHHAS
yTomasieMocTs (12%); yacTo — acTeHwms.

Jlabopamopuvie u uHcmpymMeHmaivHble OAHHbIE: HEYAaCTO - TOBBILICHHE aKTUBHOCTH
«TIEYEHOYHBIX» (epMEHTOB, IeN0oYHON (ocdarta3bl B KPOBHM; OYEHb PEIKO — MOBBILICHUE
AKTUBHOCTH aMMUJIa3bl, JIUIA3bI.

B KIMHMYECKMX MCCIIe[IOBaHMSX, MPOBEJAEHHBIX Y JeTeil B Bo3pacTe oT | mecsua a0 4 jer,
Haubostee yacTo Habmoaanack coHmBocTh (y 11% naumentos). C yactortoit >1% - <10% (4acto)
OTMEYAJIUCh ATAKCHS, Pa3/IpaXKMTENIbHOCTh, PBOTA, JIETaprus, MOBBILICHHAs YTOMIISIEMOCTb,
HUCTArM, TPEMOP, CHH)KEHHE aNMeTHTa, MOBBIIIEHHE KOHUEHTPALMK MOYEBOH KUCIIOTBI B KPOBH.
HP, svisgnennvie 6 nOCMpeucmpayuoHHoM nepuooe Ha OCHOBAHUU OMOCNbHBIX COODWeHUl U
clyuaes, ONUCAHHLIX 6 Iumepamype

[TockonbKy uHpopMauus o aaHHbIX HP mosydyeHa MeTo0M CIOHTAHHBIX COOOLIEHHUH U TOYHOE
YKCJIO TMALMEHTOB, MPUHUMABLLIHMX Mpernapar, He ONpe/lesIeH0, OUEHUTh YacTOTy BO3SHUKHOBEHHUS
JIAHHBIX peaKlMil He IMpPe/ACTAaBISETCS BO3MONKHBIM, B CBS3M C YeM JUIS HHX YKa3aHO «4acToTa
HEU3BECTHAY.

HP xnaccupuumpoBanbl MO CHCTEMaM OpPraHoB, B IMpeJesiaX Kak/I0d CUCTEeMbl OpraHoB
PacroioKeHbI B MOPAAKE YMEHBLIEHHUS CTENEHU TAXKECTH.

Hapywenus co cmopoHbl KO U NOOKOICHbIX MKAHeU

JlekapcTBeHHas Chillb ¢ 303MHOGHUINEH U cHUCTeMHbIMM nposBienusamMu (DRESS-cunapom),
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OCTpBIil reHepaTM30BaHHbIN K3aHTEMATO3HBIH MyCTYyIe3.

Hapywienus co cmoponbl CkeemHO-MblUeYHOT U COeOUHUMEIbHOT MKAHU

BeUIM CcOOOIIEHUS O CHMKEHMHM MHHEPAJbHOM IUIOTHOCTH KOCTHOW TKaHH, OCTEONEHMH,
OCTEONnopo3e M MepesioMax Yy MalKMEHTOB, MOJYyYalOLKUX UIMTEIbHOE JICYEHHE TpernapaToM
Tpunentan®. MexaHusm BisiHHS OKcKapOasenuHa Ha MeTabo/In3M KOCTHOH TKaHH HE BBIACHEH.
Hapywenus co cmoponbl 0bmena sewjecms u Numanus

CHHPOM HeaJIeKBaTHOM CEeKPELIMH aHTH/NY PETHYECKOTO FOPMOHA, NPOABIISIOLIMIACS JIeTaprHeH,
TOLIHOTOM, TOJOBOKPYXEHHMEM, CHIKEHHEM OCMOJISIIBHOCTH CBIBOPOTKM KpPOBH, PBOTOH,
rOJIOBHOM GOJIBIO, CMYTAHHOCTBIO CO3HAHWS W JPYTMMH CHUMITOMAaMH CO CTOPOHbI HEPBHOH
CUCTEMBI.

Tpasmvl, uHmokcuxkayuu U OCIOACHEHUS. MAHURYIAYUL

[Tagenwue.

Hapywenus co cmopoHbl HepEHOU CUCMEMbl

Hapyuenus peun (B TOM YHCIIe JU3apTPHs), 0COOEHHO B MEPHO/L MOBBIICHHS 103bI.

Ecnu nobvle u3 ykazammvlx 6 UHCMpPYKyuu noGounvlx sghgpexmos ycyeyonsiomes, wiu Bo
samemunu n06vie Opy2ue nobouHvie YPGexmo, He YKA3aHHble 6 UHCMPYKYUU, Coodusume 00

IMoMm eépady.

ITEPEJIO3UPOBKA

MMeroTes eiMHUYHBIE COOOIIEHHUS O Nepe/103UpoBKe npenapaTta. MakcumalbHas 103a, ONMCaHHas
B cOO0LIeHUAX, cocTapsia npubauzureabHo 48000 mr.

Cumnmomvi

Hapywenus 600H0-21€Kkmponumno2o bananca: runoHaTpueMusi.

Hapywenus co cmoponbl opeana 3penus. JATUIONUS, MHO3, HEYETKOCTb 3pEHHS.

Hapywenus co cmoponbl nuwesapumenvHol Cucmempl: TOIMHOTA, PBOTA, TMIEPKUHE3HS.

Obwue paccmpoiicmea u HapyueHus 6 Mecme 66e0eHUsA. YTOMJISEMOCTb.

Jlabopamophvie u uncmpymenmansHoie OanHble. CHUKEHUE YacTOThl JbIXaTeNIbHBIX BHKEHHI,
yaiMHeHue uHtepsana QTc.

Hapywenus co cmoponvl HepsHOU cucmembvl. COHIMBOCTh U COMHOJICHLMS, TOJIOBOKPYKEHHE,
aTaKCHs, HUCTArM, TPEMOP, HapylleHHe KOOPAMHALIMH, CY/I0POTH, roJl0BHas 60Jib, KOMa, NOTepst
CO3HaHUS, TUCKHHE3HS.

Hapywenus ncuxuxu. arpeccys, aXuTalus, CIyTaHHOCTb CO3HAHHUA.

Hapywenus co cmoponbt cocyoos: aprepuajibHas THIOTEH3Us.

Hapywenus co cmoponsl 0bixameibHoll Cucmembl, 0pP2anos 2pyoHotl KIemKu U cpedoCmeHus.

