
OEII(A51 XAPAKTEPHCTHKA JIEKAPCTBEI-11-IOfO TIPEIIAPA TA 

1. HAHMEHOBAHHE JIEKAPCTBEI-II-IOfO TIPETIAPAT A 

Bm]leH.u, 200 Mr, mrocjrnmnaT .umr rrprffOTOBJremrn pacrnopa mm mrcpy3111) 

2. KA t-JECTBEHHhIH H KOJIHt-IECTBEHI-IhIH COCT AB 

J{ef1cmGywu1ee Geu1ecnwo.· aopm<OHa30JI 
B !<a)I<,!\OM cjrnar<0He co.uep)Kl!TCll BOp11KOHa30Jla 200 Mr. 

Tiocne pacrnopeHHll rrperrnpaTB B I MJI pacrnopa co.ueplI<HTCll IO Mr aopm<OHa30Jia. Tiocne 
paCTBOpemrn rrepe.u BBe.ueH11eM Tpe6yeTCll .UOflOJlHJITeJlbHOe j)a3Be,!\eH11e. 

BcnoA102:ame!lb1tbze eezl(ecmea, ua111Nue 1,omopbzx 1woo y~u111b1eam1, 6 cocmaee !le1,apcmee1mo20 
npenapama: 
HaTpl!eBal! COJlb cynupo6yTHJIOBOro 3cjrnpa ~-umrno.ueKCTpHH[l 3200 Mr. 

TionHb!H CITl!COK BCITOMOraTeJlbHb!X aeruecTB ITj)f!Be,UeH B pa3.uene 6.1. 

3. ,JIEKAPCTBEI-IHA51 <I>OPMA 

JIHoc]>HJ1113aT .umr rrpHroTOBJleHl!ll pacrnopa L(Jlll H!-IC!)Y3HH. 

J111oc]>11m1311poaam1b111 rropo1110K 11n11 n11oc]>nnm11poaam-ial! Macca 6enoro uaern. 

4. KJII1I-IH.._IECKI1E ,L(AHI-IhIE 

4.1. Ilo1rn3amrn 1c rrp11Mc11c11mo 

Bm]leH.u - 3TO rrpOTl1BOrp116KOBb!H npenapaT 113 rpynnbl Tp11a30J10B, I<OTOpblH o6na.uaeT 
11111p0Kl!M crreI<Tj)OM .ueiiCTBllll 11 rrp11MeHl!eTCll y B3l)OCJ1b!X 11 .ueTeH B B03paCTe OT 2 neT ll 
CTap111e ITO rrpHBe.[\eHHb!M l!ll)l(e flOKa3aHl!l!M: 

• J1e01eH11e HHBa3HBHOro acrrepr11nne1a. 

• J1e'-!eHHe !<aH.UH.UeMMH y rrau11eHTOB 6e1 HettTporreHHH. 

• J1e01e1rne ycTOH 0!11BblX I< c]>nyKOHa30Jl)' cepbe3Hb!X IH!Ba311BHb!X 1rncj>eI<UIIH, Bbl3BaHJ-!blX 
rp116aM11 po.ua Candida (s TOM 0rncne C. krnsei). 

• J1e01e1me TmI<eJibIX rp1161<0BbIX mHjJe1<u1111, BbI3BaHHbIX rp116aM11 pona Scedosporium H 
po.ua Fusarium. 

• Bmpen.u cne.uyeT rrpHMeHl!Tb rnamrbIM o6pa30M y rrauneHTOB c rrporpeccHpyroruHMH 11 
ITOTeHUHMbHO yrpO)KaJOIUHMll )1(113Hll HHij)eI<UHll~!H. 

• Tipoc]>1maKTHJ<a l!HBa3l!BHblX rpH6KOBblX llll(j)eI<UHH y rraU1IeHTOB, I<OTOpb!M 6brna 
Bb!ITOJIHeHa annorerrnal! TpaHCflJlaHTBUllll reMOll03TH'-Iecrrnx CTBOJlOBh!X rrneTOI( (TfCK), 
Hy KOTOpblX HMeeTCll Bb!COKHH pllCI< pa3BHTl1ll 3THX rrn<!)eI<UIIH. 



4.2. Pe,KIIM }];0311p0B3HII!I II cnoco6 npnMCHCHH!I 

Pe)KHM no3HQ0BaHrnI 

ITpH neo6XO,!\HMOCTH no ]-Ja<IaJia H BO Bpe1'rn Tepamm B0p!1K0Ha30JI0M CJie.nyeT Bbll!BJ!Hb I1 

I<Opper<THpOBaTb TaI<He rrnpywemrn 3JiernpoJIHTl-!0fO o6MeHa, ICaIC nIII0KaJIHCMH5!, 

rnnoMarHHCMirn a fllII0I<aJibUHCMH5! (CM. pa3.!\CJI 4.4). 

Teparrrnr 

B3pocnble natf!1e11mb1 
Tepanmo cne.nyeT na<rnHaTb c BHyTp1memroro BBe.nerma HJIH rrepopaJihH0ro npae1'rn 

ycTaHOBJICHHOH narpy3oqnor1 ,!\03bl rrperraparn BIH!Jerm ,!\Jl5! )l0CTHlKeHrnI [(QHUeHTpau1111 

rrperrapaTa B 11Jla3Me Kp0BI-! Ha )lCHb 1, 6mr3I<OH I( paBHOBeCHOH K0HUC!Hpaum1. Y<IHTbIBaa 

Bb!C0KY!-0 6HO,!\OCTYITHOCTb nperraparn rrpH rrpHeMe mryTpb (96 %; CM. pa3.!\CJI 5.2), rrpa 

HaJIHqJ1H ](JIHHHqecrrnx IlOKa3aH!1H M0)I(H0 MCH5!Tb crroco6 rrpHMeHemrn rrperrapaTa c 

BHyTpHBCHH0fO Ha rrepopaJibHb!H 11 uao6opOT. 

ITo.npo6Hbie peK0MeH.nau1111 rro )l03Hposam1ro rrperraparn rrp11Be)leHbI B cne)lyro1ueti rn6mme. 

BnyTpIIBCIIIIO ITenonam,noe nnnMene1rne 
IJauHeHTbl C MaCC0H ITauaeHTbI C Maccoi1 

Terra 40 r<r TeJia Meuee 40 Kr* 

11 6oJiee* 

Pe,1mM 6 Mr/r<r I<alK)lble 400 1'1r KalK)lblC 200 Mr 1Ca)I<,n61e 

naChIIUammeil )l03bI 12 qacoB 12 <racoB ] 2 <IaC0B 

(nepBbie 24 qaca) 

IloMep,imsammaH 4 Mr/Kr ,!lBa pa3a B 200 Mr )lBa pa3a B 100 Mr )lBa pa3a B 

)l03a (qepe3 24 qaca CYTKH CYTI<ll CYTKH 

IIOCJJC 1-1at.1ana 
JlC'ICHIIIl) 
* OTHOCI1TC5! TaK)I(e I( rrauHeHTaM B B03pacTe OT 15 JICT lI CTapwe. 

flpooon;;1c11111enb11ocmb mepanuu 
,I\JIHTCJlhHOCTb Tepanaa )l0Jrn<Ha 6h!Tb MUKCHMUJlbH0 KOl)OT[(0H c rreT0M KJIHHHqecK0fO 11 

MHK0JI0rl!qecKoro OTBeTa y rrauHeHT0B. ITp!! )l0JirocpoqHQ1'1 rrp11MeHeHI1!! B0pI1K0Ha30Jia (B 

Te0IeHHe 6onee 180 ,!\HCH, HJIH 6 MCCl!UeB) Tpe6yeTCl! nuaTCJib[,[aJ] ouemrn C00TH0WCH!15! II0Jlb3bl 

n pHCI<a ( CM. l)a3,!\eJibl 4.4 a 5.1 ). 

f{oppeKl(UJl 003bl (y 63DOC.%lX) 
IT pa HenepeaocaM0CTH rrau11eHTaM11 rrperraparn B il03e 4 Mr/Kr m-ryTpm1e1-1 HO )lBa pa3a B cyT[(ll 

)l03Y CJie)lyeT yMeHbllll1Tb )l0 3 Mr/rcr )lBa pma B cyTKI1. 

B CJiy<rae He)l0CTaTQqJ-!Qr0 0TBeTa 1-1a Teparrmo rrepopaJibHa5! II0MCpll(HBaJOIUa5! ,!\03a MO)KCT 

6b!Tb yBeJiaqeHa no 300 Mr .nBa pa3a B cyT[(H. ,I\JI5! nauaeHTOB c Maccoll Tena MeHee 40 Kr 

rrepopaJibHal! )l03a MOlKeT 6b!Tb yBeJIHCieHa )l0 150 Mr )lBa pa3a B CYTl(H. 

B CJiy<me HerrepeHOCHM0CTH Bb!C0KHX ,!\03 rrepopaJibHYIO )l03Y II0CTeneHl-10 CHHlKaIOT C waror.r 

50 Mr no ,!\0CTI1lKCHI1l! IlOMCp)]<I1BaIOll_\CH )l03bl 200 Mr )lBa pma B cyTI<I1 (y rrauHeHT0B C Macco/1 

Tena Me1-1ee 40 [(r- 100 Mr )lBa pa3a B cyTKH). 

PeK0MeH.nau1111 rro rrp11MeHe1-1mo rrperraparn B rrpocjmJiaKT11°1ecI<ux uenHx rrpHBe)le1-1r,1 HmI<e. 
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!Jpu.Me11euue y oemeii (om 2 oo < 12 nem) u noopocmKOG ,,maowezo Go3pacma c 11u31,01i Macco1i 
mena (om 12 oo 14 nem c .-11acc011 mena < 50 gz) 
Bopm<OH830JI CJie.[(yeT Ha3Ha'!aTb B TaI<HX )](e ).103ax. l<aK H y neTeti, []0CKOJibKY y [10).lpOCTl(OB 

MJianmero B03pacTa MeTa6oJIH3M sopHl(OHa3oJia 6oJJee cxOlK c MeTa6oJIH3MOM y neTeti. <1eM y 
B3pOCJib!X. 

Pel(OMeHnyeTcH cJienyromaH cxeMa npHe~m npenaparn: 

BnYTPIIBCIIIIO llenonaJihHOC []IIIIMCHCIIIIC 
Pe,1n1M Hacb1ma10111eu 9 Mr/Kr KalKJ.lbJe 12 cracos I-le peKOMeH.[(yeTC51 

A03hl 
(rrepBhie 24 •rnca) 

I1onnep11nrna10man 1.103a 9 Mr/Kr .[(Ba pa3a B CYTI<H 
(•1epe3 24 1.1aca HOCJIC 8 Mr/l(r /.IBa pa:ia s cyT](H (MaI<CHMaJJhHa51 n03a 350 Mf 
na1.1aJ1a JICl.ICHIUI) .UBa pa3a B cyTKH) 

ITpHMe'laHHe. ITo pe3yJibTaTaM rronyJJHUHOHHOl'O c]lapMa](Ol(HHeTl!'leCI<Oro mrnm!3a .uaHHb!X 

112.[(eTeti C OCJia6neHHb!M HMMYHHTeTOM B B03pacTe OT 2 no < 12 JJeT 11 26 [10).lpOCTKOB C 

OCJJa6ne1rnbIM HMMYHl1TeTOM B B03paCTe OT 12 no < 17 JJeT. 

Pe](OMeH.uyeTCH r1a•rnHaTb Tepanmo c BHyTp11se1moro ssenemrn npenapaTa; B03~tol](HOCTb 

nepopaJJbHOl'O np11e~rn CJJe.uyeT paccMaTp11BaTb TOJlb](O []0CJJe 3HaLIHTeJII,HOfO l(JlHHJ1LleC1<0ro 

YJJY'llllCHII5!. CJJenyeT OTMCTIITb, 'lTO ypomrn B03neticrn1rn BO}JIIKOH830Jla rrpH BHYTIJHBeHHOM 

BBeneHHH nperrapaTa B ).103e 8 Mr/Kr npH6JJH3HTCJlbHO B nsa pa3a Bb!We, LJCM np11 nepopaJJbHOM 
npHeMe B no3e 9 Mr/Kr. 

J{py2Ue 2pynn1,1 noopocm,wa (om I 2 oo 14 .?em u c Jtacc01i me.w 2'. 50 1,2: om I 5 r)o 17 .•tem 
11e3G6UC1U10 om MGCCbl IIW!ta) 
Bop111(0Ha30JI Ha:JHa'laIOT B n03ax, aHaJJOfl1'1Hb!X no3aM nnH B3pOCJlbIX. 

Koppel(U11ll no3bI (y neTei:\ (oT 2 no < 12 JieTl H nonpocTKOB Mnanwero B03pacrn c HH3KOtt 
Maccoi:\ TeJia (oT 12 no 14 JieT c Maccoi:\ TeJia < 50 Kr]) 

ITp11 HenocTaTO'lHOM OTBeTe nau11eHTa Ha Teparrmo n03a nJI51 BHYTPHBem1oro BBeneHH51 MO)KeT 
6hITb yseJiw1eHa c warm1 1 Mr/Kr. ITp11 HenepenocHMocn1 nau11eHTOM Teparr1111 no3y nJJH 

BHYTPHBeHHOl'O BBeneHH51 CJJenyeT yMeHblllaTb C maroM 1 Mr/Kr. 

ITp11MeHer111e nperrapaTa y neTett B B03pacTe OT 2 no < 12 JJeT c nec1eHO'lHOtt HJIH nocre'IHOtt 

HenocTBTO'lHOCTb!O He II3y<JaJJOCb (CM. pa3neJJbl 4.8 H 5.2). 

ITpocb11Jial(TH'!ecKoe rrp11MeHeHHe v B3pOCJJbIX H neTer1 

C ueJJblO npocjrnnaKTHKH Jiec1emre peKoMer-r.uyeTCH Hacrnr-raTb B nem, nposeneH1111 

TpaHCITJiaHTaU1111 11 MO)KeT rrponomKaTbC5! no 100 nHeti . .[{J111TeJ1bHOCTb rrpocp1rnm<Tw1ec1<0ro 

npHMeHeHl151 nom1rna 6b!Tb IcaK MOlKHO 6onee I<OpOTKOtt !1 !IOL(6HpaTbC51 Ha OCHOBe OUCH](!! 

pHCKa pa3B11TI1ll HHB83HBHO!l rpll6KOBO!l 1mc]le1<U!1H (11fl1), orrpe.[(emreMoro [10 HaJJH'IHIQ 

HetiTporreHHH HJJH HMMyHocyrrpecc1111. J1e<JCHHe MO)KeT npO.[(OJI)JcaTbCll He 6onee 180 nHeti 

rrocJJe TpaHcrrrraHTaQHH B CJly<Jae rrponomKHTeJJbHOtt HMMyHonerrpecCHH 11JlH peaKU!l!I 

C<TpaHCJ1JlaHTaT npOTl1B X03llllHa» (PTITX) (CM. pa3neJJ 5.1 ). 

Il03Hp0BI<a 

B COOTBCTCTBY!Ol[]HX B03paCTHb!X rpyrrnax peKOMeHnoBaHHblll pel](HM no111posaHHH rrp11 

npocjrnJial(TH'ICCl(OM rrpnMeHCHHll rrpenaparn 51BJI5leTCH TBKIIM )Ke, K3]( !l rrpH rrpHMCHeHJl!l C 

uenbIQ ne•1eH11H. J1mpopMaU11J1 o pelKHMax no3HposaHHH np11 ne<JerrnH npenocrnsJJeHa s 
Ta6JJHU3X BbJUJe. 
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llJJuTeJibHOCTb rrpodrnnaKTH'!ec1<0ro rrpuMeHeHHll 

B KJJHHH'!eCI<HX HCCJie):\OBaHHllX 6e3orracHOCTb fl 3(\H\JeI<THBHOCTb rrp,mteHeHHll BOptmOHa30JJa B 

Te'!emie 6onee 180 L\Hett 6hma ;13yc1eaa HeL\OCTaTO'IHO. 

ITpH ):\JJHTeJibHOCTH rrpocjJHJJaJ(TH'Jec1<0ro rrp11MeHeHHll BOpHI<OHa30JJa 6oJJee 180 ):\Hett 

(6 MeCl!ljeB) Tpe6yeTCll TI]jaTeJJbHall ouemrn COOTHOilleHHll 110Jlb3bl H pHCI<a (CM. pmneJJbl 4.4 JI 

5.1). 

HmI<ecJieny1ouwe HHCTpVI<UHH rrpHMem1MhI 1rnI< JlJill Tepamm. TaI< H JlJJll rrpodrnnaI<THKH 

J{oppeK//Ufl 003bl 

ITpu rrpnMeHeHHH C ueJJb]O rrpocjJHJJaJ(THI(lj He peI<OMeHL1yeTCll I<OppeI<THpOBaTb L\03bl B cnrrae 

IWL\OCTaTO'IHOtt :,cpcpeKTHBI·JOCTH npenaparn HJIH TIOl!BJJCHHll CBl!3aHJ-Ib!X C HHM HCJJ(CJJaTeJll,Hb!X 

peaKUHtt. I1p11 B03HHKHOBeHHH CBl!3aHHb!X C rrpm,reHeHJ!eM L\af!HOfO rrperrapaTa HeJKCJJaTeJJbHb!X 

peaKUHtt ueJJecoo6pa3HO OTMeHHTb BOpI-1I<OHa30JJ H paCCMOTpeTh B03MO)KHOCTb npHMeHeHHll 

aJJbTepHaTHBHOro 11pOTHBOrp1-16I<OBOro rrperraparn (c~r. pa3):leJJ61 4.4 H 4.8). 

Koppe1'L{l/Jl 003bl npu COGMCC/111/0,11 npU.\ICI/Cl/UU C 0/))121/Mll npena,,ama,1111 

Pmpa6yTHH !!Jill c\JeJ-IHTOHH MOlKHO npHMeHl!Tb COBMeCTIJO C B0pHKOHa30JIOM. ecmr 

ITOMeplKHBmomall L\03a TIOCJICL\Hero )'BCJJH'!er-m LIO 5 Mr/rcr BI·l)'Tpl1Be1rno )lBa pma B C)'TI<I-1 (CM. 

pa3):leJJ61 4.4 H 4.5). 

3cpaBHpeH3 MOJKHO rrpHMeHl!Tb COBMCCTHO C B0pI-1KOHa30JIOM, eCJJH ITOMeplKI-!BaJOJJ.(al! L\03a 

BOpHKOHa30JJa yseJJf!<JeHa LIO 400 Mr I<alKL\ble 12 cracoB II L\03a J(jJaBHpeH3a yMeHblllCHa !·Ia 50 %, 
T. e. ):10 300 Mr OL\HH pm Il C)'TI<H. ITocJJe rrpeI<pau1eHI1ll TepUITHH BOpHI<OHa30JIOM CJJenyeT 

B0306HOBHTb rrpHeM 3cpas1-1peH3a B Ha'IaJlbHOH L\03e (CM. pa3AeJJbl 4.4 II 4.5). 

Oco6ue rpyrrIThI rrauueHTOB 

lIOJICUJlb/C nauue11mbl 
KoppeKUHll ):103hl y ITOlKHJlb!X ITaL{HeHTOB He Tpe6yeTCll (c~r. pa3):ICJl 5.2). 

Hapyiuenue rbywa111u no~ez< 

1/ rrauHeHTOB C yMepelll-tb!M HJJH TlllI<eJJb!M 1-rnpyweHIICM cpyHI<UHil rrocJe]( (rrnapeHC rcpeaTI-IHI-!Ha 

< so MJJIMHH) 1rn6mo):laeTCll HaI<OTIJJeHHe BCllOMOraTeJJbHOro BemecTBa JJeI<apCTBeHHOH cjiopMbl 

L\Jll! BHYTPHBem1oro BBe):leHHll !IUTpI-!eBal! com, C)'JlbC\Jo6ynJJlOBOro 3(jrnpa ~­

]jl-!](JlO):\eKCTpHHa (SBECD). TairnM nauuernaM sopHI<OHa30JJ cneAyeT HaJHa'!aTb rrepopaJJbHO. 

3a 1-ICI<JllO'!eHHeM Tex CJl)''!aeB, KOf):la COOTHOllIC!IHC p!-!CI<a ll ll0Jlb3bl orrpaB):lbJBaeT ero 

BHYTPllBCHHOe BBe):leJ-me. y 3TllX rrauaeHTOB Heo6XOL\HMO TJJ.(aTeJJbHO 1(01-ITpOJJI-!pOBaTb ypoBeHb 

I<peaTHHJll-Ia B CbIBOpOTI(e KpOBI-1, a B CJJycme ero llOBbllllCHHll CJJe):lyeT paCCMOTpCTb 

B03MOlKI·JOCTb rrepexo):la I< rrepopaJJbHOM)' np1-1e~ry BOp11I<OIIa30Jla (CM. pa3/leJJ 5.2). 

BopHI<OHi130JI Bb!BOL\llTCll npll reM0):1!1a.mne c [(JIHperrcoM 121 MJJhll-lH. Cemrc reMOL\llaJJH,a 

npOL\OJll](]lTCJlbHOCTb!O 4 cmca He rrpHBOL\1-!T I( Bb!BC)lCI-II-110 311a<mTeJ16I·IOH 'IaCT!l BOpHI<OHa30JJa. 

CJTO H36aBJJl!eT OT HC06XOL\11MOCTH KOppeK]jllH ):103bl. 

BcrroMoraTeJJbHoe Bemecrno JJeKapcrnemmfl (jiopM&I L\JJ5! mryTp,rnemmro BBeAeHHll SBECD 

BblBO):\llTCl! rrpn reMOL\HaJJH3e c KJJHpeHCOM 55 MJJIMI-!H. 

Hapvwe11ue rhv111a1uu ne4e1111 
Y rrauHeHTOB c uappo30M 11e01eH11 JJernofl 11 yMepe111-1oil cTerrerrn Tl!,Kecn1 (rrnacc A I-! B no 

rrnaccmj_JHKauaH lfattJJ)la-Tib!O) peKOMCH):l)'eTCl! HCl10Jlb30BUTb CTaHL1apnry10 11aCblll{a!OJJ.()'IO 

L\03)' BOpHKOHa30JJa, HO yMel-lbWUTb fIOMep,rrnsaiomyro L\03)' BL\BOe (CM. pa3):ICJl 5.2). 
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BopHKOHa30Jl He H3yqaJJCll )' ITau11eHTOB C Tll)KeJJb!M xpOHHqec1rnM UHpp030M ITe01eHH (1rnacc C 

ITO KJJaccmpm<aUHH 1-IaHJJ,!(a-Tib!O ). 

I1Me!OTCll orpaHHqeHHbie ,!(3HHbie ITO 6e3011aCHOCTH Bm]ie1ma y rrauHeHTOB C OTKJlOHeHHeM OT 

HOpMbI 6HOXHMWieCJ(I,!X 1101(33UTerrefi c]lYHKUHH rrec1eH11 (ypoBHllMH 

acITaprnrnMHHOTpaHccpep33bl (ACT), arramma~IHHOTpaHCC[Jepa3bl (AJlT), 1uerro01HOH c[Jocc]JaT33bl 

(IU<D) 11rrH o6mero 611rr11py61ma 6orree 01eM s 5 pa1 rrpenocxo.!lllUillM11 aepxrnom rparrnuy 

HOpMb!). 

f1pHMeHe1rne llOpHKOHa'.lOJJa COITpOBO)!(,!(UJJOCb ITOBb!We1rneM 6HOXHMH'Iecrrnx 110Ka3UTerrefi 

cpyHKUHH ITeqeHH H KJJHHW!eCKHMll IT])l13H3K3Ml1 rropmKeHJ•lll neqea11. HarrpHMep )KeJJT)'XOH. 

Bcrre,!(CTBl1e 3TOro 60JJbHb!M C Tll)KeJJb!M Hapyrnem1eM c!JYHl<UH11 ne'!e!IH B0])11KOHU30Jl CJle,!(yeT 

H33H3'13Tb TOJlbKO B Tex CJJy<IallX, KOf,!(3 O)KH,!(aeMall l10Jlb3a npeBblWUeT B03MO)KHblH p11CK. 3a 

IT3UHeHT3Ml1 C Tll)KeJlb!M Hapywe1rneM c]JYHI<U1111 rre01errn CJle,!(yeT ocymeCTBJlllTb TlUaTeJlbHOe 

1m6J110,!(eH11e C ueJlb]O BblllBJleHl1ll IT])H3H3KOB TOKCH'IHOCTl1 ITpeITaparn (CM. pa3,!leJ1 4.8). 

I!eTl1 

Ee30IT3CHOCTb 11 3(pcpeKTl1llHOCTb BmpeH,!(a y ,!(eTeH MJlU,!(We 2 rreT He ycrnHOBJleHa. I1MelO[UHeCll 

,!(31-lHb!e ITpllBO,!(llTCll ll pa3,!leJlaX 4.8 11 5.1, HO Bbl!-IeCTI-l ITO HHM peKOMeJ-l,!(a!Illl1 110 ,!(03Hj)OBUHHIO 

HeB03MOJKHO. 

CIToco6 ITOHMeHemrn 

Tiepe,!l BHYT])l1BeHHOH HH(]J)'3lleH BmpeI-I,!( CJle,!(yeT pacrnopHTb H 3aTeM ,!(OITOJlHHTeJlbHO 

pa3BeCTH ( CM. p33,!len 6.6). TiperrapaT He rrpe,!lua11raLieH ,!(Jlll 6omocHoro BBe.!leHHll. 

BmpeH,!( peKoMeH,!(yeTCll BBO,!lHTb co CKOpOCTblO He 6onee 3 Mr/Kr B 0rac B Teqem1e 1-3 LJaCOB. 

4.3. IlpOTIIBOITO!rn3aHI!lI 

f11ITep01yBCTBHTeJ1bHOCTb l( ,!(er1cTsy1omeMy semeCTBY HJ1!1 l( mo6oMy H3 BCITOMOraTeJlbHblX 

Be[UeCTB, ITepe0I11CJ1eHHbIM B IT0,!(])33,!(eJle 6.1. 

COBMeCTHOe ITj)HMeHeH11e C cy6cTpaTaMH CYP3A4, Tepc[JeHa,!(HHOM, acTeMH30JlOM, 

UH33IT])H,!l0M, ITHM03H,!(0M, XHHH,!(HHOM l!JlH 1ma6pa,!lHHOM, ITOCKOJlbKY ynemJCJeHHb!e 

KOHUeHTpau11H 3THX JleKapCTBeHHblX cpe,!lCTB B J1Jla3Me Kp0B!1 MoryT npHBCCTI-l K )'/_\JlHHeHHIO 

muepaarra QTc 11 B pemrnx CJly<IallX K B03HHKl-!OBCHHIO )Kenyno 01KOBOH T3XHK3PJ(Hl1 THna 

crn11py3rn (torsades de pointes) (cM. pmnen 4.5). 

CoBMCCTHOe ITj)l1MeHeH11e C pm]JaMnHUHHOM, 1rnp6aMa3eITHHOM, cpeHo6ap6HTaJ10M II 

npenapaTaMH 3aepo6oll npo,!lbI])llBJ1emroro, nocKOJlbKY 3TH nerrnpcrner-rnhre cpencrna MoryT 

cymecrnemro yMeHbWIITb KOHuer-ITpauHH sop11KoI-1a1ona B nna,Me KJJOBH (or. pa1nen 4.5). 

Com,1eCTI-10e npHMeHeHHe CTaH/_\apTI-Ib!X /_\03 B0j)HKOH330Jla C 3(]JaBHpeH30M B /_\033X 400 Mr 

0/_\HH pm B cynrn llJlH BbIWe IT])OTHBOHOK333HO, ITOCKOJlbKY 3([JaBHpeH3 3H3LIHTeJlbl-lO CHHJKaeT 

KOHUeHTj)3UHH B0j)HKOI-Ia30Jla B f!Jla3~Ie KpOB!I 3/_\0j)OBb!X HCflbITyeMb!X npH TaKHX no1ax. 

Bopm<OH330Jl TaIOKe cymecTBeHHO ITOBbIWaeT KOHuernpaUHll 3(]JaB!1peH3a B nna,Me KpOBfl (CM. 

pa3neJ1 4.5; mrcpopMaumo o 6onee HH3KHX no1ax CM. B pa1nene 4.4). 

COBMeCTHOe np11MeHeH11e C Bb!COKHMI-l /_\03aMl1 p11T01!3B11pa (400 Mr H 6onee nsa p33a B cynrn). 

ITOCKOJlbKY j)IITOI-I3BHp B 3TOH /_\03e 31-I3Lil1TeJlbHO yMeHbWaeT KOHUeHTpaUHH BOpHKOH310Jla B 
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rrrra3Me K]JOBH y 3.[(0]lOBblX HCITbITyeMb!X ( CM. pa3.nerr 4.5, rrncjiopMaumo O 6orree HH3KHX ,n03ax 

CM. B pa3,nerre 4.4). 

CoBMeCTHOe Il]lHMeHeHHe C amrnrroH,naMH CTIO]Jb!HbH (3proTaMHHOM, .[(HrH/1]J03]lfOTaMHHOM), 

l!BJillIOlUHMHCl! cy6cTpaTaMH UHTOX]lOMa CYP3A4, IlOCKOJibKY ITOBb!WeHHe KOl·!UeHT]JaUHH 3TllX 

npenapaTOB B TIJ!a3Me K]JOB!l MOlKeT IT]JHBeCT!l I< 3prOTH3MY (c~r. ]la3.nerr 4.5). 

CoBMeCTHOe npnMeHeHHe C CH]JOJIHMYCOM, ITOCKOJibKY BO]JHI<OHa30JI MOlKeT 3HaYHTeJibHO 

ITOBbIWaTb KOHUeHTpaunn CH]JOITHMyca B ITJ!a3Me I<]JOBH (CM. pa:i.nerr 4.5). 

CoBMeCTHOe npm,reHeHne BO]JHKOHa30Jia C HaJIOKCerorroM, l!BJI5110lUHMCll cy6cTpaTOM CYP3A4, 

ITOCKOJibKY ITOBb!WeHHall KOHUeHT]laI..\Hll HaJIOKCerorra B nrra3Me I<]JOBH MOll(eT ycI<O]JHTb 

CllMITTOMbl OTMeHbl OITHO!l.[\OB (CM. jla3.[(err 4.5). 

CoBMeCTHOe npm,reHeHHe BO]JHI<OHa30Jia C TOJIBanTaHOM, IlOCI<OJibI<Y CHJibHble rrnrn6HTO]lbl 

CYP3A4, Tarrne KaK BO]lHKOHa:iorr, 3HaLrnTerrhHO nOBhrwaroT I<OHUeHTpaumo TorrsanrnHa B 

ITJ!a3Me K]JOBH ( CM. pa3,nerr 4.5). 

CoBMeCTHOe IT]lllMeHeH11e BO]lHl<OHa30Jia C ITY]la3H.[(0HOM, IlOCKOJibI<Y 3HaYHTeJibHOe 

ITOBb]llleHHe YJJOBHll B03,nettCTBHll rrypa3H.[(0Ha MO)KeT npnBeCTH K cepbe3Hb!M He)KerraTeJibHb!M 

peaI<UHl!M (CM. pa:i.nerr 4.5). 

CoBMeCTHOe IT]lHMeHeHHe C BeHeTOKJiaKCOM B HaLJaJie 11 BO B]lCMll no.n6opa .[\03bl BeHeTOI<JiaKca, 

ITOCKOJibKY BO]JHKOHa30JI Be]JOl!THO 3HaLIHTeJibHO ITOBb!WaeT KOHUeHT]laUHlO BeHeTOJ<JiaKca B 

ITJ!a3Me K]JOBH 11 ITOBb!WaeT ]JHCK ]la3BHTHll crm.npoMa Jlll3HCa onyxorrH (CM. pa:i.nerr 4.5). 

4.4. Oco6hIC y1rn3amrn II MC]lbl rrpe.nocTopo,1moCTII rrpn IT]ll!MCHCHIIH 

f11rrepYVBCTBHTeJibHOCTb 

Bmpen.n crre.nyeT C OCTO]JO)KHOCTb!O Ha3HaLiaTb nan11e11TaM C rnnepLJ)'BCTBHTeJibl-lOCTb!O K 

.npyrnM a:iorraM (cM. rnroKe pa3,nerr 4.8). 

ITpoaomrrnTerrhHOCTb Tepamrn 

,IJ:rrHTeJibHOCTb JieLieHHll rrer<apCTBeHHb!Mll cpopMaMH .nrrrr Bl·l)'T]JHBemroro BBe.nemrn He .nomrrna 

npeBb!WUTb 6 MecrrueB (CM. pa3.nerr 5.3). 

CepaeLmo-cocyancThre HapyweHHl! 

ITpHMeHeHHe BO]JHKOHa30Jia COIT]lOBO)K,UaJIOCb y.nmmemreM 111nepsarra QTc. Coo6marrocb 0 

pemrnx crrriallx pa3BHTHJI lKerry.noL11<0Bott rnxnrrnp.nrrn nma «n11py3rn (torsades de pointes) 

npH rrpHeMe BO]JHKOHa30Jia y nauHeHTOB C cjJaKTopaMH pHCI<a, TaI<HMH Kai( Kap,nHOTOKCW[eCI<al! 