OJIbIIKa.
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Jleuenue

Cneuuduyeckoro aHtu0Ta He cyiiectByet. [IpoBoasaT cuMNTOMaTHYECKOE M NMOUIEPKUBAIOLICE
neuenue. ClieyeT HMETh B BUJLY, UTO /ISl yMeHbLueHHs abcopOumu okckapbaseniua MoxKeT ObITh
NpOBEJICHO MPOMBIBAHME JKeJNy/AKa W Ha3HauyeH MNpUeM akTupuposanHoro yrmi. Crexyer
MPOBOMTE KOHTPOJIb KM3HEHHO BAKHBIX (YHKUMi opraHu3ma, ocoboe BHUMAHHME yAenss
HapyILIEHUAM BOJHO-DJIEKTPOJIUTHOrO OajaHca, CepeYHOl NMPOBOANMOCTH M HApYIICHUAM €O

CTOPOHBI JIbIXaTeIbHON CUCTEMBI.

B3AUMOJENCTBHUE C JIPYTUMU JIEKAPCTBEHHBIMHU CPEJICTBAMUA

Hueubuposanue usoghepmenmos

Oxckap6a3enuH 1 ero papMakooruyecky akTuBHbii Metabout MITI aBastoTCs MHrMOUTOpPamMu
uzodepmenta CYP2C19. Takum 06pa3om, OJHOBPEMEHHOE NpPUMEHEHHME OKCKapOasenvHa B
BBICOKMX /103aX H [IPENapaToB, KOTOpbIe MeTabonu3upytotes ¢ yuactueM uzopepmenta CYP2C19
(nanpumep, (eHobapbOuTan, (GeHUTOWH), MOXKET INpPUBECTH K MX B3aumojencTeuio. Jlns
HEKOTOPBIX MalMEHTOB MOXKET MOTPeOOBATHCS CHHWIKEHHME J03bl IpenapatoB — CyOcTpaToB
uzodepmenta CYP2C19. Beuto nokazano, uto okckapbazenud u MI'TI c1abo MHrMOUpYIOT Wi
COBCEM HE B3aUMOJIEHMCTBYIOT CO CJIEAYIOIMMH MUKpocoMaibHbiMU H30depmentamu: CYP1A2,
CYP2A6, CYP2C9, CYP2D6, CYP2EI, CYP4A9 u CYP4ALll.

Hnoykyus ¢hepmenmoe

In vitro w in vivo oxckap6azenun u MITL, sBissachk cnabbiMM MHIYKTOpaMH H30()E€pPMEHTOB
CYP3A4 u CYP3AS, cHIWXKaIOT NJ1a3MeHHbIe KOHIIEHTPALIMU penapaToB, MeTaboIU3UpY OLIMXCS
JNaHHBIMM  (epMEHTaMHU: JUTHAPONMPHIMHOBBIX AHTArOHUCTOB  KajbLMs, INEpOpabHBIX
KOHTPALIENTHBOB M MPOTHUBOAIUIIENITUYECKUX TpenapaToB (Hanpumep, kapbamaszenuna). [lpu
O/JHOBPEMEHHOM MNpUMEHeHMM ¢ npenapatom Tpunentan® Takke BO3MOXKHO CHHXKEHHE
KOHLEHTpPAllMM B I[UJ1a3Me€ KPOBM M JIPYIMX JIEKaPCTBEHHBIX T[PENaparoB, sABISKOLIMXCS
cyocrparamu  u3opepmentoB  CYP3A4 u CYP3AS (manpumep, mnpemnapara rpyIibl
MMMYHO/IETIPECCAHTOB - LIMKJIOCTIOPUHA).

[Tockoanbky in vitro MI'TI n okckap6a3zenut sBISOTCS C1abbIMU MHAYKTOpaMH ypuanHaudocdar-
MJIIOKYPOHMIT TpaHcdepasbl, MaTOBEPOSITHO, YTO i Vivo OHM CIOCOOHBI BIMATH Ha METabOJIU3M
NpenapaToB, BBIBOJAIIMXCS B BH/IE KOHBIOTATOB C IIFOKYPOHOBOH KHMCJOTOHN (Hampumep,
BaJIbIIPOEBON KHCJIOTBI M JamMoTpumkuHa). Ho, npuHMmas Bo BHHUMaHMe jaxe ciabyio
MHJIY LIMPYIOLLYIO criocoOHOCTh okckapbasenuna u MI'TI, MoxeT noTpeboBaThes yBeIMUEHHE /103
OJTHOBPEMEHHO TMPUMEHSEMBIX MpernapaTtoB, KOTOpble MeTa0OIM3UPYIOTCA C  y4acTHEM
m3opepmenta CYP3A4 unu ypuaunaudocdat-rmokyponun tpancdepasoit. B ciyuae orMeHsl

®

npenapara Tpunentan® MoXeT NOTpeOOBAaThCS CHUKEHHUE 03Bl THX MPENnaparos.
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In vitro ucce0BaH s TTOATBEPAMIN C1a0Yr0 MHYLIUPYIOLIYIO CIOCOOHOCTL OKCKapbasen1Ha 1
MITI B ortHomenun wuzodepmentop mnoacuctemsi CYP2B u  usodepmenta CYP3A4.
WUnayumpyiomee Biusuue okckapbasenuua u MITI Ha apyrue usodepmentst cuctemer CYP
HEU3BECTHO.

IIpomusosnunenmuyeckue npenapamol

[Ipy  OJHOBPEMEHHOM TPUMEHEHMH OJIHOTO MIIM  HECKONBKUX TMPOTHBOSNHUIICTITHIECKHX
MpenapaToB — MOUIHBIX MHAYKTOPOB Luroxpoma P450, Takux kak kapOasenvt, GEHHTOMH WM
denobapouTan, ¢ okckapOa3eNMHOM B KaXKIOM KOHKPETHOM CJTyyae HEOOXOAMMO OCYIIECTBIATh
TIIATE/IbHYIO KOPPEKIMIO 103kl W/WIIH KOHTPOJIb KOHLEHTPAIIMK MPENapaToB B IIa3Me KPOBH.
Bo3MoxHble B3auMojeiicTBUs npenapata Tpunentan® W ApyruX MpOTHBOMHIEHTHYECKHX

npernapaTtoB OUEHUBAJIMCE B XO/JA€ KIMHHUYCCKHX HUCCJIEIOBAHUN. HaHHbIC 10 BJIMAHHUIO STHX

B3aumoeiicTBuit Ha AUC ¥ MUHMMaJIbHYI0 KOHLEHTpALHIO (Cmin) CyMMHPOBaHbI B TaOJIHLIE:

[TpoTHBO3NUIENITHYECKUH Bausnue npenapara | Bausauue [12I1 Ha
npenapat (I1311) Tpunentan® na koHueHTpauuio | KoHueHTpaiuio MITI

[1211 (C min)
Kapbamasenux 0 - 22% yMeHbllIEHHE 40% ymeHblIEHHUE
Knob6azam He n3yyanoch He Bausier
denbamar He un3yuanoce He Biuser
denobapburan 14-15% yBennyeHue 30-31% ymeHbleHHe
DeHUTOUH 0-40% yBenuueHue 29-35% yMmeHblLIeHHE
Banbnpoesas kuciiora He Biusier 0-18% ymeHbLIEHHE
JlaMOTpuIKHUH He Bnusier* He Bausier

(* OrcytctByeT BiausgHue Ha Cmin, AUC 1 Crmax)
Konuenrpauus ¢eHuTonHa B 1iasmMe KpoBu yBeawuuBaetcs 10 40% npu OJHOBPEMEHHOM
npumenenuu npenapata Tpunentan® B 1o3e 1200 Mr B cyTkH H Bbiwe. [109TOMY 11pH NpUMeHeHHH

npenapara Tpunenran®

B BBILIEYKA3aHHBIX 032X MOXET MOTpedOBaThCS yMEHBLIEHHE 03Bl
(beHuTOnHa.
VBenuyeHue KOHUEHTpalMu B riasMe (eHobapburtana npu OJHOBPEMEHHOM INPUMEHEHHH C

npenapatom Tpunenran®

He3HauyMuTeIbHO (15%).

[Ipy  OAHOBPEMEHHOM TMpPHUMEHEHWH CHJIBHBIX MHAYKTOPOB LMTOXpoma P450  w/mim
ypuauHaubochaT-rIoKypoHu TpaHcdepassl (T.e. pudamnuimHa, kapbamasenuna, GpeHuronHa
u (enobapburana) ymensiaercss konuentpauus MITI B nna3zve kposu (Ha 29 - 49%). Takum
00pa3om, cieayeT KOHTpoJupoBaTh KoHueHTpauuto MITI B niasme/CbIBOPOTKE KPOBM M MpH
HEeOOXOJIMMOCTH  KOPPEKTUPOBaTh 103y Tpenapara INpH OJHOBPEMEHHOM MPUMEHEHUH
okckapbasenuHa ¢ OJJHAM WIIH HECKOJIBKUMH M3 BbIILEYKa3aHHBIX NPENapaToB.

V npenapata Tpunentan® He GbLIO BBISBIEHO ABIEHHI ay TOMHLY KLIWH.

rOpJ\'IOHa.'IbeIe KOHmpayenmuebwl

Iloxazauo B3aUMOJIEMCTBHUE OKCKap633CHHHa C KOMITOHEHTAMH TEpOopaibHbIX KOHTPALCIITHBOB!
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STUHUIDCTPAAMONIOM M JieBoHoprecTpeioM. Cpeanue 3Hayenus AUC juist HUX yMEHBIIATHCh HA
48 - 52% u 32 - 52% cooTBeTcTBeHHO. MccneoBanuii B3aumosieiicTBus npenapara Tpunenran®
¢ APYTMMHU TIepOPAIbHBIMA WM HMILIAHTHPYEMBIMH KOHTPALIENTUBAMU He NPOBOAMIIOCH. Takum
o0pa3oM, OJHOBPEMEHHOE [pPUMEHEHHE  Mpenapata Tpunentan® ¥ rOPMOHAJIBHBIX
KOHTPALIENTHBOB MOXET MPUBOANTH K CHXEHHMIO >P(PEKTHUBHOCTH MOCIEJHUX, B CBA3H C YEM
MalMeHTKaM, [0y 4aloluM edeHue npenapatom Tpunenran®, pekoMeH Ly eTes 0NONHATETbHOE
MpUMEHEHHE HAIeHKHBIX HETOPMOHAJIbHBIX METO/I0B KOHTPALICIILIUH.

FBnoxamopwi kanvyuesvix kananos

OHOBpeMeHHOe NpuMeHeHue mpenapara Tpunentan® u (enoanniHa MOXET NPUBOAMTL K
ymenbineHuto 3Hauenuss AUC denoaununa Ha 28%, XOTsA KOHLEHTpAUWH B [la3Me KPOBH
OCTalOTCs B Ipe/iesiaX TepaneBTHYECKOro quarna3oHa.

C zpyro#t cTOpOHBI, NPU OJHOBPEMEHHOM NPHUMEHEHHH TpernapaTa Tpunentan® u Bepanamuia
BO3MOKHO cHukenue koHueHtpauuun MITI B ceiBopoTke kpoBu Ha 20%. Takoe cHuxeHHE
koHueHTpauuu MI'TI B cbiBOpOTKE HE MMEET KIIMHHUYECKOTO 3HAUEHHSI.

B KJIMHMYECKMX MCCIIeI0BAHUSX Y MALMEHTOB, MOIYYaBIINX TPHLIMKIUYECKHUE aHTH/IETIPECCAHTEI,
He ObLTO BBISIBJICHO KIMHUYECKH 3HAYUMBIX B3aMMO/IEHCTBUI.

OJHOBpeMeHHOE TPUMEHEHHE TMpernapaToB JIUTUS M OKCKapOaszenuHa MOXKET MPUBOIMTH K
YBEJIUYEHHUIO HEUPOTOKCUYHOCTH.

Bzaumooeiicmeue ¢ opyeumu 1ekapcmeenHbIMu cpeocmeamu

LlMMeTHAMH, SPUTPOMHIIMH, AEKCTpornpornokcudeH He BIMAIOT Ha (apMaKOKMHETHYECKHUE
napametpsl MI'TI; BUoKca3uH He3HaYMTENbHO BiUseT Ha KoHUeHTpauuio MI'TI B niasme kposu
(xkoruenTpauust MI'TI noesimaercs Ha 10% nocne nNoBTOPHOro OJAHOBPEMEHHOIO MPUMEHEHHS).
He otmeueHo Kakux-1ub0 B3aMMOJCHCTBMI ¢ BapdapMHOM, KaK IIpU  OJHOKPAaTHOM

OJIHOBPEMEHHOM TIpUEME, TaK M MPH MPHEMe IOBTOPHBIX 103 npenapata Tpunentan®.

Ipenapat Tpunentan®

MOXKET yCHUIIMBATh ceaTUBHBIN 3 dekT sTanona.