XHMHOTepamrn B aHa~rne1e, 1mp.n110M!!OrraT1rn, rnnorrnrrneMHl! 11 conyTcTByromal! Tepamrn 

npenapaTaMH, KOTO]Jble Mormr cnoco6CTBOBaT6 pa3BHTHIO .nar-rnoro OCJIO)KHeHHll. 

BopHI<OHa30JI crre.nyeT C OCTO]JO)KHOCTb!O Ha3HaYaT6 IlaLU1CHTaM C YKa3aHH61MH HHlKe 

ITOTeHU!laJI1HO npoapHTMHYeC!<HM!l COCTOl!Hlll!MH. 

• BpO)IC.nemme HITH np1106peTemroe y.nnm-1ern1e HHTepsarra QTc. 

• Kap.nHOM!lOITaT!lll, s oco6eHHOCTH IT]lll HaJI!fLl!lll cep.neLJHOH He,UOCTaToqf!QCTH. 

• CHH)'COBal! 6pa.nrmap.nHrr. 

• CymecTB)'!Oll(l!e R]JllTMHH C ICJIHH!lLJeCKl!MH CHMITTOMaM!I. 

• COBMeCTHOe IT]lHMeHerrne rrel<apCTBeHHblX npenapaTOB C ycTaHOBJieHHOH cnoco6HOCT6!0 

y.nrrHHl!Tb llHTepBarr QTc. ITpH Heo6xo,nHMOCTH .no l·JaLiaJia ll BO Bpe~rn Tepanm1 

BO]JllKOHa:JOJIOM crre.nyeT Bbll!BJ!l!Tb 11 I<OppeI<Tl1j)OBRTb Ta[<11e Hapy111eH1rn 3JieKT]lOITHTHOro 
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o6MeHa, Km< rn110KaJJ1JeM1151, nmo,1rarm1eM1J51 11 r11no1canbn11eM1J51 (cM. pa:inen 4.2). Ebrno 

11poaeneHO HCcnenoaaH!le C ycraCT!leM 3nopOBb!X no6pOBOflblleB, B KOTOpOM oneH1JBam1 

BJlll5IH!le Ha nn11TeJlbHOCTb llHTepaaJJa QTc onHOKpaTHb!X no3 BOpHKOHa:JOJJa BllnOTb no 
no3, B 4 pa:ia 11peBbilllaJ01I1HX CTaHnapTHb!e cyTO'!Hb!e no3bl. CnyqaeB ynnHHeHI-!51 

HHTepaana Bb!llle IIOTeHllHaJlbHO ](flHHl1'!eCI<I1 3H3'1HMOro 11oporosoro 3Ha'!eHH51 500 MCeK 

Bbl51BneHo He 6brno (cM. pa:inen 5.1). 

PeaKunn Ha mHbV3HIO 

ITpn 11pnMeHeH1JH neKapCTBeHHOH cjJOpMbl BOpHKOHa:JOna nnll BHyTp1meHJ{Oro BBenemrn 

Ha6nIOnanHCb peaKUHH Ha I11·1CPY3HIO, rnaBJ!b!M o6pa30M np11nHBbl H TOUIHOTU. C )''leTOM 

CTe11e1rn TmKeCTH CHMIITOMOB cne.uyeT paCCMOTpeTb B03MOl](HOCTb npeKpau"emrn ne'lemrn (CM. 

pa:i.uen 4.8). 

f e11aTOTOKCH'IHOCTb 

B KJJHHH'!ec1rnx 11ccnenosam-rnx npn ne'-!eH1111 sop11KoHa1onoM Ha6monanHcb cny•rnH 

cepbe3Hb!X peaKUHH co CTOpOHbl ne'leHI1 (BKJIIO'Ja51 renaTHT C J(fl!JHl!'!eCKliMH np051Bne1-IH5IMH, 

xonecnl3 11 cjJyJJbMHHaHTHYIO 11e'-!eHO'IHYIO uenocTaTO'-IHOCTb. B TOM 'IIICne co CMepTeJJbHblM 

HCXO.UOM). PeaKUHH co CTOpOHbl 11eqem1 Ha6mo.uan11Cb B OCHOBHOM y 11au11eHTOB C 

cepbe3Hb!MH OCHOBHb!MH 3a6oneBaHH5IMH (rnaBHb!M o6pa30M reMo6naCT038MH). ITpeXO.U51111He 

peaKllHH co CTOpO!·lbl Tie'-!eHH, Bl(JIIO'l851 renaTHT H )KenTyxy, Ha6mo.uan11cb y 11au11eHTOB, He 

l!MeJOmHX npyrHX Bbl5IBJJeHHb!X c[imnopoB p11c1rn. <)lymcu1-rn 11e•1eHH 06bl'IHO 

BOCCT3H8BJJHBaJJaCb IIOCJJe 11peKpameHl!51 TepallHH (CM. pa:inen 4.8). 

MoHHTOQHHr cbym<UHH 11e•1eHH 

ITau11e1-1TbI, IIOJl)''laJ01I1He ne'-!eHHe npenapaTOM Bmjie,,n }l0Jl)J(I-fbl H3XO,'\HTl,C51 non TU18Te,1bHblill 

1rn6mo.neHHeM c uenb10 Bbrnsnemrn npH31IaKOB renaTOTOKCll'IHOCTH. Knm1w1ec1<0e 1m6monem1e 

nom1rno BKJlIO'IaTb na6opaTOpH)'IO ouemcy cjiyHKUHH ne•1e1rn (B 'JaCTHOCTH. onpenene1rne 

ypoBHl! ACT H AJ1T) B Ha<rnne ne•1e111rn npenaparnM BHcjJeHn 1-1 no ,11eHhWeH Mepe 

e)KeHe.uenbHO B Te•JeHHe 11epaoro MeC5IU3 Tepamrn. ,[(mnenbHOCTb JJe4eHH51 nom1rna 6b!Tb 

MaKcmranbHO KOpOTKOH, o.u1rn1<0, ecn1-1 nocne ouemrn nom,3bl H pHCKa Tepamrn nponom1rneTC51 

(CM. pa:i.uen 4.2), 11pH OTCYTCTB!!H H3MeHe!mH 6110XHMH'Iec1rnx noKa3aTenen cjl)'HKUHH ne•1e1111 

LJaCTOTa o6cne}l0B3HH51 MO)I<eT 6b!Tb )'MeHbWe!rn no O.UHOro pa3a B MeC5IU. 

ITpH cymecTBeHHOM IIOBb!WeHHH 6110XHM!l'-lec1rnx noKa:JaTeneI1 cjJyHKUHH ne•1eHH Bm[ienn 

cne.uyeT onreHl!Tb, eCJJI! TOJlbl(O 110 3al(Jl!Q'leHH!O Bpa•m COOTI-IOWe1me pHCKa H 110flb3bl ne•1em-rn 

y rrau1-1eHrn He 011paB.Ub!Bae°T nponomKe1rne ero 11pneMa. 

MoHHTOpHHr t[iy1-m[{HH rre,1e1rn cnenyeT ocymeCTBfl51Tb 1(31( )' neTeH, T81( 1-1 y B3pOCJlb!X. 

Cepbe3Hb!e He)](eJJaTeJJbHb!e peaKUIIH co CTOJJOHhl 1(0)1(11 

• C!JOTOTOKCH'lHOCTb 

KpoMe Toro, rrpm,1e1-1e1-11-1e 11penaparn BmjieHn 61,rno CB5138HO c peaKUH5IilHI 

t[JOTOTOKCH'IHOCTH, BKJlI0'!8H Taime pea1<u1rn, 1(81( BCCH)'WKl-1, JlCHTHro, aKTHHH'lec1mH 

KepaT03 1-1 11ces.uorropc[rnp1-151_ CymecTByeT IIOTeHUH3flbHO IIOBh!ll!eHHb!H pHCK 1(0)1<!-lb!X 

peaKUHHITOKCll'-IHOCTH rrpH 0/lHOBpeMCHHOM npHMeHeH!-111 cjJOTOCeHCH6HnH311p)'!OllU1X 

cpencrn (HarrpHMep, MeTOTpeKcarn II T.n.). ITp11 Tepamrn npenapaTOM BmjieHn see~, 

113UHeHT3M, BKJII04a51 neTeH, peKOMeH.uyeTCH H36eraTb B03.[(el!CTBHH 1Ip51MblX conHC'-!HblX 

nyqefj I! rrpHMeHHTb 33lUHTHb!e Mepbl B BHne 1rnwern-rn 33lUHTHOi1 one;K.[(bl II 

1-1c110JJb30BaHH51 comrue3aWHTHbIX cpe.ucTB c Bb!COKHM K03tjit!rnu1-1eHTOM 3alUHTbJ OT 

conHe4HbIX n)"lei1 (SPF). 

• ITnocKoKneT04HbIH pa1< KOlKH (ITPK) 
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Coo6ma.rrocb O CJI)"Ial!X pa3BHTHll llJlOCKOKJleT0'-1!-!0ro pa1<a 1(0)1(11 (BICJIIO'-Iall TIPK in situ 
HJIH 6oJJe3Hb Eoy31ra) y nauHeHTOB, HeKOTOpbre 113 KOTOJ)b!X HMeJlH B aHa~rne1e 

<l>oTOTOKCH'-IeCI<He peaKUHH. Ecmr B03IIHI<a!OT <l>OTOTOKCH'-Iecime peaKUHH, cJJe.uyeT 

IIOJiyqHTb KOHCYJibTaumo pa3J1HqHb!X cneuHUJlHCTOB, Ol{eHHTb 11eo6XO.UHMOCTb OTMeHbl 

npenaparn BmpeH.u H npHMeHeHHll aJibTepHaTHBHb!X npOTHBOrp116KOBb!X npenapaTOB, a 

TUK)Ke HanpaBHTb nau11eHTa I( .uepMaTOJIOf)'. TeM He MeHee, eCJIH ll])liMeHeHHe 

npenapaTa BmJieH.u 6y.ueT npo.une1-10, .UJJH pmmero m,rnnnemrn H ne,1eHHll npe.upaKOBbIX 

3a6onenam1ti KOlKH .uom1ma perynllpHo BbITIOJlHl!TI,Cll .uepMaTOJ10rH'-1ec1<all ouei-ma. 

flpHMeHeHHe npenapaTa BmJJeH.u cne.uyeT npeI<pUTHTb, eCJIH Bbll!BJieHbl npe.upaKOBbie 

3a6oneBamrn KO)KH HJJH llJJOCKOICJieTOLJHb!H paK l(O)J(ll (CM. I-I!1)](e pmneJI «)lJJHTeJJbI-IOe 

ne'-IeHHe» ). 

• Tl!JI<em,1e KOlKHbre 11eJI<eJ1aTeJJbH6Ie pemcum1 

flpH TI!)HMeHeHHH BOpHKOHa30Jia 6b!JIH 3aperHCTj)H!)OBaHbl TmI<en1,1e KO)l(Hb]e 

HeJKeJiaTeJibHb]e peaKUHH (TKHP), BKJIIO'-Iall CllHJlj)OM CrnneHca - )llKOI-ICOHa (CC)l), 

TOKCH'IeCKHH 31ll1.[{epMaJibHb!TT HeKpOJIH3 (T3H) 11 ne1<apcrne1rnm1 peaI<Ulrn C 

30311Hocp1maeti H cHcTeMHbIM!i CHMnrn~rnMH (drug reaction with eosinophilia and 

systemic symptom - DRESS), I<OTOpb1e MoryT yrpm1<aTb lKH3I-IH 11m1 npHBOLlHTb I< 

rreTaJibHOM)' Hcxony. flpH llOl!BJieHHH Cb!TIH 38 llaL{HeHTOM cnenyeT BeCTH TWaTeJibHOe 

Ha6moneHae H OTMeHHTb BmpeHn npa nporpeccnponamrn nopaiKeHHll KOJKH. 

5IsneHHll co CTOOOHbl IIa)JJlOqe'-IHHKOB 

Coo6manocb O CJI)"IMX o6paTHMOfi J{a,[{110'-IeqHHKOBOH nenocTaTOLJHOCTH y nauaeHTOB, 

llOJI)"IaIOLU!iX a30Jibl, BKJJ!OLJal! BOJ)HKO!Ia30Jl Hannoqe'-IHHKOBall 11e.uoCTaTO'-IHOCTb 61,rna 

3aperHCTpHp0BaI-ra y nau11eHTOB, llOJl)"IaBWIIX U30Jibl 0,[{IIOBpeMeHHO C KOJ)THKOCTeponna~III 

HJJH 6e3 HHX. y nauaeHTOB, llOJl)"IaBUJHX a30Jlbl 6e3 COll)'TCTBYIOLUero Ha3Ha'-IeHIUI 

KOJ)THI<OCTepOH.UOB, Ha.UllO'-Ie'-IHHKOBall 11e.uocrnTO'-IHOCTb CBll3aI-Ia C ll!)l!MblM yrneTem1e~1 

U30JlaMH CTepo11.uoreHe3a. Y naurreHTOB, llOJI)"IaIOWHX KOpTHKOCTepOHL{bl, yrneTe1me 

BO!)HKOHU30JIOM HX Mern60J1H3Ma, onocpen0Bam-1oro UHTOXJ)OMOM CYP3A4, MO)KeT ll!)HBecrn I( 

H36bITO'-IHOMY conepl1<amno I<OpTHKOCTepo11noB B opraHH3Me Il nonaBJJeHmo <l1ymcu1m I<Opb1 

HannoLJe'-IHIIKOB ( CM. pm.uen 4.5). y nauHCHTOB, flOJJY'IaBIJJIIX B0!)11KOI-Ia30Jl COBMecn10 C 

ICopTHKOCTepo11.uaMH, rn101<e 61,m 3apernCTp11posm-1 c1111.upoM Kyw11Hra c nocneny1oweri 

I-!3,[{110'-Ie'-IHHKOBOH I-Ie,[{OCTaTO'-IHOCTblO IUll1 6e1 Hee. 

TiauHeHTbl, npOXO.[{l!LUHe .[{JIHTeJJbHYID TepamIID BOpHKOHa30JIOM H KOpTHKOCTepo11.uaM!l 

(BKJJioqair HHfaJJl!UHOHHbJe KO!)THKOCTepOI!.Ubl, Hanp11Mep 6y neco1-rn.u H HHT!)UHU3aJI6Hb!C 

KOpTHI(OCTepOH.Uhl), ,[{OJll!(llb] HaXOL{HTbCll 110.U TLUaTeJJbHb!M 1-m6monemieM Ha npe.uMeT 

!)a3BlffHll L{HCcjJyHKUHH KOpbl Ha.UTIO'-Ie'-JH]ll(QB !(al( BO BpeMl! Teparnrn, Tai( 11 llOCJie OTMCHbl 

BO!)HKOHa30Jia (CM. pm.uen 4.5). ITauaeHTOB crrenyeT npOIII-ICT!))'KTHJ)OBUTb O Heo6xonmIOCTII 

HeMe.urreHHOfO o6pamemrn 3a Me,[{HU!iHCKOH llOMOLUb!O B CJl)"Iae B03HHKHOBeHHll y HIIX 

npH3HUKOB H CHMllTOMOB CHH.Uj)OMa KywHHra HJIH I-Ia,[{110'-JeqrrnKOBOfi He.UOCTaTO'-IHOCTH. 

LlnaTeJJLHoe neqerme 

flpH .UJIHTeJlhHOM np11Me1-1eH!1!1 npenaparn BmtieH.u (B UCJll!X Tepam111 HJII1 npocjnrnaKTHKH) B 

TeqeHHe 6onee 180 ,[{Hett ( 6 MeCl!UeB) Heo6xo,[{HMO TUlUTeJJbl-10 01,emrnaTb COOT!IOI11e1-me !)HCKa 

I! JlOJib31,], 1103TOM)' Bpa'-IaM CJJe.uyeT )"IHTbIBaTb 1-1eo6xonHMOCTb orpaHHLJCHH5I 

npo.uomKHTeJibHOCTH ITpHMe11e1-nrn npenaparn (CM. paJ.ueJibl 4.2 11 5.1 ). 

ITpH .UJIHTeJlbHOM npHMeHeHHH npenapaTa BmlieH.u 6brn11 3aperncTp11posa1-11,1 cnycm11 pmBHTHll 

nnocKOKJieTOLJHOro pmrn I<OlKH (TIPK) (m<mO'-Jall TIPK in situ 1rn11 6one3Hb Eoy3Ha) (cM. pa1.ueJ1 

4.8). 

y nauHeHTOB, nepeHCCWl!X TpaHCJlJiaHTaUHIO, coo6manoCb O CJJY'-Ial!X 11e11mpeKU!iOHHOfO 

nepHOCTHTa C llOBbIUJeHHCM ypOBHll cprnpHCTb!X coe.um1eHH11 l1 weJIO'lHOH <l>oc<!JaTa36I. ITp!! 
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llOllBJleHHH y rrau11enTa 6oJJeti B KOCTllX 11 peHTreHOJl0fH'fCCl(l1X rrpH3!IaKOB rrepHOCTHTa llOCJle 

KOHCYJlbTaUHH pa3lll1'fHblX CllCl{HMHCTOB CJlCllYCT paCCivlOTpeTb B03MOlKIIOCTb OTMCHbl 

rrperrapaTB Bmj)CH)l ( CM. pa3JlCJl 4.8). 

I--le)KCJlaTCJlhHblC peaI<I.tHH co CTOJJOHhl opraHa 3pCHHll 

Coo6maJJOCb O CJJy'fallX )lJlHTCJlhHO coxpaHl!BlllHXCll HC)KCJlaTCJlbHblX peaKUHIT co CTOpOHbl 

opraHa 3pemrn, BKJllO'Jall HC'fCTKOCTb 3pCHHll, HCBJJHT 3pHTCJlbHOrD Hepsa H OTC!( JlHCI<a 

3pHTCJlbHOro Hepsa (cM. pa3.!\CJl 4.8). 

I--lelKCJlaTCJlbHbJe peaiqlHH co CTOOOHbl llO<JCK 

y Tll)KCJJ060JlbHb!X rrauneHTOB, llOJly<IaBillHX Bm\)Cl·]Jl, Ha6mo.11aJ1HCb CJly<Iall pa3B11Tllll OCTpor, 

llO'IC'lHOH HC.[10CT8TO'lHOCTII. Ilau11eHThl, 110Jl)''la!O[l{IIC BOJJHK0Ha30Jl, MOryT rrpllHlliviaTb II 

.11pyrne Hec!JpOTOKCll<JHblC JlCI<aJJCTBCHHbIC cpe.!\CTBU H HMCTb corryTCTBYIOll!He 3a6oneBaHIUJ. LITO 

MOlKCT llp11B0)l11Tb K CHIDKCHHIO c!JYHI<Ulll1 llO'ICK (CM. pa3JlCJl 4.8). 

MoHIITOOHiff cbyHKUHH ITO'ICK 

3a rram1e1naM11 cne.11yeT secn1 1-ia6mo)lem1e c uen&IO s&rnsneHnll rrpn3HaJCOB HapyweHirn 

cpyHKUHH TIO'ICK. Tmwe Ha6mo)lCHIIC )lOJllKHO BKJllO'IaTb na6opaTOpHoe o6CJJC)lOBaHHe. s 

<JaCTHOCTII orrpe)lCJlCHHC ypomrn CbIBOpOTO'IHOro KpeaTMH!IHa. 

MoH11Top1mr cbym<u1111 nom1<eny,uo,moti JKeJJC3bI 

Ilau11eHThl, oco6e1rno .!\CTCKOfO B03pacTa, C c!JaKTOJJ3MII p11CKa pa3B11Tlll! OCTporo rram<peaTIITa 

(Hanp11Mep, He)laBHO npoBC.[\CHH8ll XIIMHOTepanHll, TfCKl npH Tepan11n Bm!JeH)lOM )lOJllKHhl 

H8XO)lHTbCll TIO)l TIUaTCJlbHblM Ha6JJIO)lCHMCM. B Ta!(OH l(JlHHWICCKOH CI-ITya1.um MOll(CT 

paCCMUT]JIIBaT&Cll B03MO)KHOCTb KOHTJ)OJlll ypoBHll CblBOJJOTO'lH011 aMIIJla3bl HJlH Jllllla3bl. 

IlpuMeHCHIIC y ,neTeti 

5e3onaCHOCTb II 3(!Jc!ieKTHBHOCTb rrperraparn y )lCTCH Mna.11we 2 JlCT He ycTaHOBJletm (CM. 

pa3_!\CJlbl 4.8 H 5.1). Bop11KOH830Jl llOI<a3aH JlCTllivl B B03pacTe OT llBYX JlCT M crnpme. 5onee 

BblCOKall 'IaCTOTa llOBblWCHHll ypOBHCH llC'ICHO'IHhlX c[>epMCHTOB 1-1a6mo.naJJaCb y nauHCHTOB 

.[(CTCKOro B03pacrn (CM. pa3.!ICJl 4.8). <J:>ym<UMIO llC'ICHll CJIC.!IYCT KOHTpom1posan, II y .!ICTeti, Hy 

B3pOCJlbIX. Ilpu nepopMbHOM npllMCHCHHII 611o)lOCT)'llHOCTb npenaparn MO)KCT 6&IT6 CHIDKCHa 

y .neTeti B B03paCTe OT 2 .[10 < 12 JlCT C MUJiha6cop6ui-1efi M O'lCHb Hll3K011 OTHOCHTCJlbHO 

B03pacTHOH HOpMbl Maccoil TCJla. B Tal<HX cny<Jal!X peKOil!CllllYCTCll BHYTPHBCHHOC BBC)lCiil!C 

BOpHKOHa30Jla. 

• Cep&e3H&Ie KOlKHbie 1-1eJKenaTenbH&1e peaKUHH (B1<mo<rnlJ IlPK) 

9aCTOTa pa3BIITllll cjJOTOTOKCHLICCKHX peaKUHH y .neTeli BbJ[l{e. Y<IIIT&IBall 803MOlKHOCTb 

pa3BHTHll IlPK, B ::noti nonyJJllUHH naaHeHTOB orrpan.nmio npHMCHCHHe CTpornx Mep 110 

3aIUHTe OT B03.[le!1CTBllll YllbTpacpHOJICTOBOro 06nyc1e1IHll. ITp11 pa3BHTH!I y )lCTel! 

5IBJleHHH, CBll3aHHblX C cjJOTOCTapeHIICM 1(0)1(11, TaKHX KRK JlCHTHrHH03 HJlH BCCHYWKH • 

.[(alKC nocne npeKpaLUCHHll Tepa111111 peKOMeH.[l)'CTCll H36eraTb B03)leHCTBHll 

yn&TpacpuoneTosoro 06nyc1emrn 11 npo.nom1rnTb nocne.ny1ou{ee JleprviaTOJIOnI<JecKoe 

Ha6mo.nem1e. 

11 podmnaKTHKa 

Ilp11 B03HHKHOBCHHII CBll3RHHblX C npHMCHCHIIC~I .naHHOro npenapaTa He)KCJlRTCJibHbIX peaKUHfl 

(renaTOTOKCH'lHOCTh, T5DKCJ!ble KO)KH&Ie peaKUHH. BKJllO'Iall c\JOTOTOKCII<JHOCTb H IlPK, TmKeJlble 

IIJlll .[(JlllTeJl&Hble HapyweHHll 3pernrn H nepHOCTIIT) cne)lyeT pacCMOTpeTb uenecoo6pa3HOCTb 

OTMCHhl B0pHKOHa30Jla II llJJHMCHCHHll MbTep1rnTH!lHblX npOTIIBOrpH6KOBblX rrperrapaTOB. 

cJ:>eHIITOHH (cy6CTpaT CYP2C9 11 CHJJ&H&Il1 HH.UVKTOp CYP450) 

Ilpu 0.[(HOBpCMCHHOM npHMCHCHMH cpeHHTOHHa H BOJJHKOHa30Jia Heo6xo.nm1 TLURTCJlbHblll 
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K0HTp0Jib ypOBHei1 <!>eHIJTOlfHU. CoBMecn1oro rrp,m1enemrn B0pHK0HU30Jia JJ cpeHJJTOHHa 

cne,nyeT H36eraTb, 3a 11c1rn10°1e1rneM Tex cnycmeB, I<or,na ollrn,naeMaH rronb3a rrpeBhrwaeT 

B03MO)KHbIH pH CK ( CM. pa3,nen 4.5). 

3diaa11peH3 (HH.UVKTOp CYP450; m1rnfonop 11 cy6CTpaT CYP3A4) 

Tiptt COBMeCTH0M rrpttMeHeHHH C 3(l>am-rpeH30~1 ,[(03)' B0])HIC0Ha30Jla cne,nyeT yseJIWIHTb ,[(0 

400 Mr l(a)l(,[(ble 12 °IaC0B, a ,[(03)' 3(pUBHperna yMeHblllllTb ,[(0 300 Mr ](a)l(,[(b!C 24 qaca (CM. 

pa:i,neJibl 4.2, 4.3 U 4.5). 

fna:i.uern6 (cy6cTpaT CYP3A4) 

OJrrn,naeTCH, 0no K0HUeHTpar.11111 rnm,nern6a B rrna:iMe Kpom-r, a Taro1Ce p11cK ynmmer11151 

HHTepBana QTc 6y,nyT )'BCJIWIHBaTbC51 rrpH C0BMCCTH0~I rrpm-teHCHHH C B0pHK0Ha30Jl0M (CM. 

pa:i,nen 4.5). B cnyYaHx, rrnr,na coa1v1ecn1oro ITpH~1ene1rni1 3Tl!X rrpeITapaToB HeJib351 H36elr<aTb, 

pe1<0MeH,noaaHo <racTOe ITpoae,ne1rne 3Kf. 

Hnrn611TOpb1 THQ03HHKHI-Ia3hI (cy6cTpaT CYP3A4) 

Oll<H,[(aeTCH, LJTQ KOHUeHTpaUHH 11Hrr-r611Topa THp03HHICHHa3bl B ITJla3Me I<p0BH, a TaIOKe pHCIC 

He)l<enaTeJibHb!X peaKUHH 6y,nyT yaem1<rr-rBaTbC)l ITPH C0BMeCTH0M ITpHMeHeHHH B0pHI<0Ha30JJa H 

1rnrn6r-rTOpa TH])03HHI<HH33bl, Mern60JIH3HpyeMOfO IT0Cpe,UCT!l0M CYP3A4. B CJl)"IaHX. Kor,na 

C0BMeCTH0fO rrpr-rMeHCHHH 3THX ITpeITapaT0B HeB03M0)ICH0 H36e)l(aTI,, cne,nyeT CHH3HTb ,[(03)' 

1rnr11611Topa THp03HHKHHa3bl H ITp0B0,[(HTb T[l.laTeJibflbIH ](Jll{Hlf'leCI<HH IC0!Hp0llb C0CT0HHirn 

ITau1-1e1na (cM. pm,nen 4.5). 

Pmba6yTHH (c11JibHbIH HHIJyr<Top CYP450) 

Tipr-r C0BMCCTH0M rrpHMeHeHHH pm!ia6ynrna H B0pHI<0Ha30Jia peK0MeH,nyeTC)l T[l.laTeJJbl·lblH 

K0HTp0Jib ITOKa3aTeneti o6r.uero aHaJIH3a 1Cp0BI-I l1 I-Ie)I<eJiaTeJibHbIX peaKUHH Ha pmpa6ynm 

(narrp11Mep, )'BeHTa). Cne,nyeT H36eraTb C0BMecrnoro ITpHMeHeHH)l B0pHK0Ha30Jla H 

pmjia6yTHHa, 3a HCKJIIQLieHHCM Tex cnrraes. rrnrna 0llCH,[(aeMaH IT0Jlb3U ITpeBbIWaeT B03MOlI<Hbli1 

pHCK (CM. pa:i,nen 4.5). 

P11T0Haa11p (cHJibHbIH HHIJ)'KTOQ CYP450: HHrn611Top a cy6cTpaT CYP3A4) 

Crre,nyeT H36eraTb C0BMecnroro IT!)IlMCHemrn B0pHK0Ha30Jia H pHT0Has11pa B HH31CHX ,[(03aX 

(100 Mr 2 pa:ia B cyTKH), 3a 11cKmo01e1rneM Tex cnycrnes. I<or,na cooTHowerme IT0JJb3bl H pucrrn 

0ITpaB,[(bJBaeT rrpHMeHe1me y ITaUHCHTa B0pHI<0Ha30Jia (c~t. pa3,UCJlbl 4.3 H 4.5). 

3aepon11Myc (cy6cTpaT CYP3A4. cy6cTpaT P-rnHI<OITQOTemrn) 

COBMeCTHOe ITpHMeHeH11e BOpHK0Ha30Jla H 3Bepomm1yca He peK0Mel!,nyeTC)l, IT0CK0Jlb]()' 

ITpe,nrronaraeTCH, LIT0 B0pHK0Ha30Jl 3Ha'n!TeJibH0 yseJIWIHBaeT K0HUeHT]l8UHH 3BeponnMyca. 

I1MeIOl.l(HXCH Ha cero,[(H)lllJHHH ,neHb ,naHHbIX He,[(0CTaT0'II-10 ,[(Jl)l Bb!HCCCI-IH)l peKOMeH,nau1-1i1 ITO 

,[(03Hp0BaHHIO rrperraparn B 3TOH CHTyau1111 (CM. pa3,nen 4.5). 

MeTalJOH (cy6cTpaT CYP3A4) 

Tipu C0BMeCTH0M rrpHMeHeHHH MeTa,[(0Ha 1-1 B0pHIC0Ha30Jia peI<0Met-1,[()'CTCH LiaCTbIH I<0HT!)0llb 

He)I<enaTeJibHblX pem<UHH II IT!)I-13HaI<0B T0ICCll'IH0CTll MeTa,[(0Ha, BICJlIO'!a)l y,nJJHHeHHe 

llHTepsarra QTc, IT0CK0JlbKY co,neplI<aI-IHe Mernno1-1a rI0BbIWUCTC)l ITp!! C0BMeCTH0M rrp11MeHe1-11111 

C B0p1-IK0Ha30JI0M. MOllCeT I10Tpe6oaaTbC)l CHHllCC!IHe ,[(03bl Mernnmrn (CM. pa3,nen 4.5). 

Orr11aTb1 K0Q0TI<oro .uei1crn11H (cy6cTpaTb1 CYP3A4) 

TipH C0BMeCTH0M TI])HMe1-1e1m11 C B0J)HI<0l-la30Jl0ill arrbl!JCHTaHJ-IJia. <!JCHTaJJHJJa II ,npyrnx 0ITI-JaT0il 

K0p0TI<0ro ,netiCTBHH, IT0,[(06HblX ITO CTpy1nype anbCjJe1namrny H Mern6omt3llpyeMb!X CYP3A4 

(1rnrrp11Mep, cycpeHTUHHJia), 11eo6XO,[(HMO paCCM0T]lCTb B03~!0)KH0CTb CHH)ICeH!rn ,[(03hl 

ITepe<rncneHHbIX 0ITHaTOB (Cil!. pa3,nen 4.5). nocK0/161()' IT])H C0BMeCTH0M rrp11MeHeHill1 
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aJJbcpeHTaHHJJa C BOpHI<OHa30JIOM nepHO)l I10JJYBbIBe)leH!rn [!JlbC[JeHTaHl1Jla yneJJH'll1BReTC5I B 4 

pa:ia, a TaIOKe ycIHTb!Ball TOT c[Jar<T, 'ITO cornacHO ony6JJHKOBaHHbl~I )laHHb!M O)lHOro 

He3amICHMOro HCCJle)loBaHHll, O)lHOspeMe1-moe npm1eHeH11e <[JeHTaJ{HJJa H sopHKOHa30JJa 

npHBO!lHJIO K yBenw-renmo cpe)lHero 3HaCJeHHll AUCo.cn c[ieHTaHHJJa, MOlKeT noTpe6osaTbCll 

CJaCTb!TI MOHHTOpmrr He)KeJJaTeJJbHb!X peaKUHTI, CB5I3aHHb!X C npnMeHermeM 0!1HaTOB (BI<Jl!O'!a5I 

6onee )lJIHTeJlbHbITT MOHHTOpHHf )lbIXaTeJJbHO}I <[JYHKUHH). 

OmrnTu nnHTeJJbHoro neilCTBHll (cv6cTpaTbl CYP3A4) 

I1pH COBMeCTHOM I1])HMeHeHHH C B0pHKOHa30JIOM OKCHKO)lOHa H !lpyrnx 0!11!aTOB )lJlHTeJJbHOro 

)lettCTBHll, MeTa60JJH3HpyeMbIX CYP3A4 (rrnnpHMep, fl!)lj)OKO)lOHa), 1-reo6xO)lHMO paCCMOT]JeTb 

B03MO)KHOCTb CHl1lKeHHll )l03bl nepe'!HCJJeHHb!X OI1HRTOB. MOlKeT I10T]le6oBaTbCll CJaCTblTT 

KOHT]lOJlb Hell<eJJaTeJJbHb!X pem<UHH, CBll3aI-!Hb!X c !1pHMer-remieM OIU!aTOB (CM. pa:i)leJI 4.5). 