OCOBBIE YKA3AHUS

I'lonyqeubx COOﬁIHEHI/lSI O PHUCKE YXYALICHUS TEYCHUS SMHUJICNITUYCCKUX TIPpUIIAIKOB TIpH
NPpUMEHEHHUHN TIpernapara Tpvmeman®. [loBbllieHHE puUCKa YXYALIEHHS TEYEHUS TPHUCTYIIOB
Ha6monan001>, B OCHOBHOM Y uereﬁ, OJHAKO, MOJKET BO3HHUKAThb U Yy B3POCIIbIX. Ecnu Ha Q)OHe
NMPpUMEHCHHSA rnpenapara Tpuneman® oTMEYaeTCA YXyJAUICHUE TCUYCHUA SIMUICTITUYCCKUX
MpUNaaKoB, IPUMEHEHHUE Mpernapara cjaelyeT NpeKpaTUTh.

Peam;uu 2unepuyscmeumeivHocmu

[lpu npumeHeHuun npenaparta Tpvmeman® B KJIMHUYECKOW MPAKTHUKE B OT/AE/IbHBIX ClIy4asx

(HOCTpCFHCTpaLIMOHHblC COO6I.[I€HPI$I) OTMEYaJIOCh pPa3sBUTHE peaxunﬁ rUnepvYyBCTBUTCIIBHOCTHU
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HemeieHHoro tvna (I Tun), BKJIKOYas Chilb, KOXKHBIHM 3y/l, KPalMBHHILY, AaHTHOHEBPOTHYECKHUH
OTeK M aHaUIaKTHYECKUE PeaKLMi. AHTMOHEBPOTHYECKHI OTeK W aHAQUIAKTHYECKUE PEaKLIMK
¢ TOpaXeHHMEM TOPTaHM, IOJOCOBBIX CKIAAOK (061aCTh roNOCOBOM IENH), sA3bIKA, Iy0, Bek
pa3BUBAIMCh KaK MPH NMEPBOM, TaK M NIPU MOBTOPHOM MpUeMe Mpenapara Tpunenran®. B ciyuae
pa3sBUTHS TUIEPYYBCTBUTEIBHOCTH HEMEUIEHHOTO THIIA CJIEAYyeT HEMEJICHHO OTMEHHTh
npenapat Tpunentan® u HayaTh aNbTEPHATUBHYIO TEPATTHIO.

Cneayer ¢ OCTOPOXHOCTBIO — MPUMEHATH  Tpernapar Yy  MalMEHTOB C  M3BECTHOM
FMMEpPUYYBCTBUTEIBHOCTRIO K  KapOamazenuHy, TaKk Kak y 9TOH TpyNibl MalMeHTOB
npubnusurensHo B 25-30%  ciyyaeB  BO3MOXKHO — Pa3sBMTHE  peakUMi  [OBBILIEHHOM
4yBCTBUTEJIBHOCTH K OKCkapOazermuHy. Y NalMeHTOB 0Oe3 aHaMHECTMYECKHMX YKa3aHW# Ha
CUMEPYyBCTBUTEIBHOCTh K KapOamasenuHy, TakKe BO3MOXKHO pa3BUTHE PEAaKLMH MOBBILIEHHON
4yBCTBUTEJILHOCTH Ha Mpernapar, BKJIKO4Yas MOJMOpraHHble HapylieHus. Takue peakuuu MOryT
BBI3bIBATH PAa3BUTHE HAPYIIEHUH CO CTOPOHBI KOXHBIX TOKPOBOB, II€YEHH, KPOBH M
nuMGaTHYeCKON CUCTEMbl M APYTMX OPraHoB KaK B OTJEJIbHOCTH, TaK U B PaMKaX CHCTEMHOM
peakuuu. IIpy BO3HMKHOBEHMM MPU3HAKOB M CHUMITOMOB PEAKLUMH T'MIIEPYYyBCTBUTEIBHOCTH,
clle/lyeT HeMeIeHHO OTMeHUTh npenapat Tpunentan®.

TI'unonampuemus

YV 2,7% naumenToB, monyuyarommx npenapat Tpunentan®, HaGmomanach TMNOHATpUEMMS
(comepxaHue HaTpHs B CHIBOPOTKE MeHee 125 MMouib/T), KoTopasi OOBIYHO HE COMpPOBOXK/JANaCh
KJIMHUYECKUMH TIPOSIBIEHUAMH M He TpeboBana koppekuuu Ttepanuu. CopepkaHue HaTpus
HOPMaJTM3yeTcsl TIPM OTMeHe (YMeHbILIEHHH J103b1) Npenapata Tpunentan® uim KoHcepBaTUBHOM
NIeYeHUH (OrpaHMYEHHH NPUEMaA JKUJIKOCTH). Y MALMEHTOB ¢ HapylleHHWeM (pYyHKUMH MOoYeK B
aHaMHe3e, aCCOLIMUPYIOLIMMCS ¢ M HU3KUM COJIepKaHHEM HaTpHs B CHIBOPOTKE KPOBH (Hanmpumep,
y MalLMEeHTOB C CHMHAPOMOM HEaJeKBAaTHOM CEKpeLMHM aHTHIUMYPETHYECKOrO rOpMOHA), MIH Y
MalMEeHTOB, TMOJYYalOMUX OJHOBPEMEHHOE JIeUeHHE MpernapaTaMu, CrOCOOCTBYIONIMMH
BBIBEJICHUIO HATpWsl M3 OpraHusMma, (AMypeTHKH, NpenapaTbl, BIMSIOIIME HA CEKPELHIO
AHTHMMYPETHYECKOTO TOPMOHa), /10 Hayana Tepanuv npenapatom Tpunentan® cneayer
oMnpeeATh COJAepKAHUE HATPHUs B CHIBOPOTKE KPOBU. B ganbHelinem ciielyeT KOHTpOJIMpOBaTh
COIEp)KaHME HATPHsl B CHIBOPOTKE KpPOBM uepe3 2 He/leNnu Mocie Havyajla Teparnuu W Janee
€)KEMECAYHO Ha MPOTSHKEHUH 3 MeCsILIeB MM 10 Mepe HeoOXoauMocTH. C 0coOBIM BHUMAaHHEM K
JaHHbIM (PaKTOpaM pHUCKa CJIeIyeT OTHOCHUTBCS Y MOXHIBIX naiueHToB. [Ipy HeoOXoaumocTu
MPUMEHEHUS IMYPETUKOB U APYTUX NpenapaToB, CHUXKAIOLIMX CO/IepIKaHUE HATPUSI B CHIBOPOTKE
KPOBH, y MAlMEHTOB, MOJy4alOMX Tepanuio mnpenapatom Tpunentan®, ciemyer

MPpUACPKUBATBCA TEX IKE peKomeHuaunﬁ. Hpu MNOABJICHHUHU KJIMHHYCCKUX CHMIITOMOB

FANOHATPUEMHH, CIICAYET ONPEACTIUTb COACPIKAHUE HATPHUS B CBIBOPOTKE KPOBH. IIIIH OCTaJIbHBIX
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MAlMEHTOB ONpe/ie/ieHHe COIep)KaHue HAaTPUsl B CHIBOPOTKE KPOBH MOXKET OCYLUECTBIATHCS BO
BpeMsi [IPOBE/ICHUSI Py THHHBIX aHAJIM30B KPOBH.

Heo6X01MMO KOHTPOJIMPOBATh Maccy Teja y BCeX MAaLMEHTOB ¢ CepAeYHOM HEJ0CTaTOYHOCTBIO
A5 CBOEBPEMEHHOTO [MArHOCTUPOBAHMS 3aJePKKM JKMAKOCTH. [lpn 3asepikke KHIAKOCTH MU
MpY  MPOrPECCHPOBAHMM CHUMIITOMOB CEP/JEYHOM HEJOCTATOYHOCTH CJIEAYET ONPEIeTUTh
coJep)KaHhe HATpUs B CHIBOPOTKE KpoBM. B ciiydae BOZHMKHOBEHMS I'MIIOHATPMEMHMH BaXKHO
OrpPaHMUUTh KOJIMYECTBO NOTpeb sieMoil xuakocTH. Tak kak Npy NpUMEHEHUH OKCKapOasenuHa B
OYeHb PEIKMX CIyuasX BO3MOXKHO HapylIeHHe CEepeYHON TMPOBOJAMMOCTH, HEOOXOAUMO
TIaTe/bHOEe HAOMIOJEHHE MALMEHTOB C TPEALIECTBYIOUMMHE HApyLIEHUAMH CEpAEYHOM
MPOBOAMMOCTH  (QTPHOBEHTPUKYNsipHas  OloKaja, apuTMHs), TOJYHaloOlWMX — Tpenapar
Tpunentan®.

TI'emamonocuveckue usmeneHus

[To AaHHBIM COOOIIEHMI B MOCTPErMCTPALIMOHHOM IepHojie Ha (oHe Tepanuu NpenapaTroM B
OYeHb PEIKMX CllydasX OTMEYaJoch Pa3BUTHE arpaHysoLMTO3d, arjacTUYeCKOW aHeMHH H
MaHUMTONEHUH. YUYUTHIBas HE3HAUNTEbHYIO YaCTOTY BCTPEUAEMOCTH JaHHBIX SIBJICHUM, a TAKXKe
HaJlM4YK¥e  COMYTCTBYIOIMX  (akTOpoB  (HanmpuMep, OJHOBPEMEHHBIH  TNPHEM  JIPYTHX
JIEKApPCTBEHHBIX CPEJICTB, HAJMYME COIYTCTBYIOUIMX 3a00JeBaHMi), MPUUYUHHO-CIEACTBEHHYIO
CBSI3b MEX/Y pa3BUTUEM JAHHBIX HEXKENATeIbHBIX SBJICHUH W IPUMEHEHWEM T[iperapara
YCTAHOBUTH  HEBO3MOXKHO. [lpy  pa3BMUTUM  CHMNITOMOB  BBIP@XEHHOIO  YTHETEHMS
KOCTHOMO3TOBOTO KPOBETBOPEHHUsI HEOOXOAMMO pacCMOTPETh BONPOC 00 OTMEHE Mpenapara.
CyuyuoanbHole MblCu U nNo6eoeHUe

Y  nmauueHToB, TMOJYYaBIIMX MPOTHUBOCY/IOPOXKHBIE Mpenaparbl, OTMEYEHBbI  SMHU30/bI
CYMLMJIABHOTO  TMOBEACHHS M  CYMUMJIAIbHBIX  MbIcJed. Pesynbrartel  MeTaaHaiu3a
PaHIOMU3MPOBAHHBIX  IU1ALE00-KOHTPOJIUPYEMbIX — MCCIIEIOBAaHMI  TMOKa3anu  HeoJibIIoe
yBEJIMYEHHE pUCKA pPa3BUTHS CYMLMJAIBHOTO TOBEJCHUS Y TMALMEHTOB, [OJyYaBIINX
MPOTUBOCYIOPOIKHBIE Mpernaparsl. MexaHU3M yBeJIMYEHHs! PUCKA CYUIIM/IA Y JAHHOM KaTeropuu
MalMeHTOB He ycraHoBieH. Ha Bcex craausx JedeHus HeoOXOAMMO TIIATENIbHOE HAaOMoAeHHe
MalMeHTOB, MOJYYaloLMX JeueHue npenapatom. [TauueHTsl 1 MEIMUMHCKUIA NIEPCOHAT 10/KHBI
OBITH MPEAYNPEKIACHBI O PUCKE BOBHUKHOBEHHS CyMLIMAAJIBHBIX MBIC/IEH U STIM30/10B Y NALIMEHTOB
Ha (poue Tepanuu npenaparom Tpunenran®.

Hepmamonocuueckue peaxyuu

Ipu npumenenun npenapara Tpunentan® oueHb peako coOGLIANOCH O PAa3BUTHH CEPbE3HBIX
JIEPMATOJIOTHYECKUX peakluit, Takux Kak: cuHApoM CruBeHca-/DKOHCOHA, TOKCHYECKHH
snuiepMalbHbIid  Hekponus (cunapom Jlaitenna), skccynatvBHas MyJabTHGOpMHAs SpUTEMA.

[TarueHtam ¢ BBILICYKA3aHHBIMH JIEPMATOJIOTMYECKUMU  PEAKLUAMH MOXKET ﬂOTpC6OBaTbCH
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FOCMMTAIM3ALMS B CBS3U C PA3BUTHEM YIPOXKAIOLIMX XKU3HH COCTOSHUN; OYEHBb PEKO BO3MOXKHBI
neranbHble ucxoabl. IIpu npumenennu npenapata Tpuientan®™ 1epMaToNOrHYecKHe peaKiuu
HaOMONANKMCh KaK Yy JIETel, TaK ¥ y B3POCIBIX, U Pa3BUBAIMCH B cpeHeM vepe3 19 aHei moce
Hauana npuema npenapara. MiMerorcs oTaebHble COOOIIEHHs O ClIy4asX pelu/nBa Cepbe3HbIX
KOXHBIX PeakLMii Mpy Bo300HOBICHUH Npuema npenapara. IIpy pa3sBuTHH KOXKHBIX peaklyi Ha
done npumenenus npenapara Tpunentan® cieyeT paccMOTpeTh BOnpoc 06 OTMEHE npenapata
¥ IPUMEHEHHH JIPYTroro NpOTUBOSIUIIENITHYECKOIO CPE/ICTBA.