<llnyKoHa'.lOJJ (11Hrn611rnp CYP2C9. CYP2Cl 9 11 CYP3A4) 

CoBMeCTHOe nepopa.rrbHOe !1pHMeHem1e BO])HKOHa'.lOJJa H c[rny1rnHa'.lOJ1a I1pHBO)lHJIO I( 

3HaCJHTeJJHIOMY yBenwreHmo C 111a., H AUC, sopmm1-ia3ona y 3!lOpOBbIX !l06posonu1eB. 

HeH3BeCTHO, KaKoe CHHlKeHHe )l03bl HIHml CJaCTOTbl !1pH~1e11e1Hll! BOpHKOI-Ia30JJa H c[rnyKOHa30ml 

I1pHBeJJO 661 K HC'Ie3HOBeHHIO )laHHOro 3C[H[Je1na. I1pH np11MeHeHHH BOpHKOHa'.lOJJa 

Henocpe)lCTBeHI-IO I10CJJe cjrnyKOHa30J1a peKOMeH)lyeTCll ocymecTBJ1l!Tb MOHHTOpHHr 

He)KenaTeJJbHb!X peaKUHTI, CBll3RHHb!X C npm1e1-1e1rneM BO])HK0Ha30J1a (CM. pa:i)leJ1 4.5). 

BcnoMoraTenhHbie BemecTsa 

Hamp1111 
3TOT neKapcrneHHb!TI npenapaT CO)le]Jll<HT 221 ~Ir HaTpHll Ha c[rnaKOH, '!TO 3KBHBaJJeHTHO 11 % 
peKOMeH)lOBaHHOTI B03 MaKCHMaJJbHOTI CYTO'JI-IOTI )l03bl 2 r HaTpHll )lJ1ll B3pOCJJOro. 

!Jzu,J1ooegcmpu11b1 
I1opOlll0]( )lJlll np11roTOBJ1emrn pacrnopa )lJ1ll HH([JY3H1! CO)leplKHT UHKJlO)leKCTIJHHbl (3200 Mr 

UHKJlO)leKCTpHHOB B J(a)J()l0M c[rnar<0He, '!TO 3KBHBaJJel-lTHO 160 Mrhv!JI I1JJH BOCCTaHOBJ1eHHH B 

20 MIT, CM. pa:i)leJ1bl 2 11 6.1 ), KOTOpbie ~IOryT BJ1HHTb Ha CBOHCTBa (HanpHMep. TQl(CflTIHOCTb l 
)lettcrny1omero BemecTsa 11 !lpyrnx neKapcrne1mb1X npenapaTOB. Bonpocbr 6e3onacHocT11 

umrno)leKCTpHHOB 6hIJll1 Y'ITe!-161 npH pmpa60Tl(e 11 oue11KC 6e1onac1IOCT!1 JJe!<apCTBeHHOfO 

npenaparn. 

IJOCKOJlbKY UHKJ10)leKCT}JH!-lbl Bb!BO)ll!TCll 113 O])rRHl13MU 01epe3 CTO'J!(fl, y rrauHel-!TOB C 

HapyweHHeM cjJyHKUHH !IO'IeK OT yMepeHHOTT )lO Tll)KeJJOH CTeneHH MO)KeT npOHCXO)lHTb 

!-Ia!(OI1J1e1IHe UHKJlO)leKCT])HHa. 

4.5. B3al!MO/ICTICTBIIC c !lpyn1M11 J1e1rnpc-rne1111b1M11 npenapa-ra~m 11 !lpyr11e BIi/lb! 

B3al!MO)lCIICTBIUI 

Bop11Ko1-1a:ion Mern6omnttpyeTc51 113ocjJepMe1-1rnM11 u1noxpo~ia P450 (CYP2Cl 9, CYP2C9 !! 

CYP3A4) H rmrn611pyeT !IX aKTHBHOCTb. vlHrn611TOpbl HJ111 HH!lYl<TOpb! 3THX H30CjlepMeHTOB 

MoryT, COOTBeTCTBeHHO, HOBb!lllaTb HJ1H HOHHlKRTb K01-1uer-1Tpaum1 BO])HKOHa30J1a B nJJa:iMe 

KpOBH, a TaIOKe cyll(eCTByeT BepOl!TI-IOCTb nOBbl!lJelrnll BOJJHKOHU30JJOM I1J1a3Mel!Hb1X 

KOHUeHTpaUHTI Be[UeCTB, MeTa60J1H3HpyeMb!X 3THMH H30cjiepMeHTaMH UHTOXpOMa P450, B 

'!aCTHOCTH, )lJ1ll semecrn, Mern6omnnpyeMblX H30cjiepMeHTOM CYP3A4. I10CKOJlbKY 

B0pHKOHa30Jl l!BJ1l!eTCll CHJ1bllb!M m1rn6HTO])OM H30CjJepMeHTU CYP3A4, xorn yseJIW!eH11e AUC 

3aBHCHT OT cy6cTparn (CM. rn6m1uy HH)Ke). 

l1ccne)lOBaHH51 B3aHMO)leTTCTBH51 JJeKapCTBeHHblX cpe)lCTB 6b!JlH npoBe)lel!bl C y4acn1e~1 

3)l0p0Bb!X B3pOCJlb!X J1HU MYlKCKOro I10Jla C MHOroKpaTHb!M nepopanbHb!M I1pHeMOM 

BOpHKOHa'.lOJJa B )l03e 200 Mr )lBa pa3a B cyTKH (2 p/cyT) )lO /IOCTH)l(eHH51 paBHOBeCHO!l 
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KOHUeHTpaIUII!. Pe3yJibTaTbl 3TllX l!CCJie.[\OBaH!lH mnyam,Hbl ll .[\Jill npyn1x rpynn rrarrneHTOB I! 

crroco6os sseneHnlI nperrapaTa. 

BopHKOHa30JI CJienyeT C OCTOpO)KHOCTblO np11MeHnb C JIeI<apCTBeHHblMH cpencrna11111. 

cnoco6Hb]Mll Y/lJII1HlITb HHTepBaJI QTc. Ta!OI(e npOTI1B000Ka3aHO COBMeCTHOe npmv1eHeH11e 

B0pHKOHa30Jia C semecrnaMH, Mern60JI!l3HpyeMbIMH H30(jlepMeHTOM CYP3A4 (Kyna OTHOCHClI 

HeKOTOp&re m-ITHfHCTaMHHHbie npenapaTbl, XHHH.[\HI-1, UH3anpH/l, Ollill03Il/l fl rrna6pamm). 

KOHUeHTpaUHH KOTOJ)b!X B TIJ!a3Me KJ)OBH OH i\10)](eT yseJIWI!lBaTb ( Ci\!. Hll)Ke n p,nneJI 4.3 ). 

Ta6mrua B3allMOnei1CTBHlI JierrnpCTBel-lHbIX cpencTB 

B3a!lMO)lei1cTBlllI Me)K/lY BOJ)llKOHa30JIOM H npyrHMH JieKapCTBeHHbIMH cpencTBaWI 

nepeq11cJieHbI B Ta6JIHUe HmKe (ycJIOBH&re 0601t1ac1emrn: O/lHH pa3 B cyTK!-1 - « 1 p/cyrn, nsa 

proa s cyTK!-1 - «2 p/cyrn, TJ)l-1 proa s cyTKH - «3 p/cyT>> 11 He ycTaHOBJieHO - «H/Y»). 

HarrpanJierme cTpemrn /lITlI KalK/lOfO cjiapMar<0romeTH'IeCKoro 11apa11reTpa OCHOBaHo rm 90 % 
noseprneJI&HOM HHTepnane cooTHorneHHlI cpemmx reoMeTpwrec1rnx 3Ha,reHHH 1-1 03HaqaeT «B 

npeneJiax» (<-->), «HmKe» (!) 1-1JI1-1 crn&rrne» (i) mranroorrn 80-125 %. 3se3noqr<a (*) yKro&maeT 

Ha nnycToporrnee n3a11Monellcrn11e. AUC,, AUC, 1-1 AUCo-oo 0601Ha•ra10T 11JIOIUan& non Kp1rnoi1 

Ha npoTmKermH mnepBaJia npeMeIrn MelK.l\Y BBenermeM nByx n01. co npeMem-1 0 no 11epno11 

nonnmoruellClI o6HapyiKeHIHO KOHUeHTJ)3UHH 11 co npeMeI-111 0 no 6eCKOHC'II·IOCTII 

COOTBeTCTBe1rno. 

B1a11Monellcrn1-151 s rn6;rnue npencrnnJieI-1&1 B CJieny1ome111 nopHnKe: npenapaTbI, 

11J)OTHBOIIOKa3aHHbie K O.[\HOBpeMeHHOMY llJ)HMeHel-llllO; npenapaTI,I. Tpe6y1011111e 1<0ppe1nurn 

.[\03bl 1-IJII-I TIUaTeJibHOro KJII-IHH'IeCKOro 1-1/1-IJII-I 61-10Jiorn•1ec1<0ro illOHilTOp111-1ra, ll npenapaTLI. He 

o6Jia.[\aIOIUHe cyruecTBCHHbIM c!iapMaKOIUII·ICTWICCKHM B3aHMO.'leiicTBHeM, HO B3aHMO.[(eI1CTB!le C 

KOTOpLIMH npencrnnm1eT KJIHHHLiecrrnll HHTepec B 3TOH TepaneBTH'-ICCKOH o6JiaCTH. 

Jle1rnpCTBCIIHOC CJ)C.[\CTBO 83allMO.[\CttCTBIIC Pe1rnMe11)].au1111 

(Mexa,rn1111 a1au1110i>eiicmaun) lhMenemrn reoMeTpn•rec1rnro OTHOCIITCJlhllO 

cpenncro (%) COBMCCTIIOl'O 

TI p11MCIICHIHI 

AcTeM!l30JI, UH3anpH/l, 1111M0311.[\, HecMOTJ)51 Ha TO, LJTO 

XHHH.[\Hl·I, TepcpeHan11H H COOTBCTCTBy101une Il poT11sorroKaJa110 (CM. 

rrna6pan11H (cy6cmpan1b1 CYPJA-1) HCCJIC.[\OBa1-nrn He npoBO.[\HJI!lCb, pa1neJI 4.3) 

OOBbillleI-IHbie KOHUeHTpaUHH 

.[\aI-IHblX JierrnpCTBeHHbIX 

cpenCTB B TIJ!a3Me KJ)OBH MOryT 

11p1meCTH I( Y.l\JII-IHCHl!IO 

mnepnaJia QTc l·I, B pen1rnx 

CJIY'Ial!X. I( B03HHKHOBCH1110 

JKeJiy.l\O'IKOBOi1 TaXlll(3J).l\Hll 

THTia ((lll!J)Y3T» (torsacles de 

nointes). 

Kap6aMroennH ll 6ap6nTypaThI HeCMOTJ)lI Ha TO, LJTO 

.[\JIHTeJibHOro nellCTBH51 (BKJIIO'Iall, COOTBeTCTBYIOIUlle Il poTnsonoKa3a 110 (CM. 

HO He orpa1-1ncmBal!cb: llCCJienoBaI-IH51 He TIJ)OB0.[\11JIHCb, pa1neJI 4.3) 

cpeHo6ap6HTaJI, Mecpo6ap6HTaJI) Kap6aMroenm1 ll 6ap61nypaT&I 

(CUJlbllble w1oy1anopbl CYP450) )J.JIHTCJibHOfO nei1CTBlllI 

3HaLIHTeJ!bHO CH I-I )I(a!QT 

Ko1-1ueInpawrn BOJ)lll(0Ha30JIG B 

11Jla3Me KDOBI-I. 
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Jle1rnpcTBennoe cpe11cTB0 B3aIIMO/ICIICTBlle Pe1rnMe1111aunn 
(iuexau 113111 113a u11wiJeiicm11 u11) lfaMenemrn reoMeTp 11 •1ec1rnro 0TH0c11Te.ri1,11 o 

cpe1111cro (%) C0BMCCTII0ro 
II PIIMCIICll ll!I 

3cpaB1rpeH3 (Henyrrneo3H/IHhIH 

1mrn611TOp o6paTHOH 

TpaHCI<pllllT33h!) (11110Yl(1110p 
CYP450; m12116umop u cy6cmpam 
CYP3A4) C 111 a, Jc!1am1perna t Ha 38 % sop111<0Ha3oJJa B 

AUC, 3c!1asHpeH3a t Ha 44 % crnnnaprn1,1x no1ax c 

n03e 3ct1as11pe1n B n03e 400 Mr l p/cyT Cmax. BOp11KOH330JJa ,I, Ha 61 % 3(!JaBHpeH30M B 

on11ospeMeHHO C B0p~KOH330JJOM AUC, BOpHKOH330JJa ,I, Ha 77 % 400 Mr l p/cyT IIJJII BhIUJe 

B no3e 200 Mr 2 p/cyT np0TIIB0II0lrn3ano (CM. 

pa1neJJ 4.3). 

no cpaBI-JCHHIO C 3cjJam1peI·l30M Bop11KOHU30JJ MO)KeT 

B no3e 600 Mr l p/cyT, llpllMCHl!TbCll COBMeCTHO C 

Cmax 3(!JaBHpCH3a <-+ Jc!ias11peH30M, ecmr 

AUC, 3cjJas 11perna t Ha 17 % 11onnep)K11Bmo1uall no1a 

3c!rns11peH3 B no3e 300 Mr l p/cyT BOpHI<OH330JJa 110BblWCHa 

onHospeMeimO C B0p~KOH330JJOM no cpaBHCHl1!0 C no 400 Mr 2 p/cyT, a no3a 

B no3e 400 Mr 2 p/cyT BO!)llKOH330JJOM B no3e 200 t-ff 3(\JaBHpeH3a CHH)KeHa no 

2 p/cyT, 300 Mr l p/cyT. noCJJe 

C,nax sopHI<OHa30JJa t Ha 23 % rrpeKpmuemrn Tepamrn 

AUC, BOpHKOH330JJa ,j, Ha 7 % BO!)IIKOHa30JJOM 
B03BpRll{aIOTCll I( 

11pm1e1-1e111110 3<1iam1pe1-13a 

B IIa0IaJlbHOH no3e (CM. 

p33neJJhl 4.2 Jl 4.4). 
Am<aJJ011nh1 crrophIHhll (sI<mo0ral!, HecMOTpll Ha TO, 'HO 

HO He orpaHHLJHBal!Ch: 3proTaM!lH COOTBeTCTBYIOlUHC Tiponmono1rn3a110 (CM. 

11 nHrnnpo3prDTaMHH) HCCJJenosaHHll He nposon11JJHCh, pa3neJJ 4.3) 
(cy6cmpan1b1 CYP 3A4) sopnKOH330JJ MO)KeT 

J1yp33nnOH 

(cy6c111pa111 CYP3A4) 

Hanor<ceroJJ 

(cy6cmpam CYP3A4) 

11pHBOnllTb !( 

rrnrmeHTpal!Htt 

110Bb!WCHHIO 

aJJICaJlOllnOB 

cnopb!HhH B 11JJ33MC II, 

CJJencTBHC, K 3DrDTIJ3My. 

HecMOT!)ll rm TO, 

COOTBCTCTBY!OlUHC 

KUK 

0no TI p0Tnnono1rn3a110 

pa3neJJ 4.3) 
HCCJJenosaHHll He rrpoBOJUJJJIICb, 

BOpHKOHa30JI. sepOHTHO. MQ;KCT 

C)'lUeCTBeHHO llOBb!WaTh 

rcoHuernpaurm JJypa3HnoHa B 

llJJ33Me KDOBH. 

1-IecMoTpll 

COOTBCTCTB yro lUH e 

TO, 'ITO npoTl!BOIIOlrn3aIIO 

pa3neJJ 4.3) 
HCCJJenosaHHll He nposon11JJHC6, 

BOpl!KOH330JJ, BC!)OllTHO, MOJKCT 

cymecrnemzo nos&1wa-rh 

KOHUe!npau1m HUJJOKCeroJJa B 

l1JJ33Me KpOBH. 

(CM. 

(CM. 
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Jle1rnpcTse1rnoe cpe,ucTB0 BJan~10,uciicTs11e Pe1rn~rnn,uau1111 
(MexaH 11:1111 B:Ja u11woeiicn11mn) JiJMenemrn reoMeTpw1ec1rnro 0TH0CnTem,110 

cpe,unero (%) C0BMCCTH0ro 
Hf)IIMCHCIIIIll 

Pmlia6ynrn 

(Cl/Jlbl/blll w1oy1anop CYP450) 
CJ1e)lyeT 1n6ernTb 

300 Mr I plcYT Cmnx BOpHKOirn30Jla + Ha 69 % COBMecn1oro npHMCHCHHH 

AUC, BOpHKOHa30Jla + Ha 78 % BOpHKOHa30Jla H 

pncjia6yTnHa, Ja 

300 ~ff I p/cyT (npn COBMCCTHOM no cpaBHCHHIO C HCKJIIO'-!CI111CM Tex 

npHMCHCHHH C B0pHI<Olia30JIOM B BOp!iKOHa30JIOM B ,u03e 200 Mr CJlyqaeB, I<Or,ua O)l(ll,Uae~rnH 

,[(03C 350 Mr 2 p/cyT). 2 p/cyT, TIOJ!b3H npeBbIWaeT 

Cmnx B0pHKOHa30Jla + Ha 4 % B03MO)I<HbIH pHCK. 

AUC, sop111<or1a:iona + Ha 32 % noMepiKHBaromai1 ,uoJa 
BOpHKOHa30Jla MOlKCT 

6hITb yneJIH'-!eHa ,uo 

300 Mr I p/cyT (np!! COBMCCTHOM Cmnx pmpa6yrnHa t Ha 195 % 5 Mr/Kr BHYTPHBCHHO 

npnMeueHnll c nopm<0Ha:ioJ10M B AUC l 6 t "" 1 O/ 2 p/cyT HJIH c 200 Mr no , , pnoa yT11Ha Ha JJ ,o 
,u03e 400 Mr 2 p/cyT) no cpaBHeumo c 350 Mr nepopaJ1bHO 2 

BOpHKOHa:JOJIOM 8 ,U03C 200 Mr p/cyT ( co I 00 Mr ,UO 200 Mr 

2 p/cyT, nepopam,Ho 2 p/~yT y 

C t I 04 
0/ nau11e1-1TOB C MaCCOH TCJIU 

max BOpHKOHa30Jla 1-Ja /0 40 ) ( 
t MCHee I<r CM. pa:ineJI 

AUC, Bop111<01m:ioJ1a Ha 87 % 4_2). 

np11 COBMCCHIOM 

rrpmieHeHHII Pl1(!Ja6yrn11a 

H BO!)HKOHa30JIU 

peKOMeH,uyeTCH 

TlllRTeJlbHblH 

no1<a:iaTeJ1eH 

m-1an1-13a 

KOHTJ)O,% 

o6mero 

K!)OBH II 

HC)KCJlaTeJlbHb!X peaKUlli'r 

Ha pm!ia6yrn11 (1-mnpm,1ep. 

vne11rn). 

PmpaMTIHU!IH (600 Mr l p/cyT) Cmax BOJ)HK0Ha30Jla + Ha 93 % Tiponrno1101rn3a110 (01. 

(cl/Jlbllblll w1oy"mop CYP450) AUC, sop11Kor1a:ioJ1a + 1rn 96 % pa:i,uen 4.3) 
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JleKapCTBCJUIOe cpe/:\CTBO B3aHMOL(eilcTBHC Pe1rnMeJJL(aUHII 

(J11exa11113M aw11J110oeiic1111mn) M3MeHemrn reoMeTp11•1ecKoro OTnocnTem,110 

PttTOHaBI!p (1rnrn61-JTOP npoTea3bI) 

(CI/JlbHblll UHOY1(1120p CYP450; 
1111w6umop 11 cy6cmpam CYP3A4) 

cpeL(Hero (%) COBMeCTJIOJ'O 

llPIIMCJJCHIJ!I 

CoBMecn1oe np11Mene1me 

BbICOKa5! /:(03a (400 Ivff 2 p/cyT) C,m, II AUCr pHTOHaBttpa <-> BOpHKOHa30J1a ll Bb!COKIIX 

Cmax B0p1IK0Ha30J1a -1, Ha 66 % )103 pHTOHamipa ( 400 Mr H 

AUC, sopuKOHa30J1a -I, Ha 82 % BbIWe 2 p/cyT) 
npOTJJBOHOJC838110 (CM. 

HH3Kan /:I03a (I 00 M, 2 

pa3L1eJ1 4.3). 
CneL1yeT 1n6eraTh 

Cmax pHTOHUBHpa -1, JJa 25 % COBMeCTHOro rrpm1eHeHJrn 

, AUCr pHTOHUBHpa -1, Ha 13 % B0pHKOHa30Jla II 

p/cyT) Cmax B0pHI<OHa30J1a -1, HU 24 % pHTOHaBHpa B HH3KIIX 

Aue 
1 ,

9 
O/ /:I03ax (JOO Mr 2 p/cyT), 1a 

1 BOpHKOHa30J1a -1- Ha J /0 
HCKJ110'IeHHeM TeX 

crryqaeB, I<OrL(a 

COOTH01lleH11e ITOJ1b3bl II 

pHcI<a orrpasnbrnaeT 

rrpH~1eHe1111e 

BOpHKOHa30Jla. 

TiperrapaTbI 3Bepo6oll 

rrpO/:lblpl!BJ1CHHOro 

(1111oy1anopb1 CYP450; wioy1anopb1 CorrraCHo L(aHHb!M I1pOTIIBOHOK338110 

pa3.'lerr 4.3) P-2JlUIW71j)Ol71eUHG) orry6mJKOBaHHOro 

300 Mf 3 p/cyT ( COBMCCTHO c He3aBfJCIIMOro 11CCJICL(OBUHllll, 

O)lHOI<paTHOH )103011 AUCo.w BOpHKOHa1orra -1, Ha 

BOpHKOHa30J1a 400 MI') 59 % 
TonsanTaH 

(cy6cmpam CYP 3A) 
HeCMOTIJll Ha 

COOTBeTCTBYIOU(He 

TO, 'ITO I1poTJJBOHOirn3aJJO 

pa1,'\eJ1 4.3) 
HCCJ1e)lOBaHHll He npOBO)lHJ1HCb, 

BOIJHKOI·Ia30J1, sepOl!TllO, MO)KeT 

cymeCTBCirnO ITOBbJWaTb 

KOHUel-JTpaumo TOJ1BaHTaHa B 

ITJ1a3Me KPOBH. 

(C~!. 

(CM. 
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Jie1rnpCTBCIIHOC cpe,UCTBO B3UIIMO,UCttCTBIIC Pe1rn~ICH,Uau1m 

(JlteXaHll3JII /J3llWltoOeiicmtJIIJ/) H3MCHCIIII!I reOMCTPil'ICCirnro OTHOCIITCJlhHO 

Be11eroKJ1aKc 

(cy6cmpam CYP3A4) 

cpe,uncro (%) COBMCCTIIOro 

HecMOTpll Ha TO, 

C00TBeTCTBy1omne 

IIDIIMCHCHH!I 

'ITO O,uHOBpeMeHHb!H 

B0pHK0Ha30Jia 

npneM 

HCCJie,U0B3HHll He npoB0,UHJIHCb, np0THB0TI0Ka3aH B r1aqa.rre 

B0p!IK0Ha30JI, sep0HII0, MOlKCT H BO spe~rn no.u6opa ,U03bl 

cymecrne1rno TI0Bbllll3Tb BCHeT0KJiaJ(Ca (CM. pa,,uen 

K0Huer1rpau1rn se1-1eTOJ<J1aJ<ca B 4.3). Heo6xo,uH~10 

TIJia3Me Kp0BH. CHHlKCHHC 

seHeToJ<naKca 

C00TBCTCTBHH 

HHCTpyKUHeH 

np11Mer1ern110 

,[!03bl 

B 

C 

no 

np11 

TI0CT0l!HH0~I C)KC,[!I-JCBH0~J 

,U0311p0B3HHH; 

pel<OMCH!IYCTCll 

TJl\aTeJI&Hb!H M0HHT0pHHf 

np113HaJ<0ll T0KCH'lH0CTH. 

<Dny1<0Ha30JI (200 Mr I p/cyT) Cmax B0pHK0Ha30Jia t 1-13 57 % Hen3BeCTHO, CHmKeJ-JMC 

(11112u6umop CYP2C9, CYP2CJ9 u AUC, sopHK0Hmona t Ha 79 % ,1103&1 11/11n11 'IaCT0T&J 

CYP 3A4) Cmax c[JJ1yKOHa30Jia H/Y np11~1eHern1i1 

AUC, cpnyKoHmona H/Y sopH1<0Hmona 11 

c[JJlyKOHa3ona nprrneno 6&1 

I( HC'lC3HOBCHHIO ,[!3HH0f0 

JC[H[ier<Ta. TTp11 

npHMCHeHJm 

B0pHl<OHa30J1a 

Henocpe,[!CTBCHH0 

cjiny1rnHmona 

nocne 

peK0MeH,uyeTCll np0B0,[!HTb 

M0HHT0p1mr 

HC)KenaTeJ1bHb!X peaKJlHH, 

CBll33HHb!X 

npm,JeHeHHCM 

B0PHK0H330JJa. 

C 
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( 

Jle1rnpcTBCIIHOe cpeACTBO B3aIIMOACttCTBIIC Pe1rnMCI1Aau1111 

(11texatll/3JII fJ3lll/JltoOeiicmc1rn) 113MCIICIIll!I reoMeTpw1ec1rnro OTHOCIITCJll,110 

<t>emno1rn 

(cy6cmpam CYP2C9 
w1oy1,mop CYP450) 

300 Mr I p/cyT 

ZI CUJ/bllbll/ 

cpem1cro (%) COBMCCTHOl'O 

IIPIIMCIICHll!I 

CJieAyeT 1n6eraT& 

COBMCCTHOfO rrp11Menemrn 

BOpHI(OHa30Jia II 

c}JeHHTOHIIa, 3a 

Cnrnx BOj)IIKOHa30JIU _j, Im 49 o/o IICKJIIO'!CHIICM TeX 

AUC-r sop11KoHa10Jia + Ha 69 % rnycmes, Korna OlK11naeMa~ 

ITOJI63U rrpeBbIWaeT 

B03MOlKHb!H j)HCK. 

PeKOMennyeTC5f 

TlUUTCJlbl-161!! KOHTpOJJh 

ypOBHeii <tieHHTO!IHa B 

ITJl83Me Kj)OBII. 

Cmax c!JeHJlTOf!Ha t Ha 67 % 
300 Mr I p/cyT (rrpH COBMCCTHOM AUC, cpeHHTOHHa t Ha 8 I % C]leHHTOHH MOlKCT 

ITj)HMCHCHHll C BOj)ll~(0Ha30JIOM B f1o cpaBIJCHHfO C ITj)H~!CH5fTbC~ COBMCCTHO C 

no3e 400 Mr 2 p/cyT) BOpIIKOHa30JIOM B no3e 200 Mr BOpHKOHa30JIOM, ecmr 

JTeTCj)MOBHp 

(w1oy1,mop CYP2C9 u CYP2Cl9) 

<Pny1rnOI<CaUllJ1JIHH 

(w1oy1anop CYP450) 

2 p/cyT, rronneplICIIBaroma~ no1a 

Cnrnx B0pIIKOHa30Jla t Ha 34 % BOpHKOHa30JJa yuenwieHa 

AUC, B0pHKOHU30JJa t Ha 39 % no 5 Mr/J<r BHYTPHBCHHO 
2 p/cyT HJlH c 200 Mr no 

400 Mr rrepopam,1w 

2 p/cyT ( co I 00 Mr no 

200 Mr rrepopMbHO 

2 p/cyT y rrauHeHTOB c 

Maccoii Tena MeHee 40 Kr) 

(cM. oa:inen 4.2). 
Cmax BOp!!KOHa30Jla ,j, Ha 39 % ECJJH HCT B03MO)KHOCT)I 

AUCo.12 BOj)IIKOHa30Jla _j, Ha 1136ell<aTb COBMCCTHOro 

44 % npm!CHCHIUI 

C 12 BOpIIKO!Hl30Jla + Ha 51 % BOp11KOHa30Jla 

JlCTepMOBl!pa, 

II 

cnenyeT 

KOHTponnpoBaTb 

CHf,f)J(eH!le 3C!H!JeKTHBHOCTI! 

B0j)HI<0Ha30Jla. 

Coo6manoc6 o 3Ha0rnTeJI6HOM Ecm1 HCJih3~ 1136ell<aTb 

CHHlKCHllll KOHUCHTpaI.tIIH COBMCCH!Oro npHMCl·ICHHll 

BOpHKOHa30Jia B rIJla3Me Kj)OBH. BOj)l1KOI-Ja30JJa C 

c!JJ1yrrn O KCaU!1J1Jl H fl OM, 

cnenyeT KOHTpOnHpOBaTb 

cHmKeHHe 3clicpeKTHBHOCTH 

BOpHKOHa30Jla (1ianpHMep. 

C ITOMOWblO 

TepaneBT11°1ec1<0ro 

ne1<apCTBem1oro 

MOlll!TOp1rnra); MO)KCT 

ITOTpe6oBaTbc~ 

rIOBbIWem1e no3bl 

BODHKOl!a30Jla. 
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Jie1rnpCTBCIIHOC cpCLICTBO BJaIIMOLICIICTBI!e Pe1rnMCI1L1au1m 

(.11teXll/lll3111 /J3lllllltoi>eiicnuum) Il3MCHCIIII!I rCOMCTp11•1ec1rnro OTHOCIITCJJI,110 

1JJaJL1ern6 

(cy6cmpam CYP3A4) 

cpCLIHCro (%) COBMCCTIIOI'O 

IIIIIIMCHCHil!I 

HeCMOTpll Ha TO, 'ITO EcJrn HeJJh3ll H36ell<aTh 

COOTBeTCTBYIOU\He COBMeCTHOro npHMeHeHHl!, 

HCCJJe,UOBRHHll He npOBO,UHJJHCb, peKOMeH.uyeTCll 'lRCTblll 

BOpm<Oml30Jl, BepOllTHO, MOHIITO}Jl!Hf 3KI' ( C~I. 

ITOBbILUaeT KOH[[eHTpaum, pa3.uen 4.4). 

rna3.uern6a B l1Jla3Me KpOBH 11 

ITOBbI1UaeT piiCK y.ummemrn 

rrnTepBana QTc. 
THp03HI!KHHa3bl HeCMOT}Jll ],farn6HT0j)bl 

(mm1oqaJJ, HO He 

aKCHTHHH6, 

Ka60Jainmrn6, 

K06HMeTHHH6, 

,Ua3aTHHH6, 

CyHHTHHH6, 

pn6oummn6) 

(cy6cmvambr CYP 3A4) 

Ha TO, 'ITO Ecmr HeJl!,3ll H36e)KaTb 

orpaHH'JHBa51Cb: COOTBeTCTBY!Oll[He COBMecnroro npHMeHemrn, 

AHTHKoarynJJHTbI 

603yTmlll6, HCCJJe.uosarrnJJ He npOBO.UI-!Jll!Cb, peKOMCH.U)'CTCll CHmKe1me 

ueprnmm6, B0j)HKOI-!a30Jl MO)KCT ITOBbIWaTb .U03bl HHrH6HTOpa 

.ua6pacpe1rn6, KOHl[ernpau1rn B !lJ!aJMe KpOBI! THp03J!HJ(HHa3bl II 

HHJJOTHilll6, mrrn611TOj)OB THp03H!-!l(J,JHa3bl, TU(aTeJJbHblll J(Jl!1Hll'!CCl(HII 

H6pyTmrn6, MCTa60JJH3HpyeMb!X CYP3A4. MOJ-ll!TO})Hlff (CM. pa1.uen 

4.4). 

BapcjiapHH ( O,UHOKpaTHblll npHeM MaKCHMaJ!bHOe YBCJJH'lerrne PeKOMeH.uyeTCll 

B ,U03e 30 Mr COBMeCTI-!O C l1j)OTj)OM6!1HOBOro BpeMe1m - TU(aTeJJbHblll MOHHTOIJHHf 

BOpHI<OHaJOJJOM 300 Mr 2 p/cyT) npn6mrnrreJlbHO B 2 pa3a. llj)OTj)OM6H11onoro 

(cy6cmpam CYP2C9) speMeirn HJJH .upyrnx 

HecMOTj)ll Ha TO, '!TO COOTBeTCTBYIOUlHX 

,Upyrne nepopanbHbJe KyMapHHb! COOTBeTCTBYIOUlHe l10Ka3aTeJJel! KoaryJJlll[l!H; 

(BKJl!O'Iall, HO He orpa!IH'IJ1Ba51Cb: HCCJJC,UOBaJ-1!1" He ITj)OBO,UHJJHCb, .U03Y aJ-ITHJ(OaryJJJJHTOB 

cpeHnpOKYMOH, aue1-IOKyMapon) BOp1IKOHa30Jl MO)KeT nOBblW3Tb cne.uyeT CKOppe1rn,posaTb 

(cy6cmpambl CYP 2C9 l/ KOHUeHTpau1rn KyMap1mOB B COOTBeTCTBYIO[[(HM 

CYP3A4) l1Jla3Me, 'ITO MO)KeT npHBeCTH !( o6pa30M. 

)'BeJJII'ICI-IHIO npOTJ)OM6HHOBOro 

speMe1m. 