Koppensyus ¢ HLA-B*1502

MMeeTcsi 3HaYMTENIbHOE KOJIMYECTBO JIAHHBIX, MOATBEPXKAAIOIIMX POJib ajljlejiel YeJ0BEYECKOro
neiikorrapHoro antureHa (HLA) B pa3BUTHM Cepbe3HBIX KOXHBIX pEAaKIMH y TALUEHTOB C
MPeAPACcIoNOKEHHOCTBIO K TAaKUM COCTOSIHMSM. Y  MAlMEHTOB KMTaWCKOM M TaiCKOW
HAlMOHAJIBHOCTH TIPOCJIE)KUBAIACh YeTKas CBSA3b MeXJy pa3BuUTHEM cuHApoMa CTHBeHca-
JIxoHcoHa u cuHapoma Jlaienna npu npumMeHeHUM KapOamaselnuHa M HaJMYMEM B MX F€HOME
ajiesnis yenoBeueckoro JekkorurapHoro anturena HLA-B*1502. U3-3a cxoxkecTu B XUMHYECKON
CTpYKType OKckapOazenuHa M kapbamazenuHa CyLIECTBYET BEPOSTHOCTb Pa3BMTHsS CHHAPOMa
CruBeHca-J[xoHcoHa U cunapoma Jlaitenna y manueHToB ¢ HanuuueM B reHome annens HLA-
B*1502, npunumaromux okckapbazenuH.

YacToTa BCTpeYaeMOCTH JAaHHOTO ajuielisl y MalueHTOB KHTaWCKOH HaLlMOHAJILHOCTH COCTABIISET
2 - 12%, y Taiickoii — okoJio 8%, cpeay HEKOTOPHIX rpynn HaceneHus Pununnud u Manaizuu —
6onee 15%. PacnpocrpanenHocts annens HLA-B*1502 B Kopee u Unauu cocrasnset 2% u 6%,
COOTBETCTBEHHO. PacnpocTpaHeHHOCTh JAHHOTO a/UleNs y JIML €BPOTNEOUIHOM, HErPOU/IHOM pac,
y TaTHHOAMEPUKAHLEB, HH/ACHLIEB U AMOHLEB He3HauuTeNbHa (<1%).

YacToThl JaHHBIX ajiiesiel MpeJCTaBISIOT MPOLEHT XPOMOCOM B OMpEIE/CHHBIX MOIMYJISLMIX
HaceJIeHUs, KOTOpbIe HECYT ajjieb. JITO O3HAYaeT, YTO MPOLEHT MaLMEHTOB, HECYIIUX KOIHIO
aJsienu, Nno KpaiHel mepe B OJHOM M3 MX JBYX XPOMOCOM TOYTH B /IBa pa3a BbILIE YaCTOTHI
BCTpevyaeMocTH ajens. Takum oOpa3oM, MPOUEHT MalMEeHTOB, KOTOPble MOTYT OKa3aTbCs MO/
yrpo30ii, MOYTH B 2 pa3a BbIlIE YaCTOTHI aJlIeIEH.

[lpu npumenenuu npenapata Tpunentan® y Bo3MOXHBIX Hocutenei amnens HLA-B*1502
PEKOMEH/IyeTCsl MPOBOAUTHL MEHOTUITMPOBAHUE MO JaHHOMY aniento. [Ipumensrs npenapat y
HOCHUTEJIeH JaHHOTO ajulesis CAeAyeT TOJILKO B TOM Cllyyae, €C/Id O’KUAaeMas MoJjb3a OT Teparuu
NpeBbIIaeT BO3MOXHBIN puck. Hanuuue AaHHOrO ajens y il KMUTalCKOW HAllMOHAIIbHOCTH,
NPUHUMAIOLIMX JIpYyTHe TPOTUBODIMJIECNITUYECKHE T[pernaparbl, IpPUEM KOTOPBIX TaKxke
aCCOLIMMPYETCS € PAa3BUTUEM TSDKEJIBIX I€PMATOJOMMYECKUX PeaKLMii, MOBBIIACT PUCK Pa3BUTHS
TSDKEJBIX J€pMATOJIOrMYecKuX peakuui. ¥ nauuentoB ¢ aueneM HLA-B*1502 neobxoaumo

u3beraTh NPUMEHCHHUA TpernapaToB, NPUBOAAIINUX K pa3BUTUIO CUHApPOMaA CTHBCHC&-H}KOHCOHa
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ui cunapoma Jlaitesia, Ipy BO3MOXHOM 3aMeHe Ha ajlbTepHaTUBHBIE Npenapartkl. [IpoBeaenue
reHotunupoBanus no amiemo HLA-B*1502 nepen npumenenuem mnpenapata Tpunentan®
HeoOs3aTe/bHO Yy MAlMEHTOB, MPUHAAISKAUMX K TOMyIAUMAM C HHU3KOW 4acTOTOMH
BCTPEYAEMOCTH [JAHHOTO a/llefis, a TakoKe Y MAlMEHTOB, YXKe M0Jy4aloWUX Tepanuio 1aHHbIM
MpenapaTtoM, TMOCKOJIBKY TsDKeJble KOXKHBIE peaKuu B OOJIBLIMHCTBE CIy4aeB OTMEYaMCh B
nepBble MECALBI JICUCHUsI (BHE 3aBUCMMOCTH OT HaIH4Us HLA-B*1502).

Koppenayus ¢ HLA-A*3101

Hanuuue amnens HLA-A*3101 moxeT ObiTh (HaKTOPOM pHCKa Pa3BUTHs THKEIBIX MMOPaKEHUIH
koxH (cuHapom Crusenca-/[xoHcoHa, cuHapom Jlaiesa, 1eKapecTBeHHasl Chillb ¢ Y03MHOGUIHEN
M CHUCTEMHBIMU TMPOSBJICHUSAMM, OCTPbIH TI'eHEepaJM30BaHHBIA HSK3aHTEMAaTO3HBIM MyCTyse3 U
MATHUCTO-Y3EJIKOBas ChIMb) MPU MPUMEHEHUH KapOaMasenuHa.

Yacrora Betpeuaemoctu amens HLA-A*3101 moxeT oTiMuarbes y pasjiduHBIX 3THHYECKHUX
rpynm: okono 2 - 5% y Hacenenus Esponbl, okono 10% - y snoHUEB B 3aBUCHMOCTH OT
reorpauueckoro perroHa. Yacrora amiens coctaBiseT MeHee 5% y HacelleHHs ABCTpajiuM,
Asun, Appuku u CeBepHoii AMEPHKH, UCKITIOYEHHUs COCTABIIAIOT oT 5% 10 12%. YactoTa Gonee
15% ycTaHOBII€Ha Y HEKOTOPBIX dTHUYecKuX rpyni FOxHoit Amepuku (Aprentrna v bpasunus),
KopeHHbIX xutesiei CeBepHoii Amepuku (riemena Hasaxo u Cuy, B Mekcuke - Conopa Cepu),
FOxHo# Uuauu (Tamun Haay), u 10 - 15% cpeau apyrux KOpEeHHBIX KUTENIEH JaHHBIX PETHOHOB.
YacToThl JaHHBIX ajjiesiel MpeJCTaBISIOT MPOLEHT XPOMOCOM B OMNPEAENIEHHBIX MOIYISLMAX
HaceJIeHUs, KOTOPBIE HECYT a/Ulefb. JTO O3HAYAET, YTO NPOLEHT MAaLMEHTOB, HECYIIUX KOIMIO
ajUieNd, Mo KpaiHed Mepe B OJHOM M3 HMX JBYX XpOMOCOM IOYTH B 2 pa3a BBILIE YaCTOTHI
BCTpe4YaeMOCTH ajuiesis. TakuM 00pa3oM, MPOLEHT MALMEHTOB, KOTOPbIE MOTYT OKa3aThCs IO/
yrpo30id, MOYTH B 2 pa3a BbILLE YAaCTOTHI aJUIeNIeH.

Her 10CTaTOYHBIX OCHOBAHUM /11 pEKOMEH/IALMH MPOBEACHUS NT€HOTUIIMPOBAHUS 110 JaHHOMY
ajyleJtl0o Y TMAlMEeHTOB TepeJ HauyaloM Tepanuu okckapbasenuHoMm. Ilanmenram, yxke
MOJyYalolMM  Tepanuio  npenapatom  Tpunentan®, He peKOMeHIyeTcsi —MpPOBEAECHHE
reHOTUITUPOBAHUSI 110 JIAHHOMY aJIIeJItO, MOCKOJIbKY KOXHBIE peaklMH B OOJBIIMHCTBE CIy4aen
OTMEYaJIMCh B MEPBbIE MECSLbI MPUMEHEHHUs npenapara (BHe 3aBUCUMOCTH OT Hanuuus HLA-
A*3101).

OnHaKo pe3yabTaThl FE€HOTUITUPOBAHUS HE JOJDKHBI BJIMATH HA CTENEHb KOHTPOJIsS COCTOSHHMS
MalMeHTa ¥ HAaCTOPOXKEHHOCTh Bpaya B OTHOIUEHMHM TSDKENIBIX KOXKHBIX peaKuui. Y MHOIMX
NalMEHTOB a3MaTCKOr0 MPOMCXOXKIEHHS C MOJOKUTEIbHBIM Pe3yJIbTATOM MeHOTUITMPOBAHMSA 110
aynemo HLA-B*1502 pa3BuTus TSOXKEIBIX 1€PMATOIOMMUECKUX COCTOSTHUIA MOXKET HE TIPOU30UTH,
B TO BpeMs KaK peakuuud OyayT 3aperuCTpPUpOBaHbl Yy TMALMEHTOB JHOOOH STHHYECKOH

NMPUHAJICAKHOCTH € OTPULIATE/IBHBIM PE3YJIbTATOM T'€HOTHUIIMPOBAHHUSA TI0 JIaHHOMY aJlICJIIO.

21/24



CxokHuM 00pa3oM, pasBUTHE TKENIOH AepMaTOJIOrMYECKOH NaTOJOMMH MOXKET TpPOU30UTH Y
MaLMEeHTOB JIHO00M YTHUYECKON MPUHA/JIOKHOCTH HAa (hOHE Tepanuu Mpenaparom, Torjaa Kak y
MHOTHX MALMEHTOB C M0JI0KUTENLHBIM Pe3yIbTaTOM reHoTUIpoBanus no aatemno HLA-A*3101
Ha (hoHe mpuemMa npenapara TakMX peakuui He Oy/1eT OTMEUYEHO.

He m3yyeHa poJib MHBIX BO3MOXKHBIX (PaKTOPOB B Pa3sBUTHU M PaCNpOCTPAHEHHOCTH YKa3aHHBIX
JIEPMATOJIONMYECKUX OCJIOKHEHMH, TaKMX KakK /103a NPOTHBOSIMUIIENTHYECKOrO Mpernapara,
CTENeHb TPUBEPKEHHOCTH K JIEYEHHIO, OJHOBPEMEHHO MPUMEHSIEMbIE JICKAPCTBEHHBIE
npenapathl, COMYTCTBYIOIAs MATOJOIHSA, CTENeHb epMaToJIOrHYecKoro KoHTposs. Ilpu
npoBejeHn reHotunupoanus no amiemo HLA-B*1502 cneayer oraaBath npeanovreHue
METOJIMKE C BBICOKOHM pasperuatoieid crnocodHocThro. TecT cuuTaercs MoJOXKHUTEIbHBIM, €CId
obHapy»eH X0Ts Obl O/IMH U3 ajlielie, OTPULIATEIbHBIM, €CJIM He 00HAPYKEHO HU OJIHOTO aJlIes.
Tex e pekoMeHIalMii ClleyeT NPUACPIKUBATHCS NP MPOBEACHUN FEHOTUITUPOBAHMS 110 AJUIEITIO
HLA-A*3101.

Hapywenue ¢pynrxyuu nevenu

Wmerotes coobienust 00 oueHb peKUX CllydasX pa3BUTHs renatuTa, KOTOpble B OOJIBIIMHCTBE
ciyyaeB OnarononyyHo paspetnniuck. [Ipu nogo3peHun Ha rematut HeOOXOIUMO PacCMOTPETh
BOIpoc 00 OTMeHe npernapara.