11smrnc!nop 

(cy6cmpam CYP3A4) 
HeCMOTJ)iI Ha 

COOTBeTCTBYIO[[(He 

TO, 'ITO PeKOMCH,[(yeTC51 CHmKeHne 

,l\0361 IIBaJ<aCpTOpa. 

HCCJJe.uosamrn He ITj)OBO,Ulj)]JiCb, 

BOplll(Olla30Jl sepo51THO 

llOBb!l!JaeT nna3MCH!lh]C 

KOHUe!1Tpau1rn HBaJ<a(jJTopa 

0,UI-IOBpeMe!-1!-10 C p!ICKOM 

noBI,IUJCHH51 Bepo"THOCTH 

pa3BlITH51 He)KenaTCJlbJ-lb[X 

JeaKUHII. 
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Jie1rnpCTBCIIHOe cpe,[ICTBO B3alIMO,[lellCTBlle Pe,rnMCII,[laUIIH 

(AtexaHU3M a3au.1110oeiicma11J1) lhMenemrn reoMeTp11'1ec1rnro oT11oc11TeJ11,110 

EeH30,[llla3eIUIH11 

CYP3A4) 
(cy6cmpamb1 

cpem1cro (%) COBMCCTHOro 

npIIMCHCHII!I 

Cnet1yeT paccMoTpeTb 

B03MOlKHOCTb CHHll(eHHlI 

t103bl 6e1nom1memmoB. 

Mrr,[(a3onaM (0,05 Mr/Kr Cornacao ,[(aHHbIM 

BHYTPHBeHHO 0,[IHOKpaTHO) orry6nHI(OBamroro 

He3aBHCHMOro llCCJie,[IOBaHHlI, 

AUCo.,, w1t1monaMa t B 3,7 

pa3 

MHlla30J13M (7,5 

OllHOKpanro) 

Mr rrepopanbHO CornacHO ,[laHHblM 

orry6mlKOB3HHOro 

He3aBHCHMOro IJCCJle,[(OBaHHll, 

Cnmx MH,[(330JiaMa t B 3.8 pa3 
AUCOo . .,, MH,[(mo1m~ra t B 10.3 

pa3 

HecMOTJJll 1m TO, lffQ 

COOTBeTCTB)'lOIUHe 

L(pyrHe 6eH30,[IHmerrHHbl HCCJie,[(OBaHHll He ITJ)OBO,[lllJ1HCb, 

(BKJI!O'Jall, HO He orpaHH'IHBal!Cb: BOplmOHa30J1 BepOl!THO 

TpHmonaM, anrrpmonaM) rroBL1waeT rrnaJMeH11b1e 

HMM)'HO,[(errpeccaHTbl 

(cy6cmpmnb1 CYP3A4) 
CHpOJ1HM)'C (pmoBal! ,[103a 2 Mr) 

3Bej)OJ1HM)'C 

KOHUeHTpau1m t1pyrnx 

6eu3ot111memrnoB, 

Mern6on11311pyeMblX CYP3A4, 

'ITO, B CBOIO O'!epe,[lb. rrpHllO,[IHT 

I( ,[(J1HTeJlbHOM)' Ce,[(aTHBHOMY 

31j)1pe1ny. 

CoBMecnroe rrp11MeHe1rne 

BO])HKOfla30J1a ll 

CornaCJ·IO ,[(aHHblM CHJ)OJIHMyca 

orry6JillKOBaJIHOfO rrpOTIIBOITOKa3alIO (CM. 

He3aBHCHMOro HCCJleJ[OBUHHll, pa3,[leJ1 4.3). 

Cmnx CH])OJIHMyca t B 6,6 pma 

AUC0_.,, crrpon11Myca t B 11 pm CoBMecnroe rrpHMeHe1rne 

3Bepon11Myca ll 

HeCMOTJ)ll I-Ia TO, 'ITO BOJ)llKOHa30J1a He 

COOTBeTCTB)'!OIUHe peKoMeH,[l)'eTClI, 

(mmo1ce cy6cmpam p 11ccnet10BaHHlI He ITJ)Oll0,[(HJ111Cb, ITOCKOJlbKY 0)1(11,[(UeTCll, 'ITO 

2.~w,onpomeuua) 

UmrnocrropHH (y peuJmHeHTOB co 

crn611nbHOli cbYHKQHeli ITO'!e'IHOrO 

BOp!1KOHa30JI. sepOHTHO, BOJJHKOHa30J1 3Ha'IHTeJ1bHO 

cymecTse1rno rroBhl!JJaeT noBbrmaeT 1<om1e1npawm1 

KOHUeHTpaum1 3sepon111v1yca B Jsepon11Myca ( CM. pmt1en 

ITJ1a3Me KJJOBH. 4.4). 

B cnrrae aa'lana Tepamrn 

Crnnx Ulll(J10CITOJJl1Ha t Ha 

AUC, U!IKJIOCrIOJJlllla 

70% 

BOp11KOHa30J10M 

13 % rrau11eHTOB, 

t Ha rronycra1ou;11x 

umrnocnop11H, 

peKOMeH,[()'eTClI 

CHH3HTb 

umrnocnopm,a 

y 
yiKe 

B,[(BOe 

,[101)' 

II 
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Jle1rnpCTBCIIHOe CpCACTBO B3a1IMOAe11cTnne Pe1rnMe11Aau1111 

(A1exaH11311t G3auAwiJeiic11u111n) H3MCHCIIIIH rcol\·IeTpIP-ICCI\'.OrO OTHOCIITCJlhllO 

cpeAncro (%) COBMCCTHOro 

llPIIMCIICHIHI 

TpaucrnmuTaTa, nonyqaIOLl.\HX TU[aTeJibH0 

UHKJI0C!l0pHH Ha rrp0Tll)KeHirn K0HTpon11poBaTb ero 

AJ1HTeJ1bH0ro npeMeHH) ypomm. TTOilbILUeHJJe 

ypom1ei-i UIJKJ10Cll0p1rna 

rrpHB0/.UlJJ0 I( ])a:JBIJTIJIO 

Hec!ipoTOKCHqHOCTH. 

nocne 3ase12wemrn 

Tegan1a1 BOQMK0Ha.30JIOl\f 

TaKponm,ryc (pa:ionall Jt03a Cmax TaKpOJU[i\'fyca t Ha 117 % cnenyeT TrqaTeJ1bl!0 

0,1 Mr/Kr) AUC, rnrqJ0J1H"ryca t Ha 221 % K0HTQ0J1HQ0BaTb YQ0BIIH 

UIJKJ10Cll0QHHa H nprr 

Heo6xo.gHMOCTH ll0Bb!CIJTI, 

ero .g03y. 

B cny,rae Haqana Tepamrn 

B0pHK0Ha:J0JI0M y 

nauHeI-[T0B, )')KC 

nony,raroumx TaKponttMyc. 

peK0MCHnyeTCll CHH311Th 

Jl03Y TaK])0J1HMyca Ha 
T])eTb IJ TlUUTCJ1bH0 

K0HT])0JIH])0BUTb ero 

)'])0BHH. TTonbrwem1e 

yp0B1-refi TaK!)0J1HMyca 

ll!)IJB0.!lHJ10 K pa,mnmo 

[-[ ec!J ])OTO KC H LI!-[ 0CTH. 

nocne 3UBepweHilll 

TCQUlll[IJ B0jl!JK0HU30JI0M 

cne.gyeT TWaTeJ1 b II 0 

K0HTQ0JIHQ0BaTb VQ0BHII 

TaK!)0JIIJMyca 11 n1211 

Heo6xo.gHMOCTH ll0Bb[CIJTb 

ero .g03y. 

OmiaTbl J(J11JTCJ1bH0ro neikTBHll CnenyeT pacc"roTpeTr, 

(cy6cmpambz CYP3A4) B03MOlKH0CTb CHH'.tICeHl151 

Cornacr-ro naHHb[M Jl03bl 0KCHK0Jl0Ha 11 

OKCHKOJ(OH (pa30Bal! J(03a 10 Mr) ony6mmonmrnoro npyrnx 0lll!aT0B 

He3aBHCHM0ro HCCJie.U0BaHHll, .!lJIHTeJibH0ro nerrcTBIUI, 

Cmax OKCHKOJlOHat B 1,7 pa:ia "teTa60J11J3H pyeMblX 

AUCo.oo OKCHK0.!l0Ha ts 3,6 CYP3A4 (HanpHMep, 

pa3a fl1Jl])0K0.!l0Ha ). MOiKCT 

noTpe6onaTbCll L1aCTbIII 

K0HT])0J!b [-[ell(eJiaTCJlb[-[b[X 

peaKUIIH, B03HHKafOW.11X 

llDH llDHMeHemrn ormaT0B. 
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Jle1rnpcTBe1111oe cpe.UCTBO B3a11Mo,uelicnrne Pe1rnMe11.uau1111 

(AteXll/ill3M (J:JllllJ\WOeiicnumR) 113MCHCllll!I reOMCTpn•1ec1rnro OTHOCIITCJU,110 

Mern.uoa (32-100 Mr 1 p/cyT) 

(cy6cmpam CYP3A4) 

HecTepOH,[\Hb!e 

npOTHBOBOC!IaJJHTeJJbHb!e 

cpe,unero (%) COBMCCTIIOro 

IIPIIMCIICHll!I 

Cmnx R-MeTa,UOHa (aI<THBHOro) Pe1<0MeH.uyeTCll '!aCTblH 

i Ha 31 % I<OHTpOJJb He)I<eJJaTeJJbHb!X 

AUC, R-MeTaJ:LOIIa (aKrnnHoro) peaKl.lllH 11 Bbll!BJJeH11e 

t Ha 47 % npH3HaKOB TOI<CH'IHOCTII 

Cmn, S-MeTUJ:LOHa I 65 % 
AUC, S-111ernJ:Lona i na 103 % 

MeTa,[LOHa, 

y J:Lmmem1 e 

QTc. 

BKJJIO'lall 

HHTepsaJJa 

MmI<eT 

IIOTpe6onaTbCll CH!nI(eIme 

,[\03bl MeTa,[LOHa. 

cpeJ:LcTBa (HITBC) (cy6cmpan1b1 PeK0Me1utyeTcl! ciacTb1n 

CYP2C9) Crnax S-H6yrrpocjiena i na 20 % I<OHTpOJJb He)KeJJaTeJJbHbIX 

l16yrrpoc]lea 

400 Mr) 

,[(mrnocjieHaK 

50 Mr) 

(pa30Bal! 

(pa30Bal! 

AUC0.,, S-H6ynpocjie11a i Ha peaKI.lHH H rrpH3HaKoB 

LL03a 100 % TOKCH'IHOCTH. Bbl3BaHHb!X 

HITBC. MmKeT 

Crnax ,[\HKJIO(jle11airn t Ha 114 % noTpe6oBaTbCll CHH)KeH!le 

LL03a AUC0.,, i LLHirnocj1e11aKa Ha LL03bI 1-IllBC. 

78% 

0111errpa30JJ (40 Mr 1 p/cyT) Cnrnx OMenpa3oJJa i Im 116 % KoppeI<UHll ,[\0361 

(11Hw611mop CYP2CJ9; cy6cmpam AUC, oMenpa30JJa i 1rn 280 % BOJ)llKOHa30JJa 

CYP2Cl9 u CYP3A4) Cmnx BOpHKOHa30JJa j Ha 15 % peKOMCHJ:LyeTCll. 

AUC, sop11I<ona10JJa i Ha 41 % 
B cJJycme Ha'!aJJa TepanmI 

BopHKOHa30JJ MO)I<eT TaIOKe BOpHKOHa30JJOM )' 

11Hfll6Hp0B3Tb ~IeTa60JJH3M II nauHeHTOB, Y)](C 

J:Lpyrnx HHrn6wropoB IIOJJy<IUIOUU1X OMenpa30/l fl 

npOTOHIIOfO Irncoca, LL03ax 40 Mr H/111 Bb!We, 

l!BJJlIIOU.lHXCll cy6cTpaTaM!l peICOMeHJ:L)'CTCll Cllll31lTb 

CYP2C 19, 'ITO MO)KeT LL03Y 0Menpa10JJa BLLBOe. 

np!lBeCTH I( 

I<OHUeHTpaU!lH 

IIOBbllllCH!llO 

JTllX 

JJeKapCTBCHHb!X cpeJlCTB B 

11Jla3MC KJ)OBH. 

ITepopaJJbHb!e KOHTpauenTllBbl • Cmnx 3TJIIIHJJ3CTpaJ:LHOJJa I Ha llo~IJ1MO MOHHTOJ)JIHra 

(cy6cmpam CYP3A4; Ul!cu6umop 36 % He)J<eJJaTeJJbHbIX peaKUllH, 

CYP2CJ9) AUC, 3TIIHJIJJ3CTpaJ:LHOJJa i ua CB513aHHbJX c 

Hop3TllCTepoHhTHH!lJJ3CTpaJ:LHOJJ 61 % np!lMe11eImeM 

(I Mr/0,035 Mr 1 p/cyT) Cmnx HOJ)3Tl1CTepatrn t Ha 15 % BOJ)HKOHa30JJa, 

AUC, HOJ)3TllCTepoHa I Ha peKoMeHJ:LyeTCll 
53 % MOHHTOpIIHr 11 

Cmax B0pHKO!la30JJa t Ha 14 % He)KeJJaTeJJbHblX peaKllllll. 

AUC, BOJ)HKOHa30JJa t Im 46 % CBl13aJJHblX C 
npm1eHeImeM opaJJbHbJX 

KOHTpauennrnos. 

21 



Jle1rnpcTBe1rnoe cpe,ucTBO B3a11~10,ueiicTBHe Pe1rnMe11,uawm 

(J11exallll3J\t IJ3Gl/JltOOeiicmcuR) l13MCHemrn rcoMeTp11•1ec1rnro OTHOCIITC.flbllO 

cpe,uncro (%) COBMCCTHOrD 

llOIIMCIICHH!I 

OmrnTbl KOpOTKOro ,ueiiCTBH51 CJJe,uyeT 

(cy6cmpan1b1 CYP3A4) B03MO)KHOCTb CHHlKeHJrn 

AJ!b(!JeHTaHHJJ 

o,unoKparno rrp11 

npHMeHCHHf[ C 

)l03hl aJJbljJeHTaHHJJa, 

(20 MKr/Kr lpeHTar-11rna 11 ,upyrnx 

COBMeCTHOM CornaCHO ,uaHHblM OHHaTOB l<OpOTKOro 

HaJJOKCOHOM) orry6mrnosamroro ,uei1cTBH51, no,uo6HbIX no 

He3aBHCMMOro HCCJJC,UOBaHM51, CTp)'KType 8JJb(!JeI-!TaI-IHJJ)' 

AUC0•00 aJJu!1e1namrna ts 6 pm M Mern6oJJH3HpyeMbIX 

CYP3A4 (HanpHMep. 

<PeHTaHHJJ 

5 MKr/Kr) 

(pa30Ba51 ,u03a Cornanw 

orry6m1KOBaHHOro 

,um-rnbIM cylpeHTamrna). 

PeKOMCH,U)'CTCl! 

He3aBHCHMOfO HCCJJe,UOBaHH51, npose,ue1me 

AUC0."' <!JeHTaJmJJa t s 1,34 pacurnpe1moro 11 •rncrnro 

pma KOHTpOJJl! 

Bbl5IBJJeHM51 

yrHeTemrn 

<!J)'HKlll1H 

C UCJlb!0 

npmHaKOB 

)lb!XaTeJJbHOii 

H .upyrnx 

lJe)KeJJaTeJibHblX pem<UH j:j. 

CB513aJ!HblX C 

nom1eHe1rneM omrnTOB. 

CrnnrnLI (HanpHMep, JJOBaCTBTH!-1) HeCMOTpl! Ha TO, '!TO 8 CJI)"Ial!X, Kor.nu 

(cy6cmpambl CYP3A4) CODTBeTCTB)'IOIUHC I-ICB03~10)KHO H36C)J<aT6 

MCCJJe,uosamrn He npoBO,UHJJMCb, COBMeCTJ-!OfO npHMeHeHHl! 

BOp11KOHa30JJ H0BbIWaeT BOJ)MKOHa30JJa H CTaTllI-108, 

HJJa3MCHHbJe KOHUeHTpaum1 MeTa60Jll1311j))'CMb!X 

CTBTMHOB, MCTa60JJM3Hp)'eMb!X CYP3A4. CJJC.U)'eT 

CYP3A4, •ITO, s CBOI0 O•!epe,ub, paCCMOTpCTb 

MOlKeT npHBeCTH I( He06XO.U11MOCTb Clll1)1(eHJrn 

pa6.uoMHOJJH3)'. .U03bl crnn111a. 

ITperrapaTbl C)'JJblpOHMJJMO•IeBMHbl I-IecMOTj)51 Ha TO. '!TO PeKOMeH,uyeTCl! 

(BKJllO'la>I, HO He orpm-IW!HBal!Cb: COOTBeTCTB)'IOLUHe T!llaTeJJbHblll KOHTpOJJb 

TOJJ6yTaMH.U, rmmH3H.U, HCCJJe.UOBaHHl! 1-Je npoB0.U11JlHCb, )'j)0BH51 rmOK03bl B KJ)0BH. 

rn116yp11,u) B0])11K0I-Ja30Jl sep05ITl-!0 Cne.uyeT paCCM0TpeTb 

(cy6cmpan1bl CYP 2C9) H0Bb]Cl1T KOHUCllTj)81.Ull1 Heo6xo.uHMOCTb CHfllKCHlrn 

nperraparnB .U03bl npenaparns 

C)'Jib(jJOH11JlMO'ICBHHbl B f!Jla3Me cyJI&(jJom1m10•1eBMHbl. 

11 Bbl3hIBaTb rHH0rJJHI<e~!HI0. 

Am<aJJOl1,Ubl 6apBMHKa (BKJllO'Ial!, HecMOTp51 Ha TO, '!TO CJJe,uyeT paCCMOTpeTb 

HO He orpaHW!HB851Cb: C0OTBeTCTB)'IOIUHe B03M0iKH0CTb CHlllKemrn 

BHHI<pHCTHH H smr6naCTHH) MCCJJe,U0BaHH51 He Hj)0B0,UHJlHCb, .U03bl am<aJI0H.U0B 

(cy6cmpambz CYP 3A 4) sop1mo11mon sepo>1rno 6apBm-ma. 

H0BI,JCllT K0HUe!-JTpaum, 

aJJKaJJ0ll.U0B 6apmrn1<a B nna3Me 

11 nprrno.uirrh 1< 

HeiipOTOKCH'IHOCTH. 

22 



Jle1rnpcTBCIIHOe cpc,UCTBO 83a!IMO/lCttCTB!le PeK0Me11,uau1111 

(;11exmrn3M 113aw110iJeiic11111w1) lhMeHc111111 rcoMeTp1P1ec1rnro OTHOCIITeJll,110 

cpe/lnero ( 01.,) COBMeCTIIOro 

IIPIIMCIICHIUI 

,[(pyrne HlffH6HTOpbl rrporna3bI KJrnH11CJec1me Hccne,uonamrn ne MOiI(eT IIOTpe6osaTbC5! 

BI-I1-I ( BKJ!IO"Ja5!, HO He IIpOBO,UHJIHCb. Pe3y Jib T8Tbl TI.l\8TeJibHOe Ha6mo,ueH11e 

orpaHHCJHB85!Cb: CaJ(BJ-IHaBnp, HCCJIC,UOBaim/i in vitro c UCJ!b!O Bhl5IBJieHJ.UI 

' a~mpeHaB11p H 11emjnrnas11p) yKa'.lbIBaIOT Ha TO, l.JTQ rrpH3HUI<OB ne1<apCTBCHHOfl 

(cy6cmpan1b1 u u112u6umopb1 BOpHKOHa30/J MO)KeT TOI<CH'!HOCTH HIHJJH 

CYP3A4) m1m611pOB8Tb MeTa60JJH3M OTCYTCTBI15! 

m1rn6HTOpOB nporea3bl Bv!l!, a 3CjJ(jJCKTHBHOCnl 

HHfll6HTOpbl nporea3bl Bv!l! B npenaparn, a TUIOKe 

CBOIO oqepe.u& MoryT TalOI<e KOppeKUH5! ,U03bl. 

m1m6HpOB8Tb Mern60JJH3M 

B0PllKOHa30JJa. 

,[(pyme HeHyI(JJe03H,UHb]C Kmrnw1ec1me 11ccne,uonaHH5! He Mo;KeT norpe6onaTbC5! 

1rnrn611TOpbl 06paTHOH IIJJOBO!lHJlliCb. Pe3yJJbTGTbl TlllQTe/JbHOe Ha6mo,ue1me 

TpaHCKJJHIITa3bl (Hl-Iv!OT) 11ccne,uonaimii in vitro c uem,IO Bbl5IB/JCHJ(51 

(BI(JJIOCJa5!, HO He orpaHWIHBa5!Cb: y1<a3blBaIOT na TO, '!TO f-1!-Iv!OT npH3HCTI<OB JJe1rnpcrBeHI-(Oi1 
• 

Moryr HHm611pOBUTb TOKCll'IHOCTH 11/HJJH ,ueJJaBHJJ,UHH, Hen11pan11n) 

(cy6cmpan1b1, Ul/2U6umopbl Mera60JJH3M BOpHKOHa30JJa, a oTcyrcrmrn 

CYP 3A4unu w1oyKmopb1 CYP450) BOJ)IJK0Ha30JI MOlI<eT 3(jJCjJeI<THBHOCTH 

IJHrH6HpOBUTb Mern60JJH3M npenaparn, a T3K)Ke 

Hl-Iv!OT. KOppeKUH5! /l03bl. 

,[(aHHb!e O B/JH5!HliH J[jJaBHpe1na 

Ha BOpHKOHa30JI 1103B0JI5IIOT 

c,uenarb BblBO,U 0 TOM, LJTO 

Mera6oJJH3M BO])HKOHa30JJa 

MmKeT yCHJIHB8TbC5! 110.L\ 

,uei:\crnHeM HHv!OT. 

TpeTHHOHH HecMOTJl5! Ha TO, lJTO Bo spe~rn netJeHH5I 

(cy6cmpam CYP3A4) COOTBeTCTBy1om11e BOpHKOHa'.30/JOM H IIOCJie 

HCC/JC,UOBaHf!5! He npoBO,uJ1/JHCb, ero OTMeHbl 

BOJ)lll(OHa30JI MO)I<eT IIOBbJWaTb peI<OMeH,uyeTC5I I<OJJJJCKUH5I 

KOHUeHrpaumo TpCTlll(011HU l1 ,U03bl rpeTI1HOf!Ha. 

IIOBblllJaTb IJHCK 

HC)I<CJIUTeJ!bHblX peaKuHi1 

(rmmx KUK nces,uoonyxon& 

fOJIOBHOro l\l03ra, 

rnneJ)I<8JlhUHeMH5! ). 

U11MeTn,u11H (400 ~ff 2 p/cyr) Cnrnx B0p11K0I-la30Jla t Ha 18% KoppeI<UI15! ,U03hl HC 

(,1ecne11u<Pu~ecKui1 11Hcu6umop AUC-r nopHKOHa30JJa t Ha 23 % rpe6yerc5! 

CYP450, noabtll!aem pH 
J1cenyoo•111ow cooe1JJ1cucv1ow) 
,[\HroKCIJH (0,25 Mr I p/cyr) Cmax ,UlffOKCHHa <-> KoppeKUH5! ,U03bl He 

(cy6cmpam P-2nwwnpomewza) AUC1 m1roKCHHa <-> Tpe6yeTC5I 

l1H,ll!JHaBHJ) (800 Mr 
0 

p/cyr) Cmax J (Jll,UHHUBHpa <-> KoppeI<u1rn ,U03bl He 

(w12116umop 11 cy6cmpam CYP3A4) AUC1 1mmmaB1Jpa <-> rpe6yeTCll 

Cmax BOIJHKOHa30JJa <-> 

AUC, BOJJHKOHa30JJa <-> 



Jle1rnpcTBe11noe cpe,!:ICTBO B3aHMOAeilcTBne 

(AteXlllfll3M fJ3au,1wiJeiic111«cm) l13Menenun fCOi\'ICTplPICCI.COfO 

cpe,!:lnero (%) 

MaKpomIAHbie ann1611onnrn 

3p,!Tp0MIIUIIH (I r 2 p/cyT) 

(11112u6umop CYPJA4) Cmnx II AUC, BOpHKO!-183O/111 <-> 

A3HTpOMIIUHH (500 Mr 1 p/cyT) Cmnx ll AUC, BOpllI<Ol-la3O/Ja <-> 

Bo3,[leHCTillle BOpllI<OI-ia3OJJa rra 

3pllTpO~1IlUIIH ll/JII 

a3HTPOMHUIIH nernBeCTHO. 

MHKOC!JeHO/JOBal! KllC/JOTa (] r Cmax MHKOCpeHO/JOBOH I<llC/JOTbl 

OAHOKpanro) <-> 

(cy6cmpam Yl{c[J- AUC1 MnKoclieHOJJosoti 

2J110KypOHUJ1117/JOHC(/Jeoa3bl) KHCJlOTbl ~ 

KopTHI<OCTepOH,[lbl Cmax npeAHIBO/JOHa t 1-rn 11 % 
AUCo-cc npemIH30JJOHat Ha 

TipeJ(Hll30/IOH (pa30Bal! ,[IO3a 34% 
60 Mr) 

(cy6cmpam CYPJA4) 

PaHHTll,[lllH (150 Mr 2 p/cyT) Cmnx ll AUC, BOpHKOHa3OJJa <-> 

(nOGblllWem pH :J1cenyi)o,mo20 
COOeD:JICZIM020) 

4.6. <I>epTI!/IbHOCTb, 6epeMCIIHOCTb II J1atnaum1 

13epeMeHHOCTb 

Pe1<:0Me11Aau1m 

OTI-IOCIITCJlhllO 

COBMCCTIIOro 

IIDIIMCIICHI!ll 

KoppeI<Ullll ,[1O3bl He 

Tpe6yeTCll 

KoppeKUllll ,[1O3bl He 

Tpe6yeTCJI 

KoppeI<Ullll ,[1O3bl He 

Tpe6yeTCll 

TiauueHTbl, npoXOJ(lllUHe 

AJJHTenu1oe neqem1e 

BOpllKOHa3O/JOM 11 

I<OpH!KOCTepOH,[laM!l 

(BI(J]JQLial! HHraJJlIUHOHHbie 

I<OpTllKOCTepoll,[lbl, 

Hanp11Mep 6yAeCOHllA ll 

mnpaHa3aJJbHbie 

I<opnmocTepOHAbI), 

,[1OJ])J(Hbl HaXO,!:IHTbCll 11O,[I 

nuaTeJlbHbIM 

Ha6moAe1meM Ha npeAMeT 

pa3BI!T!!ll .'lJIC(jJyH KUHH 

KOpbi l!a,[IIIO'-!e'-!HHKOB, I<aK 

BO BpeMl! neqemlll, TaK n 

HOC/le OTMeIIbl 

BOpHI<OHa3OJJa (CM. 

oa1J(eJJ 4.4 ). 
KoppeKU!lll J(O3bl He 

Tpe6yeTCll 

,[(aHHblX O npHMeHeHl!II npenaparn BmjJeH,[I y 6epeMeHHblX )I<eH!llllH HC,!:IOCTaTOLJHO. 

B IICCJieJ(OBaHl!lIX Ha )KIIBOTHbIX 061mpylKe11a penpOA)'KTHBI-IUll TOKC!l'IHOCTb ( CM. pa3J(C/l 5 .3 ). 
TioTeHUl!aJJbHbIH pH CK J(Jlll 'Ie/JOBeKa He1!3BeCTeH. 

BmpeH,[I He CJJe,[lyeT np11MeHl!Th BO BpeMl! 6epeMCHI-IOCTH, 3a HCKJJIQL!el-!HCM Tex cnyqaeB, 
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Kor.ua 0)](H.[(aeMal! 110Jlb3a .[\Jlll MaTepH l!BHO npeBbJtuaeT B03MO)](Hb!H pH CJ( .UJ!ll nno.ua. 

)KeHII(HHbl C nernpOJlHb!M 110TeHUH8JlOM 

)KeHII\HHbl, cnoco6Hble K .ueTO})O)l(.[(eHJllO, .uomKHbl npHMeHlITb Ha.[(e)KHbJe MeTO.Ubl 

KOHTpauem.(HH BO BpeMl! Bcero Kypca JieLJeHHll. 

J1aKTaUHll 

,[(aHHbie o npOHHKHOBeI-rnH BO})HKOHa3ona s rpy.uHoe ~10ITOKO OTCYTCTBYIOT. TTpn HaLrane 

neqeHHll npenapaTOM Bmper➔n rpyni-roe BCKapMnnsamre .uomKHO 6hITb npeKparueHo. 

([)epTHJ!bHOCTb 

B HCCJie.[\OBaHHH Ha Kpbrcax He OTMeLJ8JIOCb Hapywemrn penpo.uyKTHBHOH cpyHI<l!HH C8MUOB H 

caMOK (CM. pa3.uen 5.3). 

4. 7. Bmrnnne ua cnoco61rncTb ynpaBJI!lTb Tpa11cnopT11b1M11 cpcncTBaMn II pa6oTaTb c 
MCX8Hil3M8MH 

BmpeH.u OKa3bIBaeT yMepe1moe BJ!Hmrne Ha cnoco6IIOCTb ynpaBJ!l!Tb TpaHC110pTHbmlll 

cpe.UCTBaMH H pa6oTaTb C MexaHH3MaMH. TTpenapaT MO)](eT Bbl3B8Tb npexonm.rme H 06pan1Mb!C 

Hapywenmr 3pemrn, B](J1JOqaJ1 He01eTKOCTh 3peHHll, Hapywe1me/yc11rre1me 3p11TeJ1bHOro 

BOCfl})IU!THll 11/irnH CBeTo6ol!3Hb. TTpH HaJ111LIHJ1 T8KHX CHMTITOMOB nauHeHTbl .UOJ1Jl(flbl H36eraTb 

110TeHUH8Jlbl·!O onaCHblX ne11CTBHH, HanpH~Iep ynpasrreHHll TpaHCTIOpTHblMH cpe.UCTB8MH IUl!1 

pa60Tbl C MeXaH1!3M8MI!. 

4.8. Hc,1-erraTeJibllbIC peai<unu 

Pe310111e npodmrrll 6e3011acHocTH 

TTpoc]mrrb 6e3onaCHOCTH BO})HKOHa30Jia .Ullll B3})0CJ!b!X ycrnHOBJleH Ha OCHOBe 06be.UHHeHHOH 

6a3bl .uaHHbIX o 6e3011acHocTH, norrycrer-m1,1x y 6orree 0reM 2000 nauHeHTOB (B](J1JOqalJ I 603 
B3})0CJ!b!X nauHeI-ITa B HCCJie.UOBaI-!HlIX C npm1e11errneM BO})l!KOHa30Jla .UITll neLieHHll) II 

.UOTIOJIHl!TerrbHO 270 B3})0Cllb!X nauHeI-ITOB B HCCJie.UOBaJ·llflIX C npnMeHeHJJCM BO})H](0Ha30Jia .Ullll 

npocpl!JIU](THK!!). 3rn nau11eHTbl npe.UCTaBJllIIOT co6oi1 pa31·IO})O.UHYIO rpyrmy, BKJ110LiaIOWYIO 

Jllfll C reMo6rraCT038MH, BI1'--I-rrncp11u11poBaHHbIX JIHU C IWH.UH.U030M nmueso.ua H 

pecppaKTepHb!MH rp116KOBbIMH HHC[JeKUH5IMH. JIHU 6e3 HeHTponeHHH C KaH/lll.UeMHefi Hmr 

acneprHrrJJe30M, a TaJOKe 3.UOp0!36IX .uo6pOBOJlbUeB. 

K Ha116onee qacTblM He)IcenaTeJibHblM pemcu1rnM OTHOCHJIHCb 3pl!TeJ!bl!bJe HapyweHH5I. 

11HpeKCH5I, CbJ[Jb, pBOTa, TOlUI·IOTa, mrnpel!, rorronr-mll 6orrb, nepmj1ep11qec1rni1 OTCK. OTKJIOHeHHH 

OT HOpMbl 611ox1111,rnqecICl!X 110Ka3aTerrei1 c[JYIIKUHH netJeHH, pecn11parnpHbll1 .[(flCTpecc-cHH/lpOil! 

ll a6.UOMl!HaJ1bHa5I 6orrb. 

He)l<enaTerrbHbie peaKUHII 6htm1 o6bILJHO rrenco 11m1 y111epemro s1,rpmKeHbJ. Kn11Hwrec1rn 

3HaqJIMOH 3aBHCHMOCTH 6e30118CHOCTH npenapaTa OT !303pacTa, paCbl HJIH TIOJ!a np11 

COOTBeTCTBYJOIUeM anan113e .uamibIX He B6!5IBJ!e!-IO. 