T'unomupeos

['unotupeo3 sBnseTcs KpaiHe pPEAKUM HEKeJaTesbHbIM  SIBJIEHWEM TNpU  [PUMEHEHUH
okckapba3enuHa. Y4MUTbIBas BIMSHWE FOPMOHOB IIMTOBMIHOM JKeje3bl HAa pa3BUTHE JETeH, y
JJAHHOM KaTeropuu MalMeHTOB, 0COOEHHO B BO3pACTe /10 ABYX JIET, PEKOMEHOBAHO ONpeAEsTh
KOHLIEHTPALMIO TOPMOHOB IIMTOBU/HOM JKelle3pl [0 Havyajla Teparnuu MpernaparoM, a Takke
KOHTPOJIMPOBATH STOT M0KA3aTe b BO BpeMsl IpuMeHeHus npenapara Tpunentan®.
OonospemenHblil npuem nepopaibHbLIX KOHMPAYenMuos

[TaumeHTKy ¢ COXpaHEHHBIM pPenpoAYKTUBHBIM MMOTEHIMAIOM CJEAYeT MpPeayNnpeauTb O
BO3MOXHOM CHHXEHUHM 3((PeKTUBHOCTH nepopasibHbIX KOHTpauentuBoB. JlaHHO# KaTeropuu
MaUKMEHTOK, Mo.ydarolux npenapat Tpunentan®, pekoMeH/yeTcs 10M0THUTEIbHOE NPUMEHEHHE
HErOPMOHAJIbHBIX METOJI0B KOHTpauenuuu (cm. pasoen «llpumenenue npu 6epemennocmu u 6
nepuoo 2pyoHo020 6CKAPMIAUBAHUAY ).

Cunopom ommeHwl

Kak v npu npuMeHeHHM ApPYruMX NPOTHBOAMMUICNITHYECKUX MpenapaToB, cleayer u3berarb
Pe3KOro NpeKpalleHus Tepanuu npenapatom Tpunentan® u3-3a pucka yBeJIMYEHHS HacTOTHI
CY/IOPOKHBIX MTPHUIAKOB.

Jluua, npuHMMalouMe ankorois Ha ¢oue Tepanuu npernapatoMm Tpuientan®, 10mKHBI OBITH

npeynpesKaeHbl O BO3MOKHOM YCHIIEHUH celaTUBHOTO 3¢ dekra.
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IMpenapar Tpunentan® B gopme CycrieH3nu i IPUEMa BHYTPb COAEPKHT STAHOJ B KOTHYECTBE
meree 100 mr Ha no3y. CycneHsus TaKke COACPKMT napabeHbl, KOTOpbIE MOIYT BbI3BaTh
aJUlepruvYeckue peakiu (BO3MOKHO OTCPOYEHHBIE).

B cocraB cycrneH3uu Juisi IpUeMa BHYTPb BXOAMUT cOpOMTOI, [03TOMY Mpenapar Tpunenrtan® B
dopme cycrieH3MM He CleayeT NMPUMEHATh Y TNalMEHTOB C HACJIEJACTBEHHBIM HapyLICHHEM

TOJIEPAHTHOCTH K ¢)pyKTO3C.

BJMAHUE HA CIHOCOBHOCTb VIIPABJIATH TPAHCIIOPTHBIMH CPEJACTBAMH H
MEXAHU3MAMHU

® rakux HP kak

B ¢Bsi3M ¢ BOBMOXHOCTBIO pa3BUTHs Ha (pOHe puMeHeHus npenapata Tpunenran
roJIOBOKPYXKEHHE, COHJIMBOCTb, aTaKCHsl, AMIUIONHSA, HEUETKOCTb 3PEHHs, HapyLICHUs 3pEHUs,
FMIOHATPUEMHUS U YTHETEHHE CO3HaHHMsI, 0COOEHHO B Hayalse JeueHHs WM BO BpeMs moadopa
JI03b1, MIALMEHTAM Clie/lyeT coOMoIaTh OCTOPOKHOCTh NMPU YNPaBIEHUH aBTOTPAHCIIOPTOM MJIH
paboTe ¢ MeXxaHU3MaMH B MEPUO/L MPUMEHEHHUS NIpenapara.

[Ipy MOsIBIEHUM OMMCAHHBIX HEXKEIAaTe/IbHBIX SBJICHUI ClIelyeT BO3AEPKATbCS OT BBHIITOJHEHHS
yKa3aHHBIX BUJIOB J1€ATEIBHOCTH.

DOPMA BBIITYCKA

CycnieH3us uist npueMa BHyTpb, 60 Mr/mir.

[To 100 ma muan 250 ma Bo ¢akOHBI TEMHOro CTeKJa € 3aBUHYMBAIOLICHCS TUIACTUKOBOM
KpBILIKOW, CHabXeHHO# crornopoM. ®DrakoH BMecTe ¢ MHCTPYKUMEH [0 NPUMEHEHHIO,
JIO3UPOBOYHBIM winpuleM oobemom | mMa wnm 10 M v agantepom Ui (akoHa MoMelleH B
KapTOHHYIO MayKy.

YCI0BUSA XPAHEHUSA

[1pu remnepatype He Bbiwe 30°C.

[Ipenapat cieayer XpaHUTh B HEIOCTYTTHOM ISl IeTeH MecTe.

CPOK IrOJIHOCTH

3 rona.

He npuMeHsTh nocie ucTeyeHus Cpoka roHOCTH.

YCJI0BUS OTIIYCKA

OTnyckaroT 1o peLenty.

HAMMEHOBAHUE M AJIPEC IOPUJUYECKOIO JIMIIA, HA HWMsI KOTOPOI'O BbIJJAHO
PETMCTPAIIMOHHOE YIOCTOBEPEHUE

«HoBapruc ®apma Al'», Jluxtmrpacce 35, 4056 bazens, llBeiinapus / Novartis Pharma AG,
Lichtstrasse 35, 4056 Basel, Switzerland.

ITPOU3BO/JMUTEJIb
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«Jlensapm FOmunr C.A.C», 26 Pio ae ns Llanens, 68330 FOuunr, ®@panums / Delpharm
Huningue SAS, 26 rue de la Chapelle, 68330 Huningue, France

IHOJIVUUTH JOMOJHUTEJIBHYIO HMHOOPMALIMIO O IIPENAPATE, A TAKXE HAIPABUTD
MPETEH3UU U UHOOPMALIMIO O HEXEJIATEJIbHBIX SIBJEHUAX MOXHO IO CJIEAYIOWEMY
AJIPECY B Poccuu:

000 «HoBaptuc ®apma»

125315, r. Mockea, JIeHMHrpacKuii pocneKT, 1oM 72, kopryc 3

ten. (495) 967 12 70;

dakc (495) 967 12 68.

www.novartis.ru

Crapoay6osa M.B.
MeHe/pKep 10 peryJIiTOpHbIM MPOEKTaM

000 «Hogapruc ®apma»

24/24