Ta6JJHLJHOe pe110Me He)l<enaTeJibHbIX peaKUl!H 

B Ta6nnue Hl!JKe nepeLIHCJieHbl J-!e)ICenaTeJibHbre pea](UHH mo6oi1 npHLIHHHOH 06ycJJOBJ1eHHOCT!l 

H l!X LJaCTOTHbJe KaTeropHH B COOTBCTCTBHH C CHCTeMHO-opraHHbIM rrnaccoM y 1873 B3pOCJ!b!X 

H3 o6be.umreHHbIX TepaneBT!fLieCKOfO (1603) 11 npoc\rnrraKTl!'Jec1coro (270) llCCJJe.UOBaHI!l1. 

110CKOJ!bKY 60J!bWHHCTBO 113 1-IHX 1-IOCHJIO OTKpb!Tb!H xapainep. 
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B Ta6m111e npe,!l,CTaBJJeH!,I He)KerraTeJJbHbie peaKUHll, crpynmrpOilaJ-IHbJe B 3aBHCHMOCTH OT 

CllCTeMHO-opraHHOfO rrnacca H '!aCTOTbl pa3BHTHll. KaTeropHH '!aCTOTbl onpe11errmoTCll 

crre11yiOIUHM o6pa30M: O'JeHb '!aCTO (2 1/10); '!aCTO (OT 2 1/100 /10 < 1/10); He'IaCTO (OT 

2 1/1000 /10 < 1/100); pe/l,1(0 (OT:C:: 1/10 000 /10 < 1/1 000); O'leHb pem<o (< 1/10 000) HJJH 

HeH3BeCTHO (HeB03MO)KJ·IO YCTaJ-IOBHTb TIO m1e!OIUl-lMCll /l,UHHblM). 

B l(a)J(/l,OH KaTeropHH '!aCTOTbl He)KeJJaTeJJbHb!C pem<UIII! npellCTaBJJCHbl Il ITO])ll/l,Ke CHIDKCl-llrn 

CTenem1 cepbC3HOCTH. 

HelKCJJaTeJJl,Hb!e peaKUHH y norrycraBWl-lX B0p11KOl·la30JJ rrau11e11TOB: 

C11CTCMHO- 0•1enr, l.faCTO I-Ie•rncTo Pemw I-le113BCCTflO 

opram1r,1ii 1rnacc 1.rncTo 

v!mjJCKUIIH ll CI!HYCHT ITCCB/l,OMCM6p 

HHBa3Hll UH03Hb!H 

!<OJIHT 

)],06po1<aqecrneHHbJe, IlrrocKOKrreTO'IH 

3JJOl(aqecTBCHHb!e H ui1 pm< 1<0lKH 

HeyTO'!HeHHb!e (IlPK) (BKJl!O'Iall 

HOB006pa30BaHHll IlPK in situ 1rn11 

(BKJIIO'Iall KHCTbl ll 6orre3Hb 

ITOJJHI!bl) Eoy3Ha)*·** 

HapyweHHll co urpa1-1yrrouHrn3
1

• HC/l,OCTUTO'IH QIICCCMHI-IHpO 

CTOpOHbl Kj)OBH 11 rraHUHTOilCl-!Hll, QCTb nam1oe 

JJHM(j)aTH'-!eC!(OH lrpoM60UflTOITel-!Hll KOCTHOfO BHYT])l-lCOCY.11H 

CHCTCMbl ~, rrei11<0neHirn, M03ra, k:Toe 
meMHll ITIHMcpaneHOIT ~BepTb!BaJH!e 

llTHll, Kj)OBH 

)0311HO<pHJJl-lll 

Hapywermll co rrmep'IYBCTB a11acjrnrrmno11n 

CTOpOHbl HMMYHHOH 1-!TeJJbHOCTb [{all peaKUl-lll 

CHCTeMbl 

3H/l,0Kplllrnble He}10CTaTO'II-I rnrrepT11pe03 

HapyweHllll OCTb 

r.rn,un O q Ctf H 11 K 

013, 

fllllOTHpeo1 

HapyweHHll rrepm!iep11 rrmornHKeM Ill!, 

MeTa60JJ113Ma II c1ec1rnl'i rHITOKaJJHe~!llll, 

111-!TaHHll OTCK fllllOHaTpHe~mll 

Ilc11x11qec1rne Qerrpecc1rn, 

HapyweHHll rarrmoummu1m, 

rpeBO)KHOCTb, 

-eccommua, 

irpCBOll<HOC 

B036y)K}1CHI-IC, 
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cnyTaHHOCTb 

C03Hamrn 

HapyIIJemrn co ronomrnll cy,noporn, klTeK ne1-1er-JOLffJa51 

CTOpOHbl HepBHOH POJ1b ofa10poK, TpeMop, roJ10BHOro JHuec]>anonan1 

CHCTeMbl rnnepTomrn
3
, M03ra, ll, CHI-!JlpOM 

napecTe3!lll, rmueciianonaT 11111e1m-

COHJ111BOCTb, 
4 

Hll , Eappe, 

ronoBOKJ)Y)Ke1rne t3KCTpan11paM HHCTafM 

HJlHOe 

)RCCTJ)OHCTB 

p5, 
tnepmliepwiec 

Ka51 

Heilponanrn, 

aTaKCHll, 

rnnecTe3HH, 

m1creB31rn 

HapyIIJeHHll co l3p11TeJ1bH K!)OBOH3J1Hl!HHe B Hapywe1rne aTpoclirrn 

CTOpOHbl opraHa bie ceT'JaTKY CO CTO!)OI-Ibl 3pHTeJ1bl-10fO 

3peHHll HapyweH 3!)11TeJ1bHOfO HepBa, 

Hl!
6 

Hepna
7
, OTeI( rroMyT1-1e1rne 

L\HCKa poroBHUbl 

3!)!1TeJ1bI-IOfO 
8 

Hepna , 

OI<ynornpHbl 

fl K!)l13, 

L\HTIJ10Til15!, 

CKJiepHT, 

6necliap11T 

HapyIIJeHHll co ryroyxocn,, 

CTO!)OHbl opraHa BC!)THfO, 

cnyxa 11 na6ttpHHTa wyM B ywax 

HapyIIJeHHll co H8Jl)KeJl)'Jl0'1KOB elm 6 p 11 Jl Jllll!II l)I(eJ1yJlO'IKOB8ll 

CTOpOHbl cep,nua al! apHTMHll, 11 raxm<ap!\HH 
T8XHK8!)Jlllll, Dl(CJ1)' L\O'IKOB, trnna 
6pa,nmrnp,nm1 

',J(eJly L\O'IKOBa "<TIH!))'3T» 

~ (torsades de 

)l(CTp8Cl1CTOJ1 Jointes), 

Hll, TIOJlHal! 

vl(CJlY.'lO'IKOBa UTpHOBCHT!)HK 

ll JJ1lJ!)Hal! 

~ax1mapn11ll, 6J10Ka,na, 

"JlJ1Illle1rne 6n01<a,na 

m1Tepmurn ·IO)ICKH nyt.11<a 

QT Ha 111ca, Y3JlOBOH 

3J1CKT!)OI<ap,n !)llTM 
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f!orpaMMe, 

HamI<eJiyL1oq1< 

OBal! 

rrax1,mapL1f!ll 

Hapyrnemrn co llpTepmUlbHal! TJJOM60(pJie6 

CTOJJOHbl COCYL\OB 10HI10TemIrn, HT, 

jlJie61n JIHM(jim1nn 

HapyrneHHll co IrnpyrneH bCTJ)b!H 

CTOJJOHLI 11e oecrmpaTOpHbIH 

L\bIXaTeJILHoii iuhrxmrn ll 
9 

iu11cTpecc-

CHCTeMbl, opraHOB k;HHL\j)OM, OTel< 

rpyL\HOH I<JieTI<H H lnenmx 

cpeL\OCTeHHll 

)l(eJiyL\O"IHO- \UHapell, xe11JIHT, rrepllTOHHT, 

I<HrneqaLre DBOTa, \UHCI1eI1CHll, 3al10j), rrmmpeaTHT, 

Irnpywemrn POJ!b B i.-,H1IrHBIIT bTeKrn1111 

i>I<l!BOTe, ~3bIK, 

TOIJJHOTa iUYOL\eHJlT, 

racTpo311Tep11 

T, rJIOCCl1T 

Hapyrne1rnll co bTI<JIOHeH KeJITyxa, rreLieHOlJHa5I 

CTOJ)Ollbl 11e<re1rn l! He OT xonecTaTH'IecI<al! ~le):IOCTaTO'!H 

ll(eJI'IeBblBOL\llil1!!X HOJ)Mbl KeJIT)'Xa, bCTb, 

rryTett PHOXHMH rerraTHT
I0 renaTOMeraJI 

cIecImx Hll, 

rroKa3aTen XOJICUHCTHT, 

~j:j xoJiernn11a1 

PYHI<UHH 

rre01eIrn 

Hapyrne1rnll co ~bITib 3KC(pOJIHaTHBH11H K:HHL\j)OM -0Kc11qec1rntt l<OlI<Hal! 

CTOj)OHbI KOlI<l! l! ~epMaTHT, CT1rneaca - :,mmep~taJILH 1<pacHall 

ITOL\KOlirnbix TI<aHett anorreu1rn, 
8 

,[\ll<OHCOHa , b!H HeKpOmB
8
, BOJl'JaHJ<a* 

Ma Ky Jiorrarry Jie111a rryprrypa, ne1<apcrnemia secr1yw1rn*, 

fl Cbll1b, 3YLI, Kpamrn1111ua, 51 peal(l{Hll c neHTlffO* 

i3j)IITeMU, MneprncIeCI( '>03HHOcjll1JIHe 

!JOTOTOKCl1'1HOCT6 HH ):lepMUTHT, H 11 

** rranyJie3Hal! ¢HCTeMHbIMH 

jcbinb, /;HMl1TOMaMH 

Mal(yJie1Hall DRESSJ8, 

, sm". , "'"" trn o '. cs porn 
JeCl(f!H OTeI<, 

aKT111rnqec1rntt 

r<epaTo3*, 

11CCBL\Of!OJJC]ll1 

pIrn, 

,moroc!iopMHa 

28 



» 3p1ne~m, 

f1COpHa3, 

ne1<apcrneHHa 

ITT Cblflb 

HapyrueHHll co 50J1b B CllHHe apTJ)HT, 

CTOJ)OHbl MblrueqHOil, nepl!OCTMT*'* 

CKeJ1eTHOil ll * 
coe,!(l!HHTeJ1bHOil 

TKaHH 

I-IapyrneH11JJ co K)CTJ)a51 IlO'Iecrnall HeKp03 

CTOpOHbl JlOLJeK H He,!(OCTaTOLiflOCTb, noL1e1.1HbIX 

MOqeBblB0.!(511.UHX reMaTyp1rn <aHaJ1bl{eB. 

rryTei1: rrp0Tem1yp1rn 

• HecppHT 

O6m11e HapyrneHHH n rrnpeKCHH 60J1b B rpy,nHoii peaKL{H51 B 

peaKL{HH B MeCTe rrneTKe, oTeK ~1ecTe 

BBe,!(eHH51 iJrnua 
11

, acTeirnH, l1rnc\iy3HH, 

P3H06 lr])]lf1f10f10.!(06 

Hoe 

pa6onesam1e 

J1a6opaTOJ)Hbie n flOBb!WeHI-lblil f10Bb!WemrhI 

HHCTJJYMeHTaJ1bHb1e "J)OBeHb ii yposer-11, 

,naHHb!e KpeaTnmrna s rocreBHHbl B 

KJ)OBH KJ)OBH, 

rJOBbIWemrbI 

li yposeHb 

xonecTeprrna 

B KpOBH 

*HJ1P, Bbl5IBJ1eHHhle B JlOCTperncTpau110HHOM nep110.ne 

**KaTeropl!51 LJaCTOTbl OCHOBaJm Ha pe3yJ1bTarnx Ha6mo,naTeJ1bHOro HCCJle,!(OBaHHJl C 

11CllOJlb30BaHl!eM peanbHbJX ,naHJ-Ib!X 113 BTOpl!Llflb!X HCTO'IH!IKOB HHcjlOpMal{!IH B WBel{!IH 

1 
BKmocmeT cpe6p11nhr1y10 HeliTporreHmo I! neliTporrerrnro. 

' - BKmoqaeT l!MMYHHYIO TJ)OM60L{]1TOneHJ1LieCKY!O rryprrypy. 
3 

BKmoqaeT pHrll.!(HOCTb 3aTbIJ10'1HblX Mb!UJL{ II TeTaH1110. 
4 

B1rnmqaeT nmoKc11qec1rn-11rner,rnc1ecKy10 JHUec\ianonanuo Mern6omJL1ecKy10 

3HL{ec\JaJ10llaTHIO. 
5 

BKmocmeT mrnTH3HIO 11 rrapKHHCOHH3M. 
6 

CM. ny1-IKT «3p11TeJ1bHb1e Hapywe1rnmi s pa,.nene 4.8. 
7 

B Te<1em1e rrocTpenrcTpau110HHoro nepHo.na 6brn 

npo.nom1rnTeJ1bHoro Hespwra 3JJHTeJibHOro Hepsa. CM. pm.nen 4.4. 
8 

CM. pa3,nen 4.4. 
9 

BKJIIO'IaeT .!(HCilJ-103 H 0,!(b!WKY npH cjrn311qec1coli HarpY3Ke. 

IO BKl110'JaeT neKapCTBeI-IHOe rropan<e1rne nec1eHH, TOKCJ1L1ec1rnli 

rropan<eHHe rreqeHH 11 rerraTOTOKCHqHOCTb. 

3apenrcTpnposaH 

rerraTHT, rerraTouenmom1pr1oe 

11 
BKJIIQ<JaeT rrepnop6HTaJlbHblH OTeK, OTeK ry6 H OTeK CJ1H3HCTOH J)OTOBOH IlOJlOCTH. 
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Om1caHne 0T,gem,H&IX HelKenaTeJ1&H&1x peaKUHH 

3pumeJibllbze 11apyutel/Ufl 

B paMKax J(Jll!HH'-Iec1rnx HCCJle,U0BaHIIH Q<JeHb LJaCTblMH Hell(eJlaTeJibHblMH peaKUll511'!11, 

CB513aHHb!MH C B0pHK0Ha30JI0M, 6blJlH 3pHTeJibHbie m1pywemrn (BKJI!OLJa5J He<JeTK0e 3peHHe, 

CBeT060513Hb, xnoponcmo, xpmrnT0TICHI0, UBeT0BYI0 cnenoTy, LUiaH0llCHI0, HapyweHHe co 

CT0p0Hbl oprmra 3peHH51, HaJlll'-ll!e B TI0Jie 3pemrn pa,uy)J(l-]b!X KPYlKK0B, H0"IHY!O cnenoTy, 

0CUHJlJI0TICHIO, cpOTOTICHIO, MepuaTeJlbHYI0 CK0T0MY, CIHDKe1me 0CTp0Tbl 3pemrn, 5IpK0CTb 

3pHTeJibH0fO B0CTipH5ITH51, .uec[leKT TI0J151 3pemrn, nnaBaI0IJ.(Ile ll0MYTHemrn CTeKJl0BH.UH0fO Tena 

H Kcmnorrcmo). 3n1 3p11TeJ1bH&1e 1rnpywe111rn HMem1 rrpexo.umUHH xapaiuep H 6wrn 

ll0JIH0CTb!O o6paTHMbl, caM0CT051TeJlbH0 pmpewanHCb B 60JlbWHHCTBe cnycrneB B TeLieHHC 

60 MHHYT H He 0CTaBJ151JlH rrocne ce6JJ KaKHX-JlH6o l(Jll1Hl!LICCI<HX 3Ha9HMb!X llOCJle,UCTBHH B 

0T,uanemIOM nepno,ue. llpH TI0BT0pH0M np11Me11e1m11 B0p11K0l·Ia30Jla 0TMeL!aJl0Cb ocna6ne1me HX 

BblpalKCHH0CTH. HapyweIIHll 3pemrn, KaK rrpaBHJl0, 6bIJil1 JlCf!(O BbipmKe!-lbl, pe,[(1(0 Tpe60Bam1 

rrpeKpacueHH51 Jieqemrn H He npHB0,UHJIH I( KaKHM-JIH60 ll0CJie,UCTBHl!M B 0T,uane1rn0M nep!IO,'le. 

Hapywemrn 3peHl!51 M0fYT 6b!Tb o6ycJIOBJICHbl 6onee Bb!C0l<HMl1 K0HUe1npaIU!511'1H npenaparn B 

11Jla3Me Kp0BH 11/nn11 6onee Bb!C0KI!MI! ,U03a1'1H. 

MexaHH3M pa3BHTH51 3p11TeJlbHbIX Hapywe1rntt HCH3BeCTeH, xorn, sep0l!THee scero, l!X 

B03HHKH0Bem1e CB513aH0 C ,ueHCTBHe1'1 npenaparn Ha ceT'!aTKy. llpH H3y9eHHI1 BJil15IHI!51 

B0p!!K0Ha30Jia Ha cpyHI<UHIO ceT<IaTKl1 B l!CCJie,U0BaHHH C yqacTl!eM 3.U0p0Bb!X .uo6poBOJlbUCB 

6&mo BblllBJleH0 CHH)Ketme aMTIJil!TY.Ubl B0JIH Ha JJICKTpopenrnorpm,IMe (3Pf) Ha cpoHe npHeMa 

B0pHK0Ha30Jia. C ll0M0LUbI0 3Pf H3Mep5110T JJie1upw1ec1mtt TOK B ceFiaTKe. l13MeHeHH51 Ha 

3Pf He nporpeccnp0BaJ111 TIJ}H rrpo.uomKCHHll Jle<JeHl151 B TeLieH11e 29 .UHeH H ll0JIH0CTb!O 

acqe3ana ll0CJie 0TMeHbl B0pHK0Ha1ona. 

B nep110.u nocTper11cTpau110HH0ro np111v1e1-1ernrn coo6cuanoc& o cnycm51x npo.uomKl!TeJI&H&1x 

HelI(eJiaTeJl!,Hb!X peaKU11H co CTOp0Hbl opraHa 3peH!I51 (CM. pa3J(eJI 4.4). 

Ko:;1cHb1e pemaruu 
Y TiaU11eHT0B, rrony<JaBlllHX B0p11K0H330JI B l(Jll1HIJL!ec1rnx HCCJle,U0B3Hl1llX, oqem, LJaCT0 

0TMe<raJIHCb ](Q)](HbJe peaKUHH, 0,[(l{a](Q 3TII rrauHeHTbl HMemi cepbe3Hble 0CH0BHble 

3a6onesaHH51 11 0,UH0BpeMCHH0 np1rn11Mam1 .upyrne ne1rnpCTBeHHble cpe.UCTBa. B 60JiblllHHCTBe 

cnycraeB Cbll1b 6bIJia nerKOH HJlll y~1epem1on CTerrem1 THiKeCTH. Bo BpeMll Jie01eHHl! rrperrapaT0~I 

BacpeH,u y nauneHTOB B03H!!](aJ111 T51)KeJibie ](Q)KHb!e HelKCJiaTeJibHbie peaKUHII (TKHP), TaI<He 

KaK Cl1H,UJ}0M CT11BeHca -)J>KOHCOHa (CCL() (He<JacTO), TOKCH9eCKHH 31111,uepMaJlbHb!H 

HeKp0Jil13 (T3H) (pemw), Jie1<apcrnemm51 peaKU11ll C 3031!HOC[rnm1ett 11 CHCTeMHbIW! 

Cl1MTIT0MaMH (DRESS) (pe,u1<0) 11 MHOfOC[lOpMirnll 3p11TeMa (pem<0) (CM. pa3,UeJI 4.4). 

llpH 1105IBJieHHl1 Cb!Til1 3a rrauneHT0M CJie,uyeT BeCTH nuaTeJibH0e 1rn6mo.uem1e H 0TMeHHTh 

BacpeH,u np11 11porpecc11poBaHm1 11opa)lteH1151 K0lKH. Coo6!uanocb o TaKHX pea1<u1151x 

c[JOTOLJYBCTBHTeJibHOCTH, !(al( secHyWKH, Jie1-rrnro I! aKT!IHl1LJec1rnj:\ KepaT01, oco6e1rno np11 

,UJIHTeJibH0H Tepan1111 (CM. pm.uen 4.4). 

Coo6manoc& o cnyqallx 11JI0CK0KJieT09Horo pai<a KOlKI! (Bitmosia51 TTPK in situ 11n11 6one31-11, 

Goy3Ha)* y 11au11e1-1T0B, 110JIY93BWl!X Bm]JeH,U B TC'lem1e ,UJIHTeJibl-l0fO spe1'1e111-1; MexaH!BM 

B03Hl1KH0BCHH51 011yxon11 HeI13BeCTeH (CM. pa1.ueJI 4.4). 
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Euoxm1uqec1aie no1w3a111eJ111 <jJJJlll<l/1/U neqe1111 
O611,al! qacToTa rroB&rwemrn ypomrn TpmKaM!1Ha3 6orree. 'IeM B 3 pa3a npeB&Iwmomal! 

Bepxmoro rpaHI1UY HOJ)Mbl (BfH) (•ITO r-re o6l13aTeJibHO 6bIJIO He)KeJiaTeJibHOH pearnrnei,i) y 

rrau11eHTOB, IJOJJyqaBlllHX BOJ)HKOHa30Jl B XO)le l(Jlf!Hll'Iecrrnx llCCJie)lOBUHHH, COCTaBJll!Jla 18,0 % 
(319/1768) y B3pOCJll,IX 1-1 25,8 % (73/283) y nauneHTOB )leTCKOro B03pacTa, IJOJly<IaBllll!X 

BOJ)HKOHa30Jl B TeparreBTH'IeCKHX H rrpoctrnnm<TH•IeCI<HX uemrx COBOKYllHO. OTKJJOHeH!rn OT 

1-!0pMbl 6HOXHMnqec1rnx IJOKa3aTeJJeH cj1ymcum1 rre,1e1m MOI')'T 6hITb CBl!3aHbl C 6onee 

Bb!COKHMH KOI-IUeHTpaunllMH rrperrapaTa B IJJ183Me KJJOBH n/irmI 6onee Bb!COKHMI1 )l03UMH. B 
60JJblllHHCTBe cnycraeB 6HOXHM!l'Iecrrne IJO!Ca3aTeJIH <]l)'H!Cl[Hll ne•reHH IIOp~raJJH30BblBaJJHCb llJJII 

llJ)O)lOJ])!CeHHH JJe•reHHl! 6e3 H3MeHe!-IHl! )l03bl HJlH rrocrre rrnppernurn )l03bl. B TOM '!HCJle llOCJIC 

OTMeHbl Teparrml. 

ITpn rrpnMeHeHHH BOpH!COH830JJa HMeJIH MeCTO Clly<IaH cepbe3IIOH renaTOT0KCH•!H0CTI1 )' 

rrauHeHTOB C JlJ))'I'HMH cepbe3Hb!MH 0CH0BHblMH 3a6orresamll!MH. rerraTOTOKCH•!HOCTb 

rrpol!BJll!JlaCb B BH)le )KeJITYXH, rerraTHTa 11 rre•1e1-!0•IHOH r-re)l0CTaTO•!H0CTli C rreTaJlbHblM 

llCX0)l0M (CM. pa3)leJJ 4.4). 

PeCll(lfl/U /JC/ u11<f;y31110 

ITpn BHYTJJ!lBeI-!HOM BBenemm Bopmrnrrn1orra 3.1\0J)0Bb!M no6pOBOJl!,l[UM BO BpeMl! llH(!JY3Illl 

Ha6mo,naJJHCb mrnc!nrnm<TOH.Ul!b!e peaKurm. BKJl!O'!Ull np11JIHBbl, Jll1XOpam<y, nOTJIHB0CTb. 

rnxmrnp.nmo, qyBCTB0 CTectreHHl! B fj))'JlH, 0,/lb!LLil(Y, ofaropo•moe C0CT0l!Jrne, T0LLIHOT)'. 

!(Q)KHblH 3YJl 11 Cblllb. 3TH CllMnT0Mbl ll0l!BJll!JlHCb Cj)a3)' rrocrre Ha•rarra HH<!J)'3HH ( CM. pmnen 

4.4). 

TI po<j}l/flet](mu,w 

B xo.ne 0TI<))bIT0ro cpaBHHTeJJ&Horo llll!oroue1nposoro r,rccrre.nosarIHH .nrrH cpam-rer-rrrn 

B0p11I<OH830Jia 11 11Tpa!C0Ha3DJJa Kai( cpe,nCTB nepBll'IHOI! npoc!rnrrar<Tlll<H y B3JJ0CJ!b!X II 

llOJlJ)0CTKOB, peuurruer-IT0B annoreHJ-Ib!X fCK, par-ree He IIHCjlllUHpOBaHJ-Ib!X nO)lTBep)K)leHI-roi'r 

llllH IJ0.1(03j)eBaeMOH l1fl1, OI<OJFiaTeJlbHUl! OTMeHa rrpenapma no npH'IHHe H5! 6&1Jla 

3aperncTpnposaHa y 39,3 % rrauneHTOB B rpyrrne sopHK0Ha3orra no cpas1-1errmo c 39,6 % 
rrauneHT0B B rpyrrrre HTpaK0Ha30JJa. l-lelI<erraTeJlbHbJe peaKUH!l co CTOp0Hbl rre'leHH, B03HHKLU!le 

nocrre Ha•rnna ne•reHHll H Tpe6onaBwne oKorrcraTenuroi1 on1eH&1 nperraparn 11ccne.nosamrn. 

1rn6mo.narrucb y 50 rrauHeHTOB (21,4 %), nony<rasurnx sop11Ko1-ra:iorr. 11 y 18 rraurrer-rTOB (7.1 %). 
ll0JJy<JaBLLIHX HTpa!C0Ha30Jl. 

l{emu 
13e30IJaCHOCTb BOpH!C0HU30JJa ll3Y'IaJJaCb B l(JlllHH•!eCJ<HX Hccrre.nosmrnl!X )' 288 .neTeH B 

B03pacTe OT 2 .no < 12 rreT (169) H B B03pacTe OT 12 no < 18 rreT (] 19), K0TO))b!e IJ0Jiy<IaJlll 

B0j)H!C0H830Jl .l(Jlll rrpoc!mrraI<Tll!CH (183) 11 JJC•!eHirn (I 05). 13e3onacHOCTb B0j)HK0Ha30Jia Ta!C)Ke 

.norromnnenbH0 uccnenonarrac& y 158 neTei1 n B03paCTe OT 2 no < 12 rreT B nporpaMMax 

rrp11Me1-1eHHl! He3aperHCTpHp0BaHHOro rrpenaparn B HHJll1B11Jl)'aJlbll0M rropl!ilKe. B ueJIOM 

rrpoc!rnrrh 6e3orracHOCT11 Bop11K0Hmorra y nauHeHT0B .neTcKoro BD3pacTa 6Lrn aHanorn•rerr 

TRK0B0MY y B3))0Cllb!X. O.nr-ra1<0 y nauHeIIT0B .neTCK0ro B03pacrn. no cpaBHe1rn10 co B3j)0CJlb!Mll. 

B ](Jl!lHWieC!CHX uccrre.nosaHHl!X Ha6mo.narrac6 TeH)le!-IUHH I( 6onee Bb!COl(QH <raCT0TC 

noBbILLieHHl! ypoBHl! rre•reHo•rn&rx <!lepMeHTOB, OTMe•rerrnoti KaK HeJKenaTeJI&Hall peaKurrn 

(rrOBbILUeHHe ypoBHl! TpaHCUMHI-183 Ha 14.2 % y neTeH no cpamreHHJO c 5,3 % )' B3pOCJlb!X). 

,[(aHHbJe IJOCTper!lCTpau110HH0ro rm6moneHHl! )'K83b!BaIOT rm TO, 'ITO y neTeH l(Q)l(Hb!e peaKUllll 

( oco6eHHO 3j)HTeMa) M0r)'T BCTpe•raTbCll •rame, •!eM )' B3j)0CJlb!X. y 22 rrauneHT0B MJianrne 2 
rreT, norrycraBLLIHX BopnK0Ha3orr B nporpm.rMe npm-1eHeHHl! He1apenrcTp11ponarmoro npenaparn 

np11 He3cjic]leKTHBHOCTH .npynrx MeTonos rre•1ernrn. 1-ra6monarrr1Cb cneny1omne Helr<enaTe.%H&re 

peaKl[HH (.nm1 !C0T0))b!X He MOlKeT 6b!Tb HCKJIIO•Ier-ra CBl!'lb C BOpHKOHa30JlOM): peaKUH51 

CBernqyscTBHTeJJbl!OCTH (I), apHH!Hl! (1 ), rrarmpeaTHT (1 ), nDBbJLLierme )'j)0BHll 611rrnpy6mra ll 

Kj)OBH (] ), IJ0Bb!Werme ypom-rn ne•Jel!0'!Hb!X <!Jepllrer-rTOB (] ), Cblllb (]) H 0TeK .UHCI<U 
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3J)HTeJI&Horo Hepaa (I). B rroCTperncTpauH01moM rrepnone coo6u;anocr, o cnyqalJX nam<peaTHTa 

y nerniL 

Coo6rue1111e o no,uo3peaaeMb!X HelKeJiaTeJI&HbIX pem<u1rnx 
Bai1mo coo6maTb O ITOJ(03peaaeMb!X He)KCJIUTeJibHb!X peaKUHl!X ITOCJie perncTpawrn 
Jie1<apCTBem10ro npenaparn C ueJib!O 06ecnec1eHHll Henpepb!BHOro MOHHTOpHHrn COOTHOIUeHH5I 
«rroJI&3a-pHCK» ne1mpcrneHHoro npenaparn. Men11um1cKHM pa6onm1mM peK0Me1-1nyeTCll 
coo6maT& o mo6&IX rro_uo3peBaeM&1x HeJKeJiaTeJI&H&IX pem<Ulll!X neKapcrne1moro npenaparn crepe3 
HaUHOHaJibHbJe CHCTeMbl coo6meHHll O He)KeJiaTCJibHI,!X peaKUHl!X rocynapCTB - LIJICHOB 

EBpa111i1cKoro 3KOI-10Mw1ec1<0ro cm03a. 

Pecny6mma l{a3axcTan 
Anpec: 010000, r. Acrnrrn, pai1oH Eai1KOHbip, yn. A. l1MaHoBa 13 (EL\ "HypcayneT 2") 
Prn Ha I1XB «Hau110HaJibHb!H UCHTJ) 3Kcnepn13bl ne1<apCTBemn,1x cpenCTB H MCJ(HUHHCKIIX 

1nnem1i1» KOMHTeTa MeJ(HUHI-ICKOro II cjiap"rnueBTW!CCKOro KOHT\)OJill MHHHCTepCTBa 
3J(paBooxpaHemrn Pecny6nmm Ka1axcrn11 

Ten.: +7 (7172) 235-135 
3n.noLITa: farm@dari.kz 
Cai1T B HHCp0pMaUHOHHO-TeneKOMMYHHKaUHOHHOl1 cern «l1HTepnern: https://www.ndda.kz/ 

Pocc11i'ic1rnH <I>e.1:1epau1rn 
Anpec: 109012, r. Mocrma, CnaBl!HCKal! nnoma.1:1&, n.4, cTp. l 
<l>enepan&Hal! cnylK6a no Hamopy B ccjJepe 3ApaBooxpm-1emrn 
Ten.: +7 800 550 99 03 
3n. rroc1rn: pharm@roszdravnadzor.gov.ru 
Cai1T B HHCpOpMaUHOHHO-TeneKOMMYHHKaUHOHHOH 
https://www.roszdravnadzor.gov.ru/ 

Kr,1prr,13c1rnH Pecny6mnrn 
Anpec: 720044, r. bHlliKCK, yn. 3-l! JlHHHll, 25 

CCTH «l11nepHeT»: 

,[\errapTaMeHT JieKapCTBeimbIX cpeJ(CTB H MeJ(HUHHCKHX H3J(eJIHH npH MHHHCTepCTBC 

3J(paBooxparleHHll Kb!J)fbl3CKOH Pecny6nmm 
Ten.: +996 (312) 21-05-08 

3n.nOLITa: vigilance@pharm.kg 

Cati:T B HHC[lOpMau1101mo-TeJ1eKOMMYHHKaU110llHOH CeTH «l11nepHeT»: http://www.pharm.kg 

4.9. I1epCA0311J)OBirn 
Coo6manocb O 3 cnycrnl!X HeyMbllliJieHHOH nepeJ(03HJ)OBKH B xone KnHHHLieCKHX HCCJieJ(OBaHHH. 

Bee CJiy'IaH 11a6JIIOJ(aJJHCb y neTeti, ITOJIYLIIIBIUHX BOJ)HICOHa30JI BHYTJ)HBem10 B J(03e, B ITl!Tb pa3 

npeBb!lliaBweti peKOMeHJ(OBalIHYIO. 

CHMITTOMbl 
EnHHCTBeHHOH He)I<enaTeITbHOH peaKUHell 61,rna CBeT060ll3I·lb nmnenbHOCTb!O 10 MHHyT. 

JlecreHHe 

AHTHJ(OT Bop1mona1ona HeH3BeCTel·I. 
BopHKOHa30JI Bb!BOJ(llTCll npH reMOJ(H8JIH3e C K/IHJ)CHCOM 121 MnlMHH. BcnoMoraTeJibr!Oe 

nemecrno ne1<apcrner1noi1 cjJop1v1&1 J(Jill BHyTp1rne1111oro snenernrn SBECD B&mOJ(HTCll np11 
reMOJ(HaJJH3e c 1rn11peHCOM 55 MnlMHH. B cnycrae nepeno111pOBKH reMOJ(HanH3 MO)KeT 

crroco6crnoaaT& B&IBeJ(e11mo aopmcoHa1ona 11 SBECD 113 opraHH3Ma. 



5. <DAPMAKOJIOrH'-IECKIIE CBOHCTBA 

5.1. <l>apMaIWAIIH8Mll'IeCKIIC CBOHCTBa 

cJ:>apMaKOTeparreBT!l'Iecr<al! rpyrrna: TTponrnorpH61<0Bb1e npenapaTbI AJJll c11cTe~rnoro 

rrp11MeHeHHll. TTpOTHBOrpH6KOBbie rrpenapaTbl )lJlll CHCTeMHOro np11MeHeHI1ll. TTp0113B0/lHb!e 

TJllla30JJa ll TeTpa30JJa. BopHKOHa30Jl. 

KoA A TX: J02AC03 

Mexa11113M oeDcmGUJl 
Boplll<Olla30J1 - 3TO IT]JOTHBOf]JH6KOBbIH rrperrapaT TIJl1a30JlbHOJ1 rpyrrm,I. OcHOBHOH Mexam13M 

)leHCTBllll BOpH1<0Ha30J1U 3aKJllO<JaeTCll B m1rn6HpOBaHI-IH orrocpenosam1oi1 rp116KOBb!M 

UHTOX]JOMOM P450 peaKUHH )leMeTHJ111]JOBRHHll 14-aJJulia-JJaHOCTepoJJa, l!BJllIIOIUeHCll 

KJl!O'!eBb!M 3TaITOM 6HOCHHTe3a 3procTepoJJa B rp116ax. HaKonJJeHHe 14-aJJujla-MeTilJJCTepoJJOB 

1<0ppenHpyeT c rrocnenyrorueil rroTepeii 3procTepoJJa, BXO/ll!IUero B cocTas KJ1eTO'IHOi1 

wJeM6paHbl rp116oa; 3TOT rrpouecc, B03MOJKHO, JJeJKHT B OCHOBe npOTHBOfJJH6J<OBOro nei1CTBl1ll 

sopHKOHaJOJJa. TT0Krom10. 'ITO aopHKOHaJOJJ 6oJJee ceJJeKTHBeH no OTHomer1n10 I< cliepMeHTaM 

ceMeiicTsa UHTOXJJOMa P-450 rpH6os, 'IeM no OTHoweHil!O K pronH'lflbIM cliepMe1naM ceMei1CTBa 

UHTOX]JOMa P-450 ~rneKOITHTaJOIUHX. 

KJJHHH'!ec1<all 3cbdieKTHBHOCTb H 6e3orracHocTb 

BopHKOHa30Jl in vitro )leMOHCTpHpyeT lll11pOKHH crre!<Tp npOTIIBOrpH6KOBOH UKTHBHOCTH B 

OTHOillemm BH)lOB Candida (BI<JllO'Jall pe3HCTeHTH6Je K cllJlYKOHa30J1Y llITaMMbl C. krusei II 

pe3HCTeHTHbJe llITaMMbl C. glabrata H C. albicans), a TaIOKC IT]JOllBJJl!eT cpyiffHUll)lHOe neilCTB!lC 

B OTHOilleHHH scex 113riem1b1X B11/lOB pona Aspergillus. KpoMe Toro, B ycJJOBHl!X in vitro 
BOp11KOHa30J1 o6nanaeT npOTHBOrp116KOBb!M neilCTBHeM rrpOTHB HOBb!X naToreHHbIX rp1160B, 

1-rnrrp11Mep rp116on pona Scedosporium HJJH Fusariwn, 11Me1ou1Hx orpaH11CJem1y10 

'IYBCTBHTeJJbHOCTb I( cyruecrny1oruHM IT]JOTHBOrpll6J<OBl,IM cpe/lCTBUM. 

KJJHH!l'recr<an 3clicpeKTimHocT&, onpe.[(em1eMal! KaK 'JaCTw1111,1i1 1u111 nomH,1f1 orneT. 61,1.ia 

ITOKaJaHa OTHOCHTeJ1bHO rp1160B pona Aspergillus, B TOM 'lllCJJe A. flavus, A . .fi1111igatus, A. 
terreus, A. niger, A. nidulans; rpa6oa pona Candida, BI<JllO'JalI C. Albicans, C. glabrata, C. 
lm1sei, C. parapsilosis 11 C. tropica/is, a rn10Ke rrpOTHB orpaH!l'IeHHoro 'IHCJJa IllTaMMOB C. 
dubliniensis, C. inconspicua H C. guilliermondii, a TaJOKe BH/lOB Scedosporium, B TOM 'lllCJJe S. 
apiospermum, S. Prol/ficans, 11 rpH60B pona Fusarium. 

,I(pynre rpH6KOBb!e fl]-](!JeKUI11l, np11 J<OTO]JbIX rrpHMeirnJJCH rrpenapaT ('JaCTO C CJaCTll'!Hb!M llJlH 

nOJJHbIM orneToM), BI<JllO'IaJJH B ce6l! OT)leJ16Hb1e cJJycrn11 1mclieKuaii, n1,13saHH6IX rp116aM11 

po.[(a Alternaria Blastomyces dermatitidis, Blastoschizomyces capita/us, a mm,:;1ce pona 

Cladosporiwn, Coccidioides immitis, Conidiobo/11s corona/us, CIJ1ptococcus · neo.formans, 
Exserohilum rostratum, Exophiala spini.fera, Fonsecaea pedrosoi, Madurella mycetomaris, 
Paeci/omyces /ilacinus, pona Penicilliwn, BI<JllO'Jall P. marn~[fei, Phialophora richardsiae, 
Scopulariopsis brevicau/is H pona Trichrnpomn, m<mo,rnH m1cbeKu1111. Bbl3Bmm1,1e T beige/ii. 

AKTHBHOCTb rrperrapaTa B YCJlOBill!X in vitro ITO OTHOUJem110 I< ](Jll1Hll'IeCI<IIM UITaMMaM 

Ha6J110)laJJacb .[(Jlll rp116os po.[(a Acremonium. pona Altemaria, pona Bipo/aris, pona 

Cladophialophora 11 Histoplasma capsulatwn, npll'IeM pocT 60J11,w11Hcrna wrnMMOB 

!lO)laBJlllJ!Cll ll]JH KOHUeHTpaUHllX BO]JHKO!Ja10Jla OT 0,05 ~mrhrn )lO 2 MKrh!Jl. 

B ycJJOBHl!X in vitro BbllIBJJeHa UKTHBHOCTb BOIJHICOHaJOJJa B OTHOilleHHH rp116os pona 

Curvu!aria H pona Sporothrix. 
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ITorpaHWIHbie 3Haqemrn 

ITepe.n Ha'JaJlOM Tepamrn Heo6xo,UHMO ITOJly<Il1Tb o6p83Ubl rpH6KOBOH ](YllbTYPbl 11 rrp0Becn1 

.npyrne Ha,une)Kam11e na6opaTOpHbie 11ccne.n0Bamrn ( ceponorw1ec1rne, rncTorraToJJorw1ec1rne) 

,[(Jill BbI,UeJJemrn 11 11,ueHTHCJJHKUUHH rraToreHHbIX M11](poopraHl13MOB-Il036y.n11TeJJeil nmtieKU1111. 

Teparr11ll MO)KeT 6bITb l!a'JaTa .no llOJJyqeJml! pe3yJJbTaTOB Kym,TypallbHOfO H npyrnx 

na6opaTOpHbIX HCCJJe,UOBaHHH, O,UHaI(O rrocne rronr1emrn 3TI1X pe3yJJbTaTOB 

rrpOTHBOHHCJJeKUHOHHOe J1e<1e1me CJJe,uyeT COOTBeTCTBYIOIUHM o6pa:JOM C](OppeKTHJJOBaTb. 

K m1,uaM, KOTOpb1e qmue Bcero CJJY)I<aT rrp11'I11HOII rp116KOBbIX 1111cjieKUHll y 'IeJJose1rn, 

OTHOCl!TCll C. albicans, C. parapsi/osis, C. tropicalis, C. glabrata H C. krusei, rrpw1eM .nnll Bcex 

3THX B11,UOB MHHHMaJJbHUl! 1rnrn6Hpy10ma51 KOHUe1npau1rn (Ml1K) BOp11I<OH830JJa COCTaBJJl!eT 

MeJ-Iee 1 Mr/n. 

0.LUJaJ(O aKTHBHOCTb BOp11](0Ha:JOJJa in vitro B OTHOllieHHH B11,UOB po.na Candida He 0.llHI-Ja](OBa. B 
<[aCTHOCTH, Ml1K B0p11KOH830JJU ,[(Jill pe3l!CTeHTHbIX K cjrny1<011a10JJy IUTU~(MO!l C. glahrata 
ITporropUHOHaJJbHO BbJllie, '!eM .llJlll WTaMMOil, 'IYBCTBI1Te.%flb!X K cjJJJyKOHa30JJ)'. Tmrn~, 

o6pa30M, Heo6xo,UHMO 1ui:eHTHCjJ11u11poBaTb Candida .no ypomrn Bil.Ila. llpH B03M0)](H0CTII 

Bb!IIOJJHeHHl! HCCJJe.noBaHHl! ITO OITpe.neJJeHHfO 'IYBCTBHTeJJbHOCTl1 rpH60B I( ITPOTHBOrpH6](0Bbl~I 

ITpeITaparnM ITOJJy<JeHI-JbJe 3Ha<IeHHl! Ml1K MoryT l!HTeprrpeTHJJOBaTbCl! C l!CITOJlb30BaH11eM 

](p11Tep11en rpmmu LIYBCTBHTeJJbHOCTH EBpoITeikI<oro ](OMl!TeTa ITO oITpe.neJJem110 

,1yscrn11TeJJbHOCTH MHKpooprmrn3MOB K a11rn6ainep11aJJhHb11v1 cpe.ncrnaM (EUCAST). 

fpaHHUbI 'IVBCTBHTeJJbHOCTH cornacHo EUCAST 

BH.UbI Candida II Aspergilfus Ilorpam1<m1,1e Jlfa"lJCI-IIISI l\lHHIIMHJlbllhlX 

1111rn611 pym11.111x Il'.OHl(CIITJ)31.IIIII (MHK) 
(Mr/JI) 

< l.{ (•1yBCTBIITCJlhllhlC) > Y (VCTOII'IllllhlC) 

Candida a/bicans1 0,06 0,25 
Candida dubliniensis 1 0,06 0,25 
Candida glabrata j~aHHblX 1-1enocTaTO'IHO UH 

CW-I) 
Candida krusei JU-! UH 

Candida parapsi/osi/ 0,125 0,25 
Candida tropica/is1 0.125 0,25 
Candida guil/iermondii" ,I~H UH 

He 3aBHCl!ll.\He OT BHJ!a B036yn11TeJJll 

rrorpaHHLIHbie 3Ha<remrn .llJJll Candida3 
UH UH 

Aspen,illus_fi1mif!.at11s' I I 
Asperf!.il/us nidulans' l l 
Asperf!.i //us fl avus UH' UH' 

Aspergil/us niger UH' UH' 

Aspergillus terreus UH' UH' 

He 3UBHCllll.\He OT 

rrorpaHH'IHbie 3Ha<reH11l!
6 

BHJ!a B036y JIHTeJrn UH UH 

I 
IliTaMMbl C BeJJH'IHHaMH Ml1K Bb!We norpa1111,rnoro 31-!a'leHHl! 'IYBCTBl!TeJJbHOCTl1 I 

yMepeHHOH LIYBCTBHTeJibHOCTH Clf/Y) Bbll!BJJl!Jll!Cb penKo 11JJl1 He BblllBJJl!JJl1Cb Boo6me. 

l1nernm!imrnumo mo6oro 113 Tal(HX H30Jll!TOB ll llCCJJenonam1e ero 'IYilCTBI!TeJ!bHOCTfl I( 

ITpOTHBOrpH6KOBbIM cpe.ncTBaM Heo6xo.nHMO BbinOJJHHTb ITOBTOj)HO H s CJJy<Jae rronrnep,Knemrn 

rr0Hy<rem1oro pe3yJJbTaTa lf30Jll!T cJJenye-r 1mnpas11Tb B ITOBepocrny10 JJa6oparnpmo. no 

ITOJJy<JeH!lll 06beKTHBHbIX .naHI-Ib!X O ICJlllHli<IeCICOM OTBeTe J!Jll! !IOJITBep)KJ!eHHb!X ll30Jll!TOB C 
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Ml1K Bbillle TeKymero rrorpam1•rnoro 3Ira•remrn ycToti•mBocTH 3TH H30JIHbI nom1rn1,1 

coo6maTbCll ](al( YCTOIJ'llfBb!e. KJIHH!f'!eCI<IIfi OTBeT 76 % 6b!JI nocTiffHYT rrpH rrnc\)eKl]lfllX, 

Bbl3Barrnux rrepe<rHcJieHHbIMH HmI<e B11na1vrn B036yn11TeJie(1, I<orna 3Ha'lemrn Ml1K 6r,rmr HmI<e 

HJIH paBHbI 3rr11ne1v1110J1orn<rec1rn1v1 rpaHWIHbIM 3Ha•reHHl!M. TTo3TOMY rrorryJilll!HH C. a/bicans. 
C. dubliniensis, C. parapsilosis H C. tropica/is nmwro THrra c•mrnroTCll qyscrn11TeJibHbIMH. 
2 3rrHneMHOJiorH•recrme rroporosbre 3r1aqer-mll (ECOFF) nJill 3THX Banos B 11eJIOM Bhrwe. •1e1v1 

nJ!ll C. albicans. 
3 

He 3aBHCllll{He OT BHna B036yn11TeJil1 rrorpaHH'!Hbie 3Ha9eHHll orrpeneJrnJIHCb rnaBHblM 

o6pa30M Ha OCHOBe naHHb!X <!)l{/cp,[( 11 He 38Bl1Cl!T OT pacrrpenenemrn Ml1K I<OHI<peTHblX 

Bnnos Candida. O1rn rrpenHaJHa•reH11 TOJibI<O nJill opraHH3MOB. y K0Top11x HeT onpeneJienr1r,1x 

norpaHH'!Hb!X 3Ha'!eHHJi 'IYBCTBHTeJibHOCTH. 
4 

Pa3pe1IIeHHe / ynocToBeperrne na speMeHHoe ttcnoJ113osaime / np11MeHe1me - 2. Y I<alI<HTe 

6yrrny R co crrenyiom111v1 KOM1v1e1uap11e1v1: «B HeI<OTop1,rx KJIHHH•recrrnx c11TyaIHlllX 

(HerrnBa311BHble c\iopMbl ampeI<Q!!ti) BOpHKOHa30JI MO)I<eT HCITOJ!b30BaTbCll npH ycJlOBll!l 

nocTaTo•rnoro B03)leHCTBHll». 
5 

ECOFF JlJill 3THX BHJlOB, 1caK npaBHJIO. Ha on110 nnyKpaTHoe pa3Benerme s1rwe, •1eM nJl5r 

A. fumigatus. 
6 

He 3aBHCllmHe OT BHJla B036ynuTeJl5r norpaHwmr,re 3Ha<remrn He 6r,rnH onpeneJieH11. 

OnbIT KJIHHH'!eCI<Oro npHMeHeHHll 

B pa1vn<ax nar1Horo pa3nerra norrolI<HTeJibHbIH pe3yn1Ta-r npnMeHermll npenapaTa onpeJleJ1lleTc11 

!<al( llOJIHb!M HJIH qaCTH'!Hb!M OTBeT Ha Jie•reHHe. 

l1mbeKUHH, BbI3BaHHbie Aspergillus: 3cbcbeI<THBHOCTb y nau11e11TOB c acneprnJIJie3oM II 

ae6rraronpmrTHbIM nporHo3oM 

B ycJIOBHllX in vitro BOpHI<OHa30Jl rrpOllBJllleT rrponrnorpH6I<OBOe )le!ICTBHe npOTHB pa3Hb!X 

BH)lOB po)la Aspergil/us. 3cpcpeKTHBHOCTb B0pHKOHa30Jla 11 ero TIOJIO)I<HTeJIUIOe BJ!Hll!rne Ha 

BbDI<IJBaeMOCTb B cpaBHeHHH co CTaHJlapTHOIJ Tepamreii aMCj)OTepHl!llHO!vl B npH nepBH'lHOM 

rreqeHHH OCTporo HHBa3HBHOro acneprnrrJie3a 6blJIH ITOKa3aHbl B OTKpblTOM, 

paH)lOMH3HpOBaJIHOM, MHOroQeHTJ)OBO~l IICCJle)lOBaHHH C y•raCTHeM 277 namrer!TOB C 

OCJia6rreHHblM HMMYHl1TeTOM, llOJiy<IaBWHX J1e•1em1e B Te•1em1e 12 He)leJlb. BopHKOHU30JI 

BBOJlHJIH BHYTPHBerrno B BHJle Hacr,1maromei1 Jl03br 6 Mrh<r KaJI<Jlbie 12 •racoB B Teqe1-me nepB1rx 

24 '!aCOB, a 3aTeM B BHne TIOJl)leplI<HBaIOmeti no3bl 4 Mr/Kr l(aJl()lbJe 12 •rnCOB B Te'!errne He 

MeHee 7 JlHeti. ,[(aJiee MOJI<HO 6hrno nepe11TH K rrony•rerrnro npenaparn nepopan1Ho B Jl01e 

200 Mr ](3)1C)lb!e 12 '!UCOB. Me)ll1aHHa51 npOJl0J])l(!1TerrbHOCTb BIB TepanHH BOpHKOHa30J10~1 

COCTaBJ!llJia IO )lHeH (JlHana30H 2-85 mreli). Me)lHU!·ll!aH llJ)OJlOJl)l(l1TerrbHOCTb nepopaJibHOii 

TepanHH BOpHKOHa30JIOM rrocrre BIB Tepam111 COCTaBJ!llJJa 76 JlHeH (mrnrra30H 2-232 JlHH). 

y noBJieTBOpHTeJibHb!H 06m11i1 OTBeT (rromroe HJ111 •IaCTH•l!IOe IIC'!e3!10Bem1e Bcex 

accoum1poBaHHb!X npH3HaKOB, CHMHTOMOB H pe1·ITrer·IOrpactiw1ecrrnx/6poHXOCI<Oll11'!eCI<IIX 

H3MeHeHHII, HMeBWHXCH Ha HCXOnIIOM ypomre) rm6mo)laJICH y 53 % na1111er·ITOB, nony•mBUJIIX 

B0plll<0Ha30JI, no cpaBHeHIIIO c 31 % na11HeHTOB, ITOJiy<IaBWHX npenapaT cparmefllrn. 

BbDI<lrnaeMOCTb na1111eHTOB rrn npoTmKeHHH 84-mreBHOro nep110)la Ha c\JOHe npHMeHeHHll 

BOpm<OHa30Jia 6brna CTaTHCTH'!eCJ<H 3HU'!HMO Bb!We, 'ICM Ila c\JoHe npHMeHemrn npenaparn 

cpaBHemrn, npn 3TOM 6b!JIH nponeMOHCTp11posaHbl KJIHHl!'ICCKH l1 CTRTHCT11qec1rn 3HU'lHMblC 

npe11MymeCTBa B0pHKOHa30Jia KaK B nrraHe npOJlOJ])Kl.JTeJibllOCTII nepllO)la JlO r-racTyrrrreHIUI 

CMepTH, TaI< H B nnm1e nponOJ])I<llTeJlbHOCTH nepHO)la JlO OTMeHbl npenaparn B CB51111 C ero 

TOKCH'IHOCTb!O. 
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3To I!CCJieJIOBarme !IOJITBepJII!JIO pe3yJibTaTbl rrpeJibIJiymero rrpocrreKTIIBHOfO HCCJieJIOBamrn, B 
KOTOpOM 6bIJI rrorryqeH []QJIO)ICHTeJibHb!H pe3yrrbTaT y rrauneHTOB C cjJar<Topa~rn pHCKa 
He6rrarorrpmrTHoro rrporno3a, mcmoqa5e peaKumo «Tpar-rcrrnaHTaT rrpoTrrn x03mrna» 11, 
oco6eHI-!O, uepe6paJJbHbJe IIIHjJeKUI111 ( o6bI'IH0 CO!lpOBOlKJiaIOUU1eCll ITO'IT!1 100%-Hoii 

rreTaJibHOCTb!O ). 

3n1 nccneJioBaHHH BKJ1IO'rarrn cny,ran acrrepnrnne3a rorromrnro Mo3ra, rrprmaTO'II!bIX rra3yx 
Hoca, nenrnx n JincceMnHttposamrnfi 1rncjieKum1 y rrauneHTOB rrocne Tpmrcrrrrainauim 
KOCTHOrO M03ra H opraHOB, y rrauHeHTOB C reMo6rraCT03a~rn, JipynIMH 3JIOKR'IeCTBeHHb!MH 

orryxomrMH n CTil1.[\oM. 

KaH.1:umeMHH y rrauneHTOB 6e3 HeiiTporre1rnn 
3cjJcpeKTHBHOCTb BOpHKOHa30Jla B cpamiemm C aM(jJOTepHUHHOM B C rrocrreJiyIO!JlHM 
rrp11MenenneM cjJJ1yK0Ha30rra B rcacrecrne rrepBH'IHOii Tepamm IrnHJIHJieMnH 6bIJia 

rrpoJieMOHCTpnpoBaHa B OTKpb!TOM cpammTeJ!bHOM HCCJleJIOBRHllH. B l!CCJICJIOBamm 
ycrncrnoBarrH 370 rrauneHTOB 6e3 neiiTporreHHH (crnpwe 12 rreT) c rroJirnepJKJieHHOii 

KaHJIHJieMHeii, H3 KOTOpb!X 248 IIOJl)''laJIH BOpHKOHa30JI. .[\eBHTb rrauneHTOB B rpyrrrre 
sopHKOHa3orra H 5 rrauHeHTOB B rpyrrrre aMcjioTepnumrn B c rrocrreJiy!OmHM rrpHMeHeHneM 
cjJJ1yK0Ha3orra TaKJKe nMerrH rp116K0By10 mrcjieKumo rrry6orrnx TKm1efi, ITOJITBepJKJiemryro 
MHKOJ!OfH'IeCKIIM HCCrre.noBamre~t. TiaUHCHTbl C ITO'IC'IHOH HCJIOCTaTO'IHOCTb!O B )TO 
HCCJ!eJIOBar-rne He BKJ1!0'IaJlHCb. MennammH rrponomrrnTeJ!bHOCTb rre,remrn COCTaBJIHJ!a 15 ,[\HCII 
B o6enx rpyrrrrax rreCJeHI!ll. B COOTBeTCTBHI! C rrpoBenem-1011 KOMHTeTOM ITO aHaJIH3Y Jiamib!X 
(KA.[() ouemcoii pe3)'JlbTaTOB, KOTOpbre 6b!JIH MaCKHpOBaHbl B on1owemm HCCJle,[IOBaBrnerocH 

neKapCTBeHHOfO rrperrapaTa, II])H rrepBWIHO~! anaJJH3e 6narorrpH5CTHbl11 OTBeT orrpenem!JlCll Kai( 
IIC'!e3HOBeHne HJlH ocna6rrerme scex KJIHHH'IeCKHX rrpH3HUKOB H CHMITTOMOB m1c!JeKUI11! C 

OTC)'TCTBHeM rpu6oB poJia Candida B Kj)OBH H B 1rnc[mu11poBmIHblX Y'IUCTKax rrry6oKHX TKaHeii 
crepe3 12 HeJierrh rrocrre OKOH'IaHHH Tepamrn (OT). Tiau11eHThI, He 11pou1eJI]m1e oueHKY 'Iepe3 12 
nenerr& 110crre OT, pacc~raTpHBam1cb I<aK He OTBeTHBWI-Je Ha rre,1eH11e. B 3TOM mmmnc 

6rraronpH5ITHbiii orneT Ha6mOAaJICH y 41 % rrauneHTOB B 06e11x rpyrrrrax ne,reHmI. 

TipII BTO])H'!HOM aHaJIH3e, B KOTO])OM HCITOJl630BaJIHCb pe1ym,TaTbl onemrn ornern KA.[( 13 
caMy10 rrocrreAHIOIO speMeHH)'IO TQq](y (OT HJIH 'iepe3 2, 6 HJIIJ 12 He,[leJlb rrocrre OT), <JaCTOTU 
6naronpHi!THoro OTBeTa 11a Teparrmo sopnKoHa3orroM n aMclioTepnumroM B c rrocrreAyrorumr 

rrpnMeHeHHeM c[irryrCOHa30Jia COCTaBJIHJla 65 % n 71 % COOTBCTCTBeIJHO. 

Pe3)'JlhTaTbI ouemrn nccrre.noBaTerreM yJia,moro 11cxo.na rre,1e1urn B 1ca,K,noii 113 Ha3BaHHbIX 

speMeHHb!X TO•IeK 11j)HBOJil!TC5! B crre.ny1011iefi rn6m1ue. 

Bpe,11e1111aJ1 1110•11<a Bopww11a10n (N = 248) A,1((JJ0111ep111(///1 B -
r/1ny1w11mo,1 (N = 122) 

OT 178 (72 %) 88 (72 %) 

2 HeJieJJh rrocrre OT 125 (50 %) 62 (51 %) 

6 HeJierrh rrocrre OT 104 (42 %) 55(45%) 

12 HeJieJih nocrre OT 104 (42 %) 51 (42 %) 

TmKerrbie pecbpaKTepHbie nmbeKuim. Bhl3BaHH&Ie BHJiaMH Candida 
B KJIHHHCJeCKOM uccrreJIOBaHHH rrpmrnrrn ycracTHe 55 rranHeHTOB c TH,KeJJ&IMH pecl1paKTepH&1w1 
cttcTeMHhIMH um!ieKUHHMH, BhI3BaHHbIMH BnnaMn Candida (mcmoqaH KaHJIHJICMnro. 
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JUICCeMHHHpOBaHHblH KaH,[(H,[(03 11 L\pyrne cjJopMbl HllBa3HBHOfO KaI-I/ll-I,[\03a), y KOTOpb!X 

rrpe,[(blL\YIUail rrponrnorpH6KOBaJI Tepamrn, B <JaCTHOCTl-1 cjlJlyI<OHa30JIOM, 6bIJia HCJ(jlcjieKT!-IBHOH. 

BnarorrpHJlTHblH OTBeT Ha Jie'leHI-Ie B0p1-IKOI-Ia30JIO~! Ha6JIIO,[(aJICll y 24 rrau11eHTOB (y 15 
rrau1-1eHTOB IlOJIHb!H OTBeT, y 9 rrau1-1eHTOB 'JaCTI-l'!HblH OTBeT). y rrau11eHTOB, 11H(jJHU11pOBaHHblX 

pe3HCTeHTHbIMH K cjJny1<0ml3ony wTaMMaM11, He rrpHHa)lneiKaI.UHMII K B1-1/lY albicans. 
6narorrpHl!THblH OTBeT Ha Jie'!eHHe Ha6mO)laJIC51 y 3 1-13 3 rrmu1e!ITOB, 1rncjmu11poBaHHb!X C. 
!a-usei (IlOJll-lblH OTBeT), rr y 6 H3 8 rrauHeHTOB. HI-I(jrnunpO!laJ-!Hb!X C. g!abra/a (y 5 - IlOJlHbltt 

OTBeT, y 1 - '!aCTW!HblH OTBeT) . .D:aHHble O J(Jll!Hl-!'IeCJ(O/j 3(jHjJeKTHBHOCTI-I IlO/lTBeplK)laJlHCb 

He~!HOfO'IHCJICHHb!MH pe3yJibTaTaMl1 onpe)leJieirnll 'IYBCTBI-ITCJlbI-!OCTl-1 B036y).l!-ITeJie/j J( 

npenapaTy. 

l1mbeKu111-1. BbI3BaHHbie rp116aM1-1 pona Scedosporium u F11sari11m 
bbIJia rrpO/lCMOHCTpHpOBaHa JcjJcjJeKTI-IBI-!OCTb BOp11KOIIa30JJa npOTl-18 CJie/lyIOUl!-IX pemrnx 

rraToreHHbIX rp116os. 

fp116bl po,[(a Scedosporium: ycrrewHoe ne<1eH11e sop11KoHmonoM 6brno 3aperncTp11ponaHo y 16 
(y 6 - IlOJIHb!H OTBeT, y 10 - <JaCTH'IHb!H) 113 28 nau11eHTOB C 1-IHCjJeKUl!CH, Bbl3BailHOH s. 
apiospermum, 11 y 2 (y 06011x rrau11e1-rrns qacrn<J1-r&ri1 orneT) 113 7 rrau11eHTOB c 111-I(jJeKu11eii, 

Bhl3BaHHOH s. prol/ficans. KpoMe TOfO, IlOJIO)KHTCJlbI-11,IH OTBCT Ila Jie'!eI-JIJe OTMe'!eH y 1 1-13 3 
rrau11eHTOB C HHCjJeKUHJlMH, Bbl3BBH!lb!Mll 6onee 'JeM 0/l!HI~I M11KpoopraHl-13MOM, BKJil0'Ja51 

Scedosporium spp. 

fp116b1 po,[(a Fusarium: ceMb (3 rrau11eHTa C flOJIHb!M OT!lCTOM II 4 rrau11eHTa C '!aCT!-I'II·lhlM) 113 17 
nau11eHTOB 6bIJII1 ycrreurno rrpone'!eHbl BOp11KOHa30JlOM. y 3 113 3Tl!X 7 naul-!eI-ITOB 

1rn6mo,[(aJ1aCb 11m!ieKUH51 rna3, y 1 - Hll(jJeKQl-!51 np1-1)laTO'll·ll,IX nmyx I-!OCa 11 y 3 nau11eHTOB -

/ll!CCeMHHHpOBaJ-IHal! 11HCpCKU1151. Eme 4 nauHeHTa C cjiy1ap11030M 61,1m1 JJll(!JHUI1pOBaJ-Ibl 

HeCKOJlbKI1MH B036Y/lHTCJlll~11!; y 2 113 3TI1X nau11e1-1TOB HCXO/l Jle'!eHlrn 6blJl y/la'!Hhml. 

y 60Jihilll!HCTBa rrau11eJ-ITOB, IlOJly<JaBWHX BOp11KOJ-Ia30Jl )lJlJl JlC4CHHll Bb!WCYKa3a!-JI-!blX pemmx 

1mc!ieKUJ1i1, na6mo.11.anacb Henepe1-1oc11MOCTb rrp11MeH51BweiiC51 p:mee nponrnorp1-I6Konoii 

TeparrHH HJlH YCTOH4HBOCTh K Heii. 

ITepawrnaJl npodmnaKTHI<a m-ma31rnHbIX rpa6KOBbIX HI-!(he1<uarr (l1fl1) - 3cbdieKTHBHOCTb npi1 

npHMCI-IeI-!HH V peunm-IeHTOB rcK. paHee He HI-1Cb11u11p0Bal-!Hb!X IlOJjTBeO)KJleHHOH 11JII! 

rrono3pesaeMoi1 l1fl1 

BopHKOHa30J1 cpaBHHBam1 c 11TpaKOHa30J10i11 np11 npm,1e1-1eHHI-1 B 1<a<1ecrne nepnwrnon 

npocjJ1rnarnmm B XO)le OTKpbITOfO, cpaBI-!HTC.DbHOfO, MHOfOUeHTpOBOfO IJCCJle)lOBaJ·[Hll C 

y<JaCTHeM B3pOCJih!X II IlO/lpOCTKOB, peu1m11eHTOB annoreHHb!X rcK, paHee He 

1mc!mu11poBaHHb!X IlO)lTBeplK/lCHI-!OH HJ111 Il0,[(03pesaeMOH 11rv1. 13naronpl1lITI·lblM pe3yJlbTaTOM 

neqemrn C411TaJiaCh B03MO)KI-!OCTb rrpo,[(OJll[(aTb npocjJ11J1aJ<TWICCI<Oe rrp11MeHemre 11CCJie)lyeMoro 

rrpenaparn Ha rrporniKeHHII 100 .11.Heii nocne Tpai1cnna11rnu1111 fCK (6e3 nepep1,rna 

.11.JlllTCJlbHOCThIO > 14 mrei1) 11 Bbl)J(IJBaeMOCTb 6e1 no.11.rneplK.II.CHHOH 11Jll-I flO)l03pesaeMOJ1 11r11 
Ha rrpOTlllKCHHII 180 ,[(I-!eH nocne Tpar-1cnJ1aHTaUI-III rcK. B MO/l!Hjrnu11posaHI-!OH B COOTBeTCTBllli 

C Ha3l-Ia'leHI-Ib!M neqem1eM (MITT) rpynne HaC'll1Tb!BaJlOCb 465 peUl!Til-!Cl·JTOB annoreHHblX 

fCK, rrp11'!eM y 45 % nau11eHTOB 61,1n ocTp&1ii M11eno11)lH&1/1 neiiK03 (OMJl). Cpe/l!I scex 

nau11el-!TOB 58 % JIHU rrpe.11.cT051J10 r-menoa6J1aTI1BIIOe KOH/ll-IUHOI-II1j)OBaHHe. ITpoc!mnaKTl-!'ICCKOe 

rrp11MeHer111e HCCJle!lyeMoro npenapaTa Ha'I11Han11 Henocpe/lCTBer-1110 nocne TpaHcrrnaHrnum1 

rcK: 224 rrau11eHTa TIOlly<Jallll BO])HKOHa30J1, II 241 nau11eHT IlOJly<JaJI 11Tp8KOHa30Jl. Me/ll1aI-Ja 

rrpOL\OJllK1-neJ1bHOCTH npocjJ11naKTJ1'Iec1<0ro np11Me1-1emrn 11ccne)lyeMoro npenapai-a s nonynlluu11 

MITT COCTaBl!Jla 96 ,[(Heii /lllll ll0pl-lKOI-Ia30Jla II 68 )lHeii ,[(Jlll 11TpaKOHa30Jia. 

IToI<a3aTeJil1 3c!icjJeKTHBHOCTH 11 /lpyrne BTOPll'!Hb!e KOHe'JHbJe TO'IKH npe.11.cTaBJleHbl 13 rn6m1uc 

HlllKC. 
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Kone•mbie ro•mu Bop11Kona30JI Mrpm,011a30JI Pa3nOCTb P-
HCCJIC,IJ;OBaHIIll N=224 N=241 npouennn,1x 311aqe1-1ne 

. AOJieit H 95% 
AOBCpHTeJibllblH 

. . . mnepnaJI (tl:M) 
3c!icpeKTHBHOCTb Jie1.1erurn 109 (48,7 %) 80 (33.2 %) 16,4% (7,7 %, 0.0002** 
Ha AeHb 180* r 1 'X)** _), 0 

3cj)cj)eKTIIBHOCTb ne•remrn 121 (54,0 %) 96 (39.8 %) 15,4% (6,6 %, 0.0006** 
Ha ,!\eHb 100 ?4.2 %)** 
Konwrecrno rrauHeHTOB, 120 (53,6 %) 94 (39,0 %) 14.6% (5,6 %, 0,0015 
rrony'!aBIIIHX IICCJJe,!\yeMbltt 23.5 %) 
rrperrapaT C 
rrpoc!mnaKTWJecKol1 uenhro 
B Te•reHIIe KaK MIIHHMYM 
100 ,!\Heil 
KoJIII'!ecrno BbDKIIBIIIIIX 184 (82,1 %) 197 (81,7 %) 0,4 % (-6,6 %, 0,9107 
rrauIIeHTOB K 180 ,!\HIO 7,4 %) 
Korrwiecrno rrauIIeHTOB C 3 (1,3 %) 5 (2, 1 o/.o) -0,7 % (-3,1 %, 0,5390 
AOKa3arrnol1 IIJJll 1,6 %) 
sepOl!THOH 11r11, 
na3BJJBWeHCl! K 180 ,!\H!O 
Kom1•recTBO rrauIIeHTOB C 2 (0,9 %) 4 (1,7 %) -0,8 % (-2,8 %. 0,4589 
AOI<a3arrnol1 IIJJll 1,3 %) 
Bepol!THOH 11r11, 
pa3Brrnwel1cll K 100 AHIO 
KoJm'leCTBO rrauIIeHTOB C 0 3(1,2%) -1,2 % (-2,6 %, 0,0813 
}l0Ka3aHHOH HJill 0,2 %) 
sepol!THOH 11r11, 
pa3BIJBWeHCl! rrpH rrpIIeMe 
11ccrre,1yeMoro rrperraoaTa 

* TTepBH'!rral! KOHe'man TO'rna nccrrei1osaHIIl! 
** Pa3HOCTh oTrrowerml1, 95 % )],11 H p-3r-ra,rerme, 11onycreH11bre nocne nonpasrrn rm 
paH}lOMH3aumo 

lJacTorn cnycraen 3apmKeHHl! 11fl1 rrocne ne,remrn KO AHJO 180 H nepBH'!Hal! 1<011e,mal! To•rr<a 
nccne,1onaHH51, orrpenenner-rnll 1<aK ycrreurnoe ne,1em1e no JWHHbIM na nenb 180. y nauvreHTOB c 
OMJ1 H MIIenoa6naTHBHbIM I<OH}lHUHOHHpOBarmeM COOTBeTCTBemro npencTasneHbl B rn6n11ue 
HHlKe. 

OMJI 

~ 

Bopmw11a30JI Ko11e•mbIC TO'llrn MrpmwrnnoJI Pa3HOCTh 11pOHCHTIII,!X 
HCCJICAOBaHIIll (N = 98) (N= 109) AOJICii II 95 '½, 

}lOBCpllTCJibHI,111 HHTepnaJI 
.. · . . . (Ill1) 

lJacrnrn cnyqaen 3apaJrceHH51 1 (1,0 %) 2(1,8%) -0,8 % (--4,0 %; 2,4 %)** 
11r11 rrocne ne•renmr-
nenb 180 
3c!icpercTHBnocT& ne'lemrn na 55 (56, 1 %) 45(41.3%) 14,7 % (1,7 %; 27,7 %)*** 
}leHb 180* 
* TTepswrnal! rmne'!Hair TO'rna nccnenonarml! 
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** TipH 3arrace 5 % 6bIJia 110Ka3aHa He MeHbWUll 3Cpc!JeKTHBHOCTb 
*** Pa:iHOCTb rrpoueHTHbIX ,[(orreti, 95 % ,I(l1, rrorryqemmll rrocrre rrorrpamrn Ha paHnoM1naumo 

M11enoa6nan1B11oe 1rn11n11unon11ponan11e 

Koiie•mbie .. TO'Il~ll BopmrnnaJoJI l1Tpa1~011a30JI PaJIIOCTb rrpouenTHbIX 
IICCJICAOBamrn (N = 125) (N = 143) JlOJICH ll 95 % 

JIOBCpllTCJihllblll nnTepnaJI 
.. (1111) 

qaCTOTa CJJy<IaeB 2 (1,6 %) 3(2.1 %) -0,5 % (-3,7 %; 2,7 %)** 
3apal!<emrn l1fl1 rrocrre 
rre01eHH5! - nenb 180 
3c!JC]leKTHBHOCTb rre,,eHHll Ha 70 (56,0 %) 53 (37,1 %) 20.1 % (8.5 %; 31,7 %)*** 
neHb 180* 
* TiepBH'!Hal! KOHe0mall TO'!Ka HCCJJenoBaJrnll 
** Tipn 3arrace 5 % 6hrna 110Ka3aJ-Ja He MeHbWUll 3c!H!JeI<TlJBHOCTb 
*** Pa:iHOCTb rrpoueHTHbIX JlOJJeti, 95 % ,I(l1, rrorry•1e1mall nocJJe rrorrpamrn Ha paHnoM113aumo 

Brnpwrnall rrpoc)nrnm<Tmm l1fl1 - 3cbcbeKnrnHocTb npH rrpn~1eHeIm11 y peun1111eHTOB nm1 
TpaHc1rnaHrnu11n fCK pmree nmbnunp0Barn11,1x rronrneplK)JeHHoti 11rr11 rrono3peBaeMoil l1fl1 
TipnMeHeHHe B0pI11(0Ha30JJa B Ka•1eCTBe BTOpH'IH011 rrpoc!JHJJaI(TH!(H H3Y"IUJ10Cb B xone 
OTKpblTOrD, HecpaBHHTeJJbHOro, MHOrouerHpOBOrD HCCJJenosamrn C y<IaCTHeM B3pOCJlb!X 
rrau11eHTOB, peuttrrneHTOB arrrrorem-11,rx fCK, pmree ttm]l11u11ponamn,rx rronTBep;KJleHHOil ttm1 
nono3peBaeMoti l1fl1. B Ka•1ecrne rrepBll'!HOIT KOHe 0rnoti TO'IKH 11crroJJb30BUJ1H •racTOTY 
mrc!rnu11posaHnll rronrnepJKneHHoti 11rrn rron03pesaeMoti l1fl1 Ha npoTmKemrn nepsoro rona 
nocrre TpaHCITJJaHTaUHH fCK. TiorryJJllUIUI MITT COCTOllJJa 113 40 naunCHTOB, paHee 
rmc!nu.111posaHHbIX l1fl1, m<mo'!al! 31 rrauHeHrn c acneprnJrne3oM, 5 rrauner1T0B c KaHn11no30M H 
4 rrauneHTa c npyrHMH 11fl1. Memm11a rrponomnneJJbHOCTH npoc!mrrar<Tw1ec1rnro np11Me11e111rn 
nccrrenyeMoro rrperraparn B norrymru1rn MITT cocrnBHJJa 95,5 nHH. 

Tionrnepll<neHHbie HJJH rron03pesaeMb1e l1rl1 pa1s11m1c1, y 7.5 % (3/40) nau11eHToB B Te 0Ie1111e 
rrepBOfO rona rrocrre TpmrcrrJJaHTaUHH fCK, BKJJIO'!al! on1m CJl)"Jafi KaHn11neMHII, on11H crrycmii 
Cl.je,[(OC110pH03a ( o6e HHC!JeKl.jHll ](al( peuI1nnB HMeBweticl! pmiee 11fl1) 11 on11H crry•mn 
3HfOMHK03a. BbDrrnsaeMOCTb Ha neHb 180 COCTaBHJla 80,0 % (32/40), a c1epe3 1 ron - 70.0 % 
(28/40). 

ITponomKHTCJJbHOCTb Tepanm1 
B l(JJHH!l'Iecrrnx HCCJJenoBaHHllX 705 11aL(l!CHTOB norryqam1 B0pllKOHa30JJ 6orree 12 HeneJJb, 
rrp11'1eM 164 ll3 HHX ITOJJy<JaJJH BOpHKOHa30JJ 6orree 6 MCOIUCB. 

!{emu 
Til!Tb,[(eCl!T Tpll (53) nau11eHTa ,[(eTCKOro B03pacTa B B03paCTe OT 2 no < 18 JJCT rrorry'laJJ!l 
rre0rem1e BOpHKOHa30JJOM B nsyx rrpocrreKTHBHb!X OTKpb!Tb!X necpamnneJJbHb!X 
MHoroueHTpOBb!X KJJHHl!'Jec1rnx 11ccrrenoBaHl1HX. B 0,[lHO HCCJJenosaime 61,rn Bl(JJIO'Jel! 
31 rrauneHT C B03MOJI<Hb!M, rronTsep;KneHHblM !!Jll! BepOHHblM Hl-!Ba3HBHb!M acneprnrrne301'1 
(11A), 113 KOTOpbIX 14 rrauneHTOB HMCJJH rronrnep;KneHHb!H 11Jll1 sepOllTHb!IT l1A I! 6b!JII! 
BKJIIO'ICHbl B 3HaJJH3bl 3C!HpeKTHBHOCTl1 MITT. Brnpoe 11ccrrenoBaH11e B!(JJIQ<IaJJO 22 nau11ema c 
HHBa311BH6IM Kannnno30M C rcaHn11ne,me11 (11KK) H KaHn11no30M TIHlUCBona (KTI), KOTOpb!M 
6brna Heo6xon11Ma rrepswmall TeparrHll 1rn11 <<Teparrnll crraceHHll», 17 H3 KOTop1,1x 61rnu 
BKJIIO'!eHbl B aHaJJH3bl 3CpcpeKTHBHOCTH MITT. y rrauneHTOB C 11A TIOKa:JaTem1 'IUCTOTbl o6mero 
OTBeTa 'lepe3 6 Henerrb COCTaBJJllJJH 64,3 % (9/14), TIOKa3aTeJII, o6mero ornern COCTaBJll!Jl 40 % 
(2/5) cpenn rrau11eHTOB B B03pacTe OT 2 no < 12 JJeT 11 77 ,8 % (7 /9) cpem1 nawieHTOB B B03paCTc 
OT 12 no < 18 JJeT. ,I(JJll rrau11eHTOB c 11KK rno6UJlbHblIT orneT Ha MOMCHT OT COCTaB!lJJ 85,7 % 
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(6/7), ll y nauneHTOB c KIT rno6aJJbHb!H orneT Ha MOMeHT OT COCTaBJUIJJ 70 % (7/10). O6u{a5! 

qacTOTa OTBeTa (l1KK ll Kil 06be;:umeHb!) COCTaBJJ5!JJa 88,9 % (8/9) .UJUI .ueTei1 OT 2 .uo < 12 JJeT 

H 62,5 % (5/8) .UJUI nO.U]JOCTKOB OT 12 .UO < 18 JJeT. 

KnHHH'!ec1rne 11ccJJenoBamrn no oue1me HHTepBaJJa OTc 

,I(mr ouemrn BJJH5IHll5I Tpex nepopanbHb!X .1\03 BO]Jll](OHa'.lOJJa ll KeTO](O!la'.lOJJa Ha llHTepBaJJ QTc 

6bIJJO np0Be.ue1-IO nnaue60-](0HT]JOJJH]JYeMoe, paH.UOMH31l]JOBaJmoe, rrepeKpeCTHOC 

HCCJJe.UOBaH!le C 0.1\H0KpaTHb!M npHeM0M rrperraparn 3.UO]J0Bb!MH .uo6pOBOJl6UaMH. 

CKoppeKTH]JOBaHHOe 0THOCHTeJJbH0 nnaue6o cpem1ee Ma](CJJMaJJbH0e Y.UJJHHerrne llHTepBaJJa 

QTc no cpaBHemno C llCX0.1\Hb!M ypom-1eM COCTaBJJ5JJJ0 5, I MCeK, 4,8 MCeK ll 82 MCe]( nocne 
npHMeHeHll5! 800 Mr, 1200 Mr H 1600 Mr BO]JH](O!la30JJa, C0OTBeTCTBerrno, H 7,0 MCeK nocne 
npHMe!leHH5! KeT0K0Ha30JJa B .U03e 800 Mr. H11 y 0.1\l]0ro )"IaCTHIII<a JJCCJJe.U0Balllrn YJ1JJl1I·JeH11e 

IlHTepBaJJa QTc He COCTaBJJ5!JJ0 2': 60 MCeK 110 cpam1em110 C HCX0.1\HbIM ypomreM. Cnycra11 

Y.UJJHHeHH5I llHTe]JBaJJa BbIUJe nOTCHUll3JlbH0 KJIHJ-JW!eCJ(H 3Ha'JHMOro rroporoBoro 3J-JaCJCHll5J 

500 MCCK 0TCYTCTB0BaJJI!. 

5.2. <DapMairn1nmCTH'ICCJrne CBOilCTBa 

O6ma5J xapmnepHCTHKa dmpMaKoKmreTmrn 

<!JapMaKOKHHeTHKY B0]JHI<OHa30JJa 113)"1aJJI! y 3.U0JJ0BblX JJl!U, npe.UCTaBHTeJJei1 oco6b!X rpynrr H 

nauueHTOB C rp116KOBOH Hm]JeKUHeH. Bo BpeM5! nepopaJJbHOro npHMeHeJJH51 BOJ)ll](0Ha30JJa B 

.U03e 200 Mr HJIH 300 Mr 2 pa3a B CYTl(H Ha np0T5l)KeJJHII 14 .u11ei1 y rrauueHT0B C 110BbJWeHHblM 

pHCK0M acrrepnrnne3a (B 0CH0BH0M B CB5!311 co 3JI0KacieCTBeH!JbIMII HOB006pa30BaH!l5J~IH 

JlllMcjJOll.1\HOH HJJH K]JOBeTBOJJIIOH T](UHH) Ha6mo.uaeMble cjmpMaI(OKHHeTH'JeCKHe 

xapmnepHCTHKH rrpenapaTa, Tarrne ](al( C](0J)0CTb H paBH0MCJJH0CTb ncaCblBUHH51, cnoco6nocTb J( 

I1aKonJJeHl1IO II OTCYTCTBIIC JJIIHerrnoi1 33BHCHM0CTII cjiapMaKO](IIHCTll'JeCJ<HX napaMeTp0B OT 

.U03bl, 6bJJJH CXOlKHMII C aHanorncIHb!MH nOJ<a3UTCJJ51MH y 3.U0JJ0BhlX JJIIU. 

A6cop611wz 
Bop11KOHa30JJ 6b!CTJJO H rrpaKTl!'JeCJ(!J nOJJH0CTLIO BCaCbJBae'rc5! nocne nepopaJJbHOro np11eMa; 

MaKCHM3JlbHbie KOl·IUeHTpaUHH B rrna3Me KJJ0Bl1 (C,m,J .U0CT!ff3JOTC5! 4epe3 1-2 '!aca rrocne 

11p11eMa. A6comOTHa5! 6110.uocTynHOCTb B0]JllK0Ha'.l0JJa 11p1-1 nepopaJJbHOM rrplleMe C0CTaBJJ5leT 

96 %. IlpH MH0roKpaTHOM 11p11eMe cycneH31111 B0JJHKOJ-Ja30JJa .UJJ5! npHeMa BHYTJJb C nmueli C 

Bb!C0KHM co.uepiKaHHeM )l<Hpa Cnrn, tt AUCt yMeHblllaIOTC5! Ha 34 % H 24 % C00TBCTCTBeHJ-J0. 

Bcacb1BaH11e B0]Jlll<OHa'.lOJJa He 3aBIICIIT OT H3MCI·Ie1-mi1 pH JKeny.uocrnoro corca. 

Pacnpeoene11ue 
O6beM pacrrpe.ueJJeHH5I B0]JHK0Ha30JJa B pamroBeCHOM C0CT05!HIUJ COCTUBJJ5leT 4,6 JJ/Kr, CJT0 

yKaJbrnaeT aa w11p0Koe pacnpe.uerre1111e npenaparn B TKmrnx. CBll3bmam1e c 6em<aM11 nJJa3MbJ 

C0CTaBJJ5JeT 5 8 %. 

BopHKOHa30JJ B K0HUeHTpaU115JX, no.u.uaJOlUHXC5J onpe.ueneJ-JlllO, Bbl5!BJJeJJ BO scex o6pa3uax 

Cl1HHHOM03roBOH )KH.UK0CTH, OT06paHH61X y 8 rrau11eHT0B, y<IaCTBOBaBWIIX B nporpaMMC 

np1-1MeneHH51 ne3aperncTpHposam1oro npenaparn npH 1-1e3cjicjieKTIIBHOCTH .upyrnx MCT0.U0B 

neqemrn. 

Euonzpm1cq1opMaz/Itfl 

l1ccJJe.uoBaH11l1 in vitro I10Ka3aJJl1, '!TO BOJJH](0J!a30JJ 111eTa6om1311pyeTCll ne'!eH0'IHbl/1111 

rnocj_iepMeHTaMH uurnxpoMa P450- CYP2Cl 9, CYP2C9 11 CYP3A4. 

,I(JJ5I c]lapMaKOKHHeTl!l(H BOpllK0Ha30JJa xapainepHa 3Ha'IHTeJJbHa5! /lle)](HH.UHBH.UYaJJbHa5! 

Baptta6eJJbHOCTb. 
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I1ccne.uonamrn in vivo cn11.ueTeJJbCTBY10T o TOM, 'ITO CYP2Cl 9 11rpaeT Bm1rny10 pOJJb 13 

MeTa60JJl13Me nop11K0Hroona. )])rn 3Toro cjJepMeHrn xapainepeH reHeTw1ec1rni1 rrom1Mopcjrn3~1. 

HarrpHMep, Hl13KOH aKTHBHOCTH MeTa6omn11py1om11x BOIJHKOHa30Jl cjiepMeHTOB MOlKHO 

OJKH,UaT& y 15-20 % rrpe.ucrnBHTeJJeti ronaTCKOH pac&J. Cpe.un rrpe.ucrnmneneti enporreo11.uHoi1 

11 Herp0!1,UHOi1 pac pacrrpocTpaHeHHOCTb JJHU C Hl13KOH Mern6oJJH3Hpy!Omei1 aKTHBHOCTbl{l 

cjiepMeHTOB COCTaBJJ51eT 3-5 %. 11ccJJe,UOBamrn y 3,UOpOBbIX rrpe,UCTaBHTeJJeti enporreOH.UHOH 

pacbl l1 511101-!UeB ITOI<a3aJJH, 'ITO y rrauneHTOB C HH3KOH Mern6omn11py1omeit UKTHBHOCTbIO 

cjJepMeHTOB B03,UeHCTBHe (AUC-r) rrperrapaTa B cpe.uaeM 13 4 pa3a Bb!llJe, CJeM y roM03lffOTHbIX 

yqaCTHHKOB C Bb!COKOH MeTa60JJH3Hpy1omei1 aKTHBHOCTbIO. y reTep031ffOTHbIX ycmcnIHK013 C 

Bb!COKOH Mern6omn11py10mei1 aKTHBHOCTbIO cjiepMeHTOB B03,Uei1CTBHe BOj)llKOHa30Jla B cpe.uHe~I 

B 2 proa Bb!llle, c1eM y roM031ffOTHblX yqaCTHHl(OB C 136JCOKOII Mern6omrn1py10mei1 

aKTHBHOCTbIO cjiepMeJ·JTOB. 

OcHOBHb!M MeTa60JJHTOM B0p11K0Ha30Jla 5IBJJl!eTCll N-OKCH,U, ,UOJlll KOTOporo COCTaBJJ5leT 72 % 
OT UHJJKYJJI1py1oru11x MeqeHJ-Jb!X pam1oaKTIIBHOH MeTKOH MeTa60JJIITOB B 11Jla3Me KpOml. 3TOT 

MeTa60JJHT o6na.uaeT M!UIHMaJJbHO!l 11j)OT!lBOrpll6KOBOi1 UKTIIBHOCTbIO 11 He BJll15leT Ha 06ruy10 

3(jJcpeKTl1BHOCTb BOj)HKOHa30Jla. 

3!1 UMU/1 Gl/Ufl 

BopHKOHa30Jl 3JlHMHH11pyeTCl! rrocpe,UCTBOM Mern60J1113MU B nec1e1m, npH )TOM B 

HeH3MeHeH!-IOM BH/l,e C MO'l0!1 BbI,UeJJl!eTC51 Me1-1ee 2 % ,U03bl npenapaTa. 

Tiocne MHOroI<paTHOro BHYTPMBeHHOro BBe/l,eHH51 11 nepopaJJbHOro npHeMa Me 01e1rnoro 

pa.u11oaKTHBHOH MeTKOH BOp11KOHa30J1U B M0°Je o6HapyllrnBaIOT npHMepHO 80 % H 83 % 
pa,UHOUKTHBHOH MeTKH COOTBeTCTBeHHO. Tiocne nepopaJJbHOrO npHeMa 11 BHYTPHBem1oro 

BBe,UeHH51 OCHOBfJa51 qacTb (> 94 % ) pa.UHOUKTIIBHOH MCTKII BbIBO,UllTC51 B Te'!efme nepBbIX 

96 °IaCOB. 

I1pO/l,OJ1JKHTeJJbHOCTb TepMHHaJJbHOro rrepHO,Ua flOJJYBbIBe.uemrn BOpHKOH[l30JJa 3[l811CHT OT ,U03bl 

ll COCTaBJJ5leT rrp116J1H3HTeJlbHO 6 CJaCOB f!OCJJe nepopaJJbfIOro np1ieMa 200 Mr npenaparn. B 

CBH311 c HeJJHHetiHOCTbIO clJapMaKOKHHeTmrn TepM1rnan&HbI11 nep110.u nonynhme.uemrn He 

1103BOJJ5leT rrporH03Hj)OBaTb napaMeTpbl HUl(Of!JJemrn IIJHI )JJHM!II-IUU!1H BOplmOHU30JJa. 

Jlzmeiif10cmb (uemmeii11ocmb) 

cI:>aprvraKOirnHeTMKa BO]JllKOHa30JJa 11MeeT 11en11Hei1Hblll xapainep 1a C0JeT HaCbJllleHllll 

MeTa6onw1ec1rnx rryTell: ero rrpeBparuem1i1. TTp11 ynenucieHHH .U03bI 1m6mo.uaeTc11 

HerrporropUHOHaJJbHOe (6onee Bbl]JalKeHirne) flOBb!WeJ-Ille ypoBH51 B03,UeHCTBH51. Cornac110 

pacqernM, ynen11°1eHne rrpmrnMaeMoi1 nepopaJJbHO .U03bl c 200 rvrr 2 pa1a B cyTKH .uo 300 Mr 2 
pa3a B cyTKH rrpHBO,UHT !( ynenwreHmO B03/l,eHCTBl151 (AUC,) B cpem1eM B 2,5 pa1a. I1pll 

rrpHMeHeHHH rrepopaJJbHOH rro.u.uep)KHBaIOIUCH .U03bl 200 Mr (I1JJH 100 Mr y nau11e11TOB C MaCCOII 

Tena MeHee 40 Kr) ,UOCTHraeTC51 ypoBeHb B03,UeHCTBIUI B0j)IH<OHU30/Ta, aHanorWll·IbIH TUICOBO"IY 

np11 n/s Bne.ueam1 rrpenaparn n .uo1e 3 Mr/Kr. TTpH np11MeHeHm1 nepopan1,11oii 

rro.u.uepll(l1BaJOIUell: .U03bl 300 Mr (11JJH 150 Mr y nmu1e1nos C "JaCCOH TeJJU MeHee 40 Kr) 

.uocT11raeTc51 B03.UeticTBHe nop111COHa30na, aIIanorwmoe n01.ueikTnu10 np11 BIB mie.uemm B .u01e 

4 Mr/Kr. I1p11 rrp11MeHeirnll peKoMeH.uyeMbIX HaCb!IUaIOIUHX ,!\03 BHYTPHBemro HJJH nepopaJJbHO 

6JJH3Irne K pamrnneCHb!M KOHUeHTpau1rn B0p11KOHU30J1a B f!Jla3Me Kp0B11 ,UOCTl1raJOTC51 B Te01e1-111e 

nepBb!X 24 '!aCOB rrocne BBe,UeHM51 HJ]H npHe~ia npenaparn. 5e1 npH~IeHeHlrn HaCb!UlUlOlllCll 

,U03bl rrpH MHOroKpaTHOM npHeMe ,UBa pa3a B C)'Tl(H Ha6,110,1UCTC51 HaKOITJJem1e npenaparn C 

.UOCTH)KeHJieM paBHOBeCilOH KOHUeHTpaum1 BOp11KOHa30JJa B f!J1a3Me [(JJOBH y 60JJ6Wl1HCTBU 

rrau11eHTOB KO ,UHIO 6. 
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({)ap,l1G1(0JfUflem11~eclW5l-rjJap,11Gl(001/JIGM11'1eC1W5l 3Cl!il/CIUIOC/71b 

B IO TeparreBTHqec1rnx HCCJJenooaHHl!X Men11mra cpem1ett H MaKCl1M3JlbHOH KOHUCHTpaum1 

rrperrapaTa B lIJ!a:JMe KpOB!i )' oTneJJbHb!X rrautteHTOB BO scex HCCJJenosaH!il!X paBHl!JJaCb 

2425 Hr/MJJ (Me)KI<B3]JTHJ!bHb!H pa:iMax OT I I 93 no 4380 HrlMJJ) 11 3742 Hr/w1 

(Me)KKB3]JTHJ!bHb!H pa3M8X OT 2027 no 6302 Hrhm) COOTBeTCTBCHHO. ITOJJO)KHTeITbHOH CBll3ll 

MC)Kny cpenHHMH, M3KC!1M3JlbHb!MH HJJH MHHIIMaJJbHb!MH 31iaqeHHl!MH KOHUCHTpawm 

BOJJHKOHa:ioJJa B rrrra:i11re KJJOBH 11 3<licpeKTHBHOCTbrO rrperrapaTa B 11ccJJenoBa1111l!x c ero 

IT])HMeHeHHeM B TeparreBTIFICCKI-IX uemrx He IlbllIBJJCHO; Il HCCJJenoBaI-!Hl!X C rrpmreHeH11e11r 

BO]JHKOHa:lOITa B rrpocjJHJJaKTHqecKHX uerrl!X TB[(al] CBll3b He H3)''JaJJaCb. 

B ]JC3)'J1bTaTe 8HaJJI-I3a naHHb!X ITO cpapMaKOKHHCTHKe H cjJapMaKonHHaMHKe, noJJycreHHblX B 

l(J1HHHqec1mx HCCJJenoBaHHlIX, 61,rna BblllllITCI-Ja ITOJJO)l(f!TCJ!bH851 CBll36 MC)I(ny KOHUeHT]JaIUll!Mll 

BOpHKOHa:lOITa B lIJ1a3Me 11 OTKITOHCHHllillH OT HOpMbl 6HOXHMH'ICCl<HX ITOKa:JaTeJJCH cj))'HKU!llf 

neqeHH H 3]JHTCJ!bHblMH HapyweHill!MH. KoppeKUHll no3bl Il l!CCJICJlOBaill!lIX C npm1e11eH11e111 

BO]JHKOHa:lOJJa B rrpocjnrnaKTWICCKIIX ueJJl!X He ll3)''18Jl8Cb. 

<JlapMaKoK11HeT11Ka y rrau11e1-ITOB oco61,1x rpvrrn 

II0•1e•111aR ueoocma1110•111ocm1, 

Y rrau11eHTOB C yMepeHHblM HJJH Tll)KCJ!blill Hapywe1rne111 cjJ)'HKUl!H flO'lCIC (ypoBHllillll 

KJ)CaTHHHHa B CbIBOJJOTKe > 2,5 Mr/nn) 1-m6rnonaeTCll flaJ(OITJJem1e BCITOMOraTCJ!bHOro Bemecrna 

JJeKapcTBeHHOH cpopMbl JlITll Bil)'TpirneHHOro BBeneHHll - HaTp!IeBUll COJ!b cyrrupo6ynrnoaoro 

3(jrnpa ~-UHICJJO;:\eKCT]JHI·Ia (CM. pa:ineJJbl 4.2 II 4.4). 

IJ e•tCIIO'IIIC/fl 11eOOCl11Cll110 'IIIOCJJ1b 

ITocJJe ommKpanmro rrepopaJJ&Horo rrpHe~rn BOJJHKOHa3oJJa (200 Mr) y rrauHeHTOB c UHppo30M 

neqem, JJernott HJ1l! )'MepeHHOH CTerreHH TmKecnr (KJJUCC A H B no ICJJUCCH(jll1K3UHH lJatinna­

ITuo) lIOKa:JaTeJJb AUC 6b!Jl Ha 233 % BblWC, 'IeM y rrau11eHTOB C HOpM3JlbHOH cjJyHI<UHei'i 

rreqeHH. Hapyruem,e cpyHKUHH rre•1e1-rn He BJJJ!lIJJO Ha CB5!3blB3HHe BO]JHKOH830JJa C 6enKaM!f 

K]JOBI-1. 

B HCCJJenoBamrn C MHOroKpanib!M rrepopaJJbHb!M IT]Jl!CMO:v! rrperraparn 3f!aqem1e AUCt 6b!JJO 

on1111aKOBb!M )' rrauHeHTOB C Ul!J)J)030M ne•1e1m yMepeHI-!OH CTeneHH TmICeCTH (rrnacc B no 

KJJaCCHcpHKaUHH llattJJna-ITuo), ITOJl)''-l3BWHX BOJ)fll(OHU30.~ B nonnepll(HBaJOlUeH nme I 00 Mr 

nna pa:ia B C)'TKH, l! )' Y'!aCTHl!KOB C HOpMaJJbHOH c[iyr-muHeH ITC'ICHH, flOJl)''IaBlllHX BO]JIIKOHU30Jl 

B nme 200 Mr naa pa:ia B cyTKH. ,[(aHH&re no cjiapMaK0Km1eT11ICe rrpenaparn y nau11eHTOB c 

Tll)](eJ1bIM u11pp030M rre•1eHH (1rnacc C no KJJaccmpl!K8Ul!l! lJattJJJ1a-f1&10) OTC)'TCTB)'lOT (CM. 

pa:ineJJbl 4.2 H 4.4). 

Jlzn1a 110J1cuno20 !i03pacma 

B 11ccnenoll8HHH C MHOroKpUTHblM nepopanbHbIM rrp11Me1-1eHHCM npenaparn 3Ha•reHHll C111ax II 

AUC, y 3nopOBb!X ITO)l(!!Jlb!X M)'lK'IHH (?: 65 ne-r) 6r,1m1 COOTBCTCTBeimo Ha 6 I % II 86 % Bb!WC, 

'!eM y 3nopOBb!X MOJJOnbIX M)')K'IHH (18--45 JJCT). CymecTBCHHblX pa3Jlll'lHH B 3Ha•1emrnx C111a, 11 

AUC, MeJKny 3nopOBblMH ITOlKHJ1bIMH )ICCHIUHH3MH (?: 65 ne-r) fl 3J(OJ)OBblMl! illOJJOnbiillll 

)KeH1UI1Ha1'1H (I 8--45 rreT) He 11a6JJIOJlaJJOCb. 

B TeparreBT11qec1rnx I-ICCJJenonaHfll!X KoppeICUllll Jl03bl B 3aBf!CHMOCTH OT B03pac-ra Y'!aCTHl!KOB 

He ocymecTBJ1lIJJaCb. bblJ!a ycrnHOBJJCHa B3aHMOCBll36 Me)KJIY KOHUCHTJ)Ullfll!Ml! rrpenaparn B 

ITJla:JMe !CpOBH 11 B03p3CTOM nauneHTOB. ITpocjJHJJb 6e30118CHOCTb BOJJHKOH830JJa y nau11eHTOB 

MOJJonoro fl flO)ICHJJOro B03pac-ra 61,rn CXOlK, n03TOMY Heo6xonmrocTb B KOppeKumr ):(0361 y mil( 

ITQ)](HJJOro B03pacrn OTC)'TCTB)'eT (c~r. pmneJJ 4.2). 
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/{emu 

,[(03bl rrperrapaTa, pe](OMeH,uyeMbie I( ITpnMeHe1rn10 y .ueTefl H ITo,upoCT](OB, oITpe.ueneH&I ITO 

pe3yJibTaTaM ITOITYJ!lIUHOHHoro c[1apMa](OKHHeT11<1ec1<0ro mrnn113a o6oemrneHHbIX .uam1&1x 112 
,ueTeH C OCJia6JieHHb!M HMMYHHTeTOM B B03pacTe OT 2 .uo < 12 JieT H 26 ITO.UpOCTKOB C 

OCJia6JieHHb!M HMMYHHTeTOM B B03pacTe OT 12 L(O < 17 JieT. B 3 HCCJie,uosamrnx ITO oueHI<e 

c]iapMaKOl(HHeTH](H ITpeITaparn y ITauneHTOB .ueTC](QfO B03pacrn H3)"!aJIH MHOroKpaTHbie .[(0361 

B0pHKOHa30Jia 3, 4, 6, 7 H 8 Mr/Kr ITpH BHYT])HBCHHOM BBe,uemrn L(Ba pa3a B cyTKH H 

MHOroKpaTHb!e L(03bl (B c[JOpMe ITO])Ollll(a .[\Jill ITj)HfOTOBJielllrn cycITCI-!3HI! .[(Jill ITpne"rn BHYT]Jb) 

4 Mr/Kr, 6 Mrh<r H 200 Mr ITPH ITepopMbHOM ITpHeMe 2 pma B C)'TKH. I--lac&1111mouu1e L(03bl 

6 Mrh<r rrpH BH)'Tp1rneHHOM BBe,Ue!-IHH L(Ba pma JJ cyTKH Im ,ueHb 1 C ITOCJ1e.uy10U(HM BJJe.uem1eM 

L(03bl 4 Mr/Kr BHYTJ)HBeHHO .usa pma B cyTKH H L(03b! 300 Mr npH nepopaJibl!OM npHeMe L(Ba pa,a 

B C)'TKH B c[iopMe Ta6JieTOK H3)"JaJIH B 0.UHOM HCCJie,UOBaJ-1!111 no ouem<e cj1apMaKOKI1Hen1Irn 

ITpenaparn y ITO.UpOCTKOB. Y ;,eTer1 onreqanac& 6onee JJ61pmKemmll MCJKHH.UHBH.Uyan&Ha5! 

Bap11a6eJibHOCTb, qeM y B3pOCJ!b!X. 

TTpH cpaBHeHHH ,uaHHb!X ITO cjiapMaKOKHHeTHKC npeITaparn y .ueTeI1 fl B3J)OCJlb!X 61,rno 

ycrnHOBJieHO, '!TO ITJ)OrH03HpyeMoe o6mee B03.UeHCTB!1e (AUC,) y .ueTei! nocne BIB BBe,uemrn 

HaCblll1aI01I1eH L(03bl 9 Mrh<r 6&rno COITOCTaBHMO C JJ03L(eJ1CTBHeM y B3p0CJll,IX nocne BIB 

BBCL(eHHll HaCblll1aJOl11CH L(03bl 6 Mrh<r. Ilporno311pyeMblll C)'MMapHLIH yposeI-Ib B03L(eHCTBl15! y 

L(eTeli nocne BIB BBeL(eHIUI ITOL(L(eplKHBaIOIJ(HX L(03 4 H 8 Mrh<r L(Ba pa3a B cynrn 6blJI 

conocTaBHM C TUKOBb!M y B3J)OCJ!b!X nocJie BIB BBeL(eHIUI npenaparn B L(03UX 3 H 4 Mrh<r mm 

pma B cynrn COOTBeTCTBCHIIO. Ilponrn311pye"JblH cy~1Map!!hlll ypoBeHb 803L(CHCTBH5! )' L(CTCH 

ITOCJie nepopanbHOro npHeMa IIOMCpll(HBaIO!l(CH ):(0361 9 Mr/Kr (Ma](CJIM)'M 350 Mr) L(Ba pma B 

C)'T](fl 61,rn COITOCTaBHM C TaKOBb!M y B3p0CJ!b!X ITOCJle nepopaJibllOro ITpHe"ia npenaparn B L(03e 

200 Mr L(Ba pma B cynrn. IlpH BHyTpl-!BCHHOM BBeL(CHHH npenaparn B L(03e 8 Mr/Kr yposeHb 

B03L(eHCTBHll BOpH](0Ha30Jia 6yneT npH6Jlll3HTeJlbHO B 2 pma ITpeBbIWaTb ypoBeH£, 

B03L(ettcTBHll npn nepopan&HOM 11p11eMe ITperraparn B no3e 9 Mr/J<r. 

IloL(L(eplKHBmomall ):(038 L(Jlll BIB BBCL(CI-1115! y L(eTeH Bblllle, 'leM y B3p0CJ!b]X, B CB513H C HaJIH'!lie~I 

y neTer1 6onee sr,1paJKeu11oi1 cIToco6HocT11 K 3Jll1MHHawrn rrpenaparn, o6ycnonneHHoi1 6onee 

Bb!COKHM COOTHOWeHI!eM MaCCb] ne<1eHH K Macce Tena. OmmKO 6HOL(OCT)'l1J-IOCTb npenaparn 

npH ITepopaJibHOM rrpHeMe y neTeH C MaJl&a6cop6uHei1 11 O'!eHb I-IH3KOH OTHOCHTeJlbHO B03pacrn 

Maccon Tena MOJI<eT 6LITb cHmKeHa. B rn1rnx cny<rnllx peKoMeHnyeTcll BHYTPHBe1rnoe sseneHHe 

B0pI1](0Ha30Jla. 

Ypomm B03L(eHCTBI!ll BOJ)HKOHa30Jia y 6om,mm1crna rronpoCTKOB 6&JJIH conocrnBHMbl C 

T8KOBblMl1 y B3pOCJ!b!X nauHeHTOB, ITOJI)"JaBLLIHX rrperrapaT no TaKOH )Ke cxeMe Jie<JeHJrn. 

OnHmm y HeKOTOpb!X narmeHTOB paHHero nonpOCTJ(OBOro B03paCTa C HH3KOI1 MaccoiJ TeJia 

ua6moL(aJICll 6onee I-1113KHH yposeHb B03L(eHCTBHll BOpHKOHa30JIU, •reM y B3J)OCJ!b!X. Bnom1e 

sepOllTHO, qTo y 3THX nauHeHTOB MeTa60J!ll3M BOpHKOHaJOJia 6onee CXQ)]( C Mern60J1H3MOM y 

L(eTeH, qeM y IIOL(J)OCTKOBIB3pOCJ!bIX. 11cxOL(ll H3 pe3)'JlbTaTOB rronyH5!UHOHHOro 

c[1apMaKOKHI-IeT11qec1mro aI-Iann3a, nonpocTKH s B03pacTe OT 12 no 14 neT c Maccol1 Tena MeHec 

50 ](f L(OJDKHbl IIOJl)"IaTb L(eTCime L(03bl ITpenaparn (CM. pm.uen 4.2). 

J{pyzue oco6bze 2pynnb1 

lloR 
8 IICCJleL(OBaHH!I C MHOroKpaTHb!M ITepopaJibHblM ITJ)IIMeHCHI1eM npeITapaTa C,m,x H AUC, y 

3L(OJ)0Bb!X MOJIOL(b!X JKeH111HH 6&IJ1H COOTBeTCTBCI-IHO Ha 83 % 11 113 % Bb!LLie, qeM y MOJlOL(blX 

3L(Op0Bb!X M)'J](qJ1H (18-45 JleT) B 3TOM )Ke HCCJieL(OBal-IHH He 6b1Jl0 BbH!BJleHO cymecrneHHblX 

J}a3J1Hqf!H B Cmax H AUC, y 3L(Op0Bb!X ITOJKHJ!b!X MYlK'llll-1 11 3Ll0p0Bb!X flOJKHJ!blX )KeH!l(HH (?: 65 
JleT). 
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B rrporpaMMe l(JUIHWieCI<Oro !13y<1emrn KOppeKUIUI ,U03bl B 3aBHCHMOCTll OT ITOJia y<JaCTHHKOB He 

ocymecTBJillJiacb. Tipoc!mnb 6e3orracHocTH H KOHue1-npawrn rrperraparn B rrnmMe KJJOBJJ y 

)Kemrurn H MY)KLJHH 6b!JIH CXO)KHMH. Tm<HM o6pa30M, KOppeKUHil ,U03bl rrperrapaTa B 

3aBIICHMOCTll OT ITOJia He Tpe6yeTCll. 

5.3. ,It:aHHbie ,uo1rnm111•1ec1eoil 6eJonac11ocTn 

ToKCHKOJlOrH'IeCJ<He llCCJie,UOBaHHll C MHOroKpaTHb!M np11Me11em1eM BOJ)HKOHa30Jia ITOKa3aJill. 

'ITO rrpenapaT 0Ka3bIBaeT TOl(CHLJec1<0e ,ueiiCTBHe Ha nec1eHb. TipH3Hal(H renaTOTOKCIFIHOCTII 

ITJ)OllBJillJlHCb rrpH KOHUeHTpau1rnx rrperraparn B [IJ!a3Me l(])OBH, COOTBeTCTBYIOIUHX 

l(OnuenTpaunllM rrpn rrpnMeneHHH s TeparresTw1ec1mx ,u03ax y mo,ueii, 'ITO xapmnepno H ,UJill 

,upyrnx rrpOTHBOrpH6KOBb!X rrperrapaTOB. y l(])b!C, MbIWeii fl co6aK BOJ)HKOHa30JI Ta!Ol(e 

Bbl3b!BaJI MHHHMaJibHbie H3MeHeHllll B Ha,UITO'Ie'IHHI<aX. B pe3yJibTaTe CTaH,UapTHb!X 

c!iapMm<0norw1ec1rnx accne,uosa1rnii 6e3orracr1ocTH, reHOTOl(Cl!'IHOCTH 1rnl! l(atJueporem1oro 

ITOTeHUHaJia He 6bIJIO BblllBJieHO oco6b!X cjJaJ<TOpOB pac1rn ,'\Jill 'leJIOBCKa. 

B HCCJie,uosaHlll!X BJIHHHHll rrperrapaTa Ha penponyKTHBHy10 cjiy1mumo BOpHKOHa30JI 

npo,ueMOHCTpHposan HaJIHLJJJe TepaTorem1oro (11ccne,uosmrne na Kpb1cax) u 

3M6pHOTOl(CWieCI<Oro (HCCJie,uosmrne Ha K})0Jll11(aX) n0Te11uaana npH CHCTeMHbIX ypoBHHX 

803,UeHCTBHll, COOTBCTCTBYIOIUHX TaKOBb!M np11 np11~1eHeHHH npenaparn y YeJIOBCl(a B 

TeparreBTHLJeCI<HX ,uo3ax. B l!CCJie,UOBaHHH rrpe- 11 ITOCTHaTaJibHOro pa3BHTl151 y l(])blC npH 6onee 

Hll31(HX ypoBHllX 803,UCHCTB!Ill, 'leM npH IT])llMCHCHHl1 rrpenapaTa y mo,ueii B TeparreBTWICCJ(ljX 

,U03aX, B0])111(0Ha30Jl yseJIHLJHBaJI rrpo,UOJDl<HTeJibHOCTb 6epeMCHHOCTH II ponon H Bbl3blBaJI 

rraTOJ!OfHLJCCl(He po,Ubl C ITOCJie,uyromeii CMCJ)Tb!O CUMOK 11 Cllll)l(CH!!eM nep1maTaJibHOii 

BbD!(llBaeMOCTH ITOTOMCTBa. Bn11mrne Ila pO,Ubl, sepOllTHO, onocpenosa110 

BHL(OCrreum!m<1ecKJIMll MexaH!l3Ma"rn, 81(Jll0'1all CHmKeHHe ypomreii 3CTpa,UHOJia. I! 

COOTBeTCTByeT BJlHllHHIO, OKa3bIBaeMOMY ,upyrnMH a30JlbHblMl1 npOTHBOrpH6KOBbl~lll 

rrperrapaTaMH. BopHKOHa30Jl rrp11 ypomrnx B03,UeHCTBl151, COOTBeTCTBYIOIUHX ypoBirn"I 

B03,UeHCTBHll, na6mo,uaBll!llMCll npH rrp11MeHeH1111 npenaparn y '!eJIOBeJ<a B TepaneBTH'ICCKllX 

,uo3ax, He OI<a3b!BaJI He6naronpHllTHOro BJl!Il!Hl1ll 1m penpO,'l)'KTIIBIIYIO cjJ)'J-ll(l(HIO caMUOB HJIII 

CaMOIC Kpb!C. 

Pe3yJlbTaTbl L(OKJIHHW!eCJ<HX TOKCIIKOJIOrn'leCl<HX HCCJie,uosam1ii C MHOroKpaTHb!M BBe,nem1e"1 

rrperrapaTa BHYTPI!BeHJ-IO CBH,UCTeJibCTByIOT O TOM, '!TO rnaBHb!Mll 3<!11!ie1<Ta~rn 

scrroMoraTeJlbHOro semecTsa SBECD llBJil!JIHCb saKyomnawrn 3ITHTeJIHll MO'leBbIX nyTei1 11 

aKTHBau1rn Maicpocjiaros B ne'ICHH IJ Jienrnx. B CBll3H C noJIO)l(l!TeJil,llb!Mll pe1yJibTarnw1 

MaI(CHMII3aUHOHHOro TCCTa Ha MO})CKHX CBllHKax (GPMT) spa'JaM rrpll Ha3Ha'ICHl1ll npenaparn 

cne,uyeT )'LJHTb!BaTb B03MO)ICHOCTb pa3B1-1Tllll peaKUHll nmep'1YBCTBHTeJibHOCT!1 np11 

BHYTPHBeHHOM BBe,ueHHH. Crn11,uapTHble HCCJie,uosamrn reHOTOKCHLJHOCTll ll penpo,nyKTl1BHOi1 

TOKCH'IHOCTH scrroMoraTeJibHOro semecTsa SBECD ne Bbrns11m1 oco6oii orraCHOCTH ,u,qll 

'IenoseICa. I1ccne,uosaHHll no 113y-1eHmo Kam(epore1mocrn SBECD He nposo,n11JIHCb. TioKmaHo. 

'lTO npH"!eCb SBECD l!BJilleTCll am<HJlHPYIOIUHM MyrnreHOM H ITO ,UUHHI,IM IICCJIC,[(OBaJlllii 

o6na,uaeT KaHueporeHHhIM ,ueiicrn11eM y rpbl3)'HOB. 3Ty rrpmrecr, cne,uyeT CYHTaTb 

ITOTCHUHaJibHO KaHuepore1moii ,[\Jill '!eJlOBCICU. B CBeTe 3THX cjmI<TOB ,[(JlHTeJibHOCTh rrpHMeHeHmf 

JICKapcTBeHHOH cpopMb! ,[(Jill BHYTPHBeimoro BBeJ(ellll5l He ,[(OJ])J(lfa npeBbJWaTb 6 MecmteB. 

6. <I>APMAIJ,EBT1'PIECICHE CBOHCTBA 

6.1. Ilepe•Iellb BCTTOMoraTCJlbllblX BCIUCCTB 

HaTpHeBa5! COJlb C)'Jib(jJo6ynrnosoro 3<!rnpa ~-UHKJIO,UeKCTJ)HHa 



6.2. HecOBMCCTIIMOCTb 

Bm]leH,[( HeJJb3ll B80,!\l!Tb nyTeM IIHC)JY3Hll O,[\HOBpeMer-mo C l\PYrHMH npenapaTa"rn .llllll 
BHYTPHBCHHOro npHMeHeHHl! 01epe3 Ol\HY H TY JKe HHC)JY3HOHHy10 cncTeMy HJJH 1rnmomo. 
Heo6XO,!\HMO OCMOTpeTb naKeT ,!\Jlll Toro, LJT06bI y6e,[(HTbCll, LJTO ero Bee ero CO,!\eplKHMOe 6h!Jl0 

BBe,!\eHo nau11eHTy. Tiocne OKOH'JaHHll mrc)iy31111 npenaparn Bm)ieu,u 1rncjiy31101mym c11cTe~Iy 
MO)KHO HCIIOJlb30BaTb ,umI BBe,ueHHll ,upyrnx nperrnpaTOB ,UJlll Bl{YTPI1BeI-moro npmteHeHirn. 

TipenapaTbl KpOBH H 6bICTpal! 1rncbV31lll KOHueInp11poBaHHh!X pacrnopoil 3JleKTOOJJHTOB. ,[lo 

Haqana TepanHH B0pHKOHa30JlOM cne,uyeT OTKOppeKTHpOBaTb rnrrne Hapywemrn 

3JleKTpOJJHTHOfO 06Me1rn, Kai( fHIIOKaJJHeMHll, rnnoManrneMirn II rrmor<aJJbUHeMHll ( CM. 

pa3,!\eJJbl 4.2 H pa3,uen 4.4). BmpeH,U 3anpemeHO BBO,UHTb O,UHOBpeMeHHO c npenaparnMH K]JOBII 

lI KOHQeHTpHpOBaHHb!MH pacTBOpaMH 3JJeI<T]JOJIHTOil, BBO,UHMb!MH nyTeM 6blCTpoi1 HIIC)JY3HII, 

,[\aJKe 0Iepe3 OT,UeJJbHbJe 1rnc!JY3llOHHb!e CllCTeMbl. 

TTom1oe rrapeHTepaJJbHoe n1-1rnrrne. TTomwe napeHTepanbI-Ioe rnnamIe (TITITI) 11e c.1eoyem 
npeKpamaTb np11 Ha3I-m0Ie1-1H11 npenaparn Bmjie1-1,u, omrn1<0 pacTBop nHrnTerr&HbIX semecTB 

crre,uyeT BBO,Ul!Tb qepe3 OT,uenuIym nm)JY3HOHl·l)'IO CIICTCMy. TTp11 BBe.nemrn crepe·i 

MHOroI<aHaJJbHb!H l<aTeTep paCTBOp llf!TaTeJJbtlb!X semeCTB ,[\Jill f1[1TI H B11cpe1-1,U ,UOJilKHbl 

BBO,UHTbCll 0Iepe3 pa3Hb!e BXO,Ubl. Bm)ie1-1,u HeJJb3ll pa3B0,UHTb 4,2 %-Hb!M pacTBOpOM HaTpHll 

6m<ap6mmrn ,unn rrmpy3rri1. CosMeCTHMOCTb c pacrnopoM HaTpHH 6irnap6011arn B ,upyrnx 
KOHQeHTpaQHl!X HeH3BeCTHa. 

,[\aHHb!H JJeKapCTBeHHb!H npenapaT He crre,uyeT c"IewrrnaTb C ,upyrnMH neIrnpcTBeHHb!WI 

npenaparnMH, 3a ncIrnm0IeIrneM yrrmrnHyTI,IX B noicpm,uene 6.6. 

6.3. Cpo1, ro,u11ocn1 (cpo1, xpauemrn) 

3 ro,ua. 

TTpenapaT xpaHHTb npH TeMnepaType HHJKe 30 °C. 

XpaHHTb BOCCTaHOBJJeHHb!H pacrnop npn TervrnepaTypc OT 2 °C ,UO 8 °C He 6onee 24 '-JaCOB. 

C MHKpo6nonon1qec1<0i1 To0m11 3peun~ nocne pacTBopemrn npenapaT cne,uyeT 11cnorr1,3osaTh 

HeMe,[(JieHHO. EcrrH OH He 6hIJJ 11CIIOJJb30BaH neMe,UJJeHHO, 3a speMJI ll ycnOBHll xpaHeHHl! ,UO 

MOMeHTa HCIIOJlb30Bamrn OTBe0JaeT IIOJlb30BaTerrb, npH 3TOM C]JOKH xpaHemrn o6b! 0IHO He 

,UOJ])l(Hbl rrpeBbIWaTb 24 smca npH TeMnepaType OT 2 °C ,uo 8 °C (B XOJ10,Ul1JlbHHKe). ecm1 TOJ!b](O 

KOHQeHTpaT He rQT0B11J1H 8 KOHTpom1pyeMb!X H COOTBeTcrnyIouuIx Heo6xO,UHMblM 

Tpe6oBaHH51M acenTWieCKHX )'CJlOBHl!X. 

6.4. Oco6hIC MCpbl rrpe,!\0CT0p0,I.!I0CTI! rrpH xpanem111 

Ycnomrn xpaHeHHl! nocne soccrnHosnemrn rreKapCTsemrnro npenaparn c~1. B no,upa3,uerre 6.3. 

6.5. Xapainep II co,!\ep,KamIe rrepnn°111oi1: ynairnBirn 

3400 Mr npenaparn so c]JJlaK01-1e 113 npo3pa0I11oro 6ecusernoro cTeIrna nma I BMCCTHMOCTblO 30 
MJJ, )'KynopeHHOM cepoi1 CllJJll](QHJI3HjlOBa1rnoi1 IlOJJHMepHofi xrrop6yTHJIH3011peHOBOH npo61<0i1. 

06)]<aTOM aJJIOMHHHeBb!M )'IIJJOTHHTCJJbHb!M ](OJlhUOM C ,!\HCKOM 1!1 HOJJHnpon11rreHa nma «flip -
off». 
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I cjJJJaKOH BMeCTe C JlllCTKOM-BKJia,!lblllleM B KapTOHHOH 1<0po6Ke C KOinponeM nepBoro 
BCK!)b!Tllll (B B11,ue 3airneemmro 1rnanaHa c HHlKHeti CTOIJOHLI Kopo61<H u 3mrnee1moro Knanaaa 
C nyHKTHpHOH rrepcjiopHpOBaHHOH mrn11eti ,!lJll! BCKpblTllll C BepxHeti CTOpOHbl KOp06KH). 

6.6. Oco6hie MCpbl rrpe,uocTopo,1mocn1 rrpn yun•ITO,l~CIIIIII IICIT0Jlb30BllHH0ro 

J1e1rnpCTBe1111oro npcnapaTa IIJlll 0TX0/l0B, Il0JIY'ICHIIhIX H0CJle np11Me11em111 

Jie1,apCTBeHH0ro npenapaTa IIJ111 pa60Tbl C lllllH 

Beeb HellCITOJib30BaHHblH JieI<apcrneHHbIH nperrapaT l!JIH OTXO,!lbl CJie,uyeT YTHJIH3HpOBaTb B 
COOTBeTCTBIIH c MeCTHblMII Tpe6oBaHHl!MII. 

BmbeHn 200 Mr. JI11ocjrnm13aT /lJill rrpiffOTOBJiemrn pacrnopa /lJil! 1rncby311ti 
J1HocjrnmnaT pacrnoplleTCll n1160 19 MJJ BO,!lbl ,!lJlll HHbeKUHH, JJH6o 19 MJJ pacrnopa HaTplrn 
XJIOpH,ua 9 Mrhrn (0,9 %) ,!lJll! BHyTpHBeHI·lblX HHC!JY3HH ,!lJil! ITOJIY'Iemrn npo3pacrnoro 
KOHUeHTparn 06beMOM 20 MJl, co,uepll<aUtero 10 MrlMJI BOpHKOHa30Jia. EcnH pacrnopHTeJJb He 
scac&maeTCl! BO c!JJJaKOH ITO,!l CHJIOH BaKyyMa, Bm!iea,u He HCHOJib3YIOT. ,[(nll H3BJJe•1eam1 
TQqHoro 06be~rn (19,0 MJJ) 80,!lbl ,!lJlll HHbeKUHH HJIH pacrnopa IrnTplrn xnop11,ua 9 MrlMJI (0.9 %) 
,!lJll! BHYTPHBeHHb!X Hmpy3HH peKOMe11,uyeTCl! IICHOJib30BCTTb CTm1,uapTHbIH (HeaBTOM8TWiec1rni1) 
IllnpHU 06beMOM 20 MJI. 3TOT npenapaT npe,UH33Ha<Ieli TOJibKO ,!lJlll O,!lHOKpan1oro 
HCHOJib30BaHHll, H Beeb HeHCTTOJlb30BaHHblH paCTBOp ,!lOJllKeH 661Tb YTI1JlH3HJ)OBaH. MollrnO 
lICHOJib30BaTb TOJibKO npmpa•IHbIH paCTBOp 6e3 BH,!ll!MblX •IaCTHU. 

,[(nll BHYTPIIBeHHOro BBe,uemrn 1-1eo6XO,!ll!Mb!H o6beM TTOJiy<IeHHOro nocne paCTBOpeIHil! 

KOHUeinpaTa ,uo6aBJill!OT I( COBMeCTilMOMY C npenapaTOM peKOMeH,[lOB3HHOMy pacrnopy ,[(Ill! 
llHC!lYJHH (CM. rn6nauy HHlKe) ,!lJlll CTOJI)"leHHl! roTOBOro pacrnopa BOpHKOHa30JJa. 
co,uepll<aIUero 0,5-5 Mr/Mil ,uericrny1oruero Beruecrna. 

KoaueHTpaT MO)KHO ,UaJiee pa3B0,!l!Hb cne,uyIOIUHMH pacrnopaMH: 

Pacrnop 1-IaTIJHl! XJJOpH,ua 9 MrlMJI (0,9 %) ,!l/lll lIHbeKUHH 

CJJO)KHb!H pacrnop HaTplll! /laKTaTa ,!lJlll BHYTPHBeHHbIX HHCjly3HH 
5 %-Hb!H pacrnop rmOK03bl Il pacrnop P1rnrepa /lRKTaTa ,[(Jll! BIIYTIJIIBeHHbIX IHI(jly3HH 

5 %-Hb!H pacrnop r!l!OK03bl H pacrnop HaTpHll xnop11,ua (0,45 %) ,!l/ll! BHYTPHBeIIIIb!X 11HcjlY3HH 
5 %-Hb!H pacrnop r!l!OK03bl ,!l/ll! BHYTIJHBeI-IHb]X IIHC!JY3HH 

5 %-Hb!H pacrnop r!l!OK03b! B 20 M3KB pacrnope l(aJiflll xnop11na ,!l/lll BHYTIJl!BeHHb!X HH(jly311H 
0,45 %-Hblll pacrnop HaTpHll xnop11na ,!l/lll Bcl)'T!)lIBemib!X nmpy3HH 

5 %-HblH pacrnop r!l!OI<03bl Il pacrnop IrnTplrn XllOJ)HJla (0.9 %) .[{/Ill BHYTIJHBeHHh!X HHcpy3HH 

CoBMeCTHMOCTb BOpHKOHa30JJa C ,upyrn~m paCTBOpa~rn. nOM!IMO yKa'3aHHblX Bbirne H B 
no,upa3,uene 6.2, He H3Becrna. 

Heo6xo1111MhIC 061,eMbl 1rn1111e11TpaTa nperrnpaTa Brnben.u 10 ~ir/MJI 

O6'hCM IWIIUe!ITpaTa npenapaTa Bmj1e1111 (10 Mr/MJI), neo6xom1M1,111 /lJlll 
BBC/lCHII!I B C00TBCTCTBllll co CJIC.UYIOIUirnm CXCMaMI! /l0'3Hfl0Ba1m11: 

Macca )l:03a 3 Mr/r,r JJ:03a 4 Mrlrcr ,[(o'3a6 ~ir/rcr JJ:03a 8 Mrlrcr Jl:03a 9 Mr/r,r 
TCJia (ICOJlll'!CCTBO (ICOJlll'ICCTBO (ICOJlll'ICCTBO (1-0Jlll'!CCTBO (ICOJlll'ICCTBO 
(1cr) dlJlaIWHOB) <bmmouoB) <l>Jrn1rnuon) dlJlllICOHOB) cbJiairnuon) 
10 - 4,0Mn(l) - 8.0 Mil (1) 9,0 MJI (1) 
15 - 6,0 MJI (1) - 1?,0~rn(l) 13,5 MJI (1) 
20 - 8,0 MJJ (1) - 16,0 MJJ (1) 18,0 Mil (1) 
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25 - 10,0Mn(l) - 20,0 Mn (]) 22,5 Mn (2) 
30 9,0 Mn (1) 12,0 Mn(]) 18,0 Mn (1) 24,0 Mn (2) 27,0 Mn (2) 
35 10,5Mn(l) 14,0Mn(l) 21,0 Mn (2) 28,0 Mn (2) 31,5 Mn (2) 
40 12,0 Mn(]) 16,0 Mn (1) 24,0 Mn (2) 32,0 MJI (2) 36,0 Mn (2) 
45 13,5Mn(l) 18,0Mn(l) 27,0 Mn (2) 36,0 Mn (2) 40,5 Mn (3) 
50 15,0Mn(l) 20,0 Mn (I) 30,0 Mn (2) 40,0 Mn (2) 45,0 Mn (3) 
55 16,5Mn(l) 22,0 Mn (2) 33,0 Mn (2) 44,0 Mn (3) 49,5 Mn (3) 
60 18,0Mn(l) 24,0 Mn (2) 36,0 Mn (2) 48.0 MJI (3) 54,0 Mn (3) 
65 19,5 Mn (1) 26,0 MJI (2) 39,0 MJI (2) 52.0 ~!JI (3) 58.5 Mn (3) 
70 21,0MJI(2) 28,0 Mn (2) 42,0 MJI (3) - -
75 22,5 Mn (2) 30,0 Mn (2) 45,0 MJI (3) - -

80 24,0 Mn (2) 32,0 Mn (2) 48,0 MJI (3) - -

85 25,5 MJI (2) 34,0 MJI (2) 51,0MJI(3) - -
90 27,0 Mn (2) 36,0 MJI (2) 54,0 MJI (3) - -
95 28,5 Mn (2) 38,0 MJI (2) 57,0 MJI (3) - -
100 30,0 MJI (2) 40,0 Mn (2) 60,0 Mn (3) - -

,[(orronHHTeJibHaH 11mpopMa111151 ,nmr Me,nmumcrmx pa6oTrrnKOB np1rne,neHa B I<o1111e 
nHCTKa-BKna,nbIWa ,nn51 rra1111e1-1Ta. 

7 . .D:EP)KATEJib PErHCTPAI.l,HOHHOro Y ,IJ:OCTOBEPEHHJJ. 

TTr]laibep I-Im<. 
66 Xa,ncoH l3yJibBap !1CT, H&10-!1opI<, wrnT Hr,10-MopI< 10001-2192, CWA 
+l (212) 733-2323 
https://www.pfizer.com/contact/email 

7.1. IIpe,ncTaBIITCJlb ,nep;1rnTCJ11I pen1cTpatUIOHIIOfO y,noCTOBCpCHIIII 

Pecny6mm:a Ka3axcTan 
ct>1rnHaJI KOMrraHHII Pfizer Export B.V. (Tic\iaibep 3KcnopT Ga.Ba.) B Pecrry6nm<e Ka3axcrn11 
050000, r. An~raTbI, Me,neyc1rnil pailoH, np. I-I. I-Imap6aeBa, .u. 100/4 
Ten.: +7 (727) 250 09 16 
ct>aKc: + 7 (727) 250 42 09 
3n.rro 01rn: PfizerKazakhstan@pfizer.com 

Poccniic1rn11 <De,nepa111rn (a Tmrn,c ,nJ111 K1,1pr1,nc1rn11 Pecny6m11m) 
000 «I1rpail3ep 11HHOBa11aa» 
123112, r. Moc1rna, ITpeerreHcKaH Ha6., ,n. 10, GU «Gaw1rn ria Ha6epellmoil» (BnoK C) 
Ten.: +7 (495) 287-5000 
<t>mcc: +7 (495) 287-5300 
3n.rro01rn: Russia@pfizer.com 

8. HOMEP PErHCTPAI.l,HOIUIOro Y,IJ:OCTOBEPEIIHJJ. 

J1I1-N2002079-Pf-KZ 

9. ,IJ:ATA IIEPBH1-IHOH PErl1CTPAL(l1H 
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10.):i:ATA IlEPECMOTPA TEKCTA 

O6maa xapaKTepncnma ne1<apcrne1moro npenaparn BmjJe11n nocTynHa 1m ocpnunanbHOM calhe 

ynoJJH0MoqeHH0f0 oprmm rocynapCTBa - '!JleHa Esp8.311HCI<Of0 COI03a B HHCjJO]JMaU!10HHO­

I<OMMYHllKUUIIOHHOH: ceT11 «11HTepHeT» H (Hllll) Ha HHCjJOpMaUHOI-IHOM ll0]JTaJJe Espa3HHCKOro 

3K0H0Mllqec1<0ro COI03a B JfH(jJO]JMaUHOI·IHO-KOMMYl·IHI<aUHOHHOH ceTH «11HTCpHeT» 

https :/ /ecc.eaeunion.org. 
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