
YTBEPXAAIO
3auecrureJrb ArrpeKTopa

[enapraMeHTa JreKap crBeuHbrx

O E IIIA-fl XAPAKTE PI,IC TIIKA JIE KAP C TBE HH O TO IIP E IIAPATA

1 . HAI,IME H O B AHI,IE JIEKAP C TBE HHOI O tIP BIIAP ATA

Blr0en4, 50 ur, ra6nerrr4, rroKphrrbre rrJreHo.rHoft o6oro.{xofi

BzSeH4, 200 ur, ra6rerKr,r, rroKpbrrhre nneHoqnofi o6oro.{roft

2. KAIIE CTBEHHbIfr IT KOJII,IqE C TBEHHbITZ C O C TAB
f eilcmeyrcule e s er4e cm6 o ; BopmKoH€r3oJr

B xaN4oft ra6nerKe coAepx{r,rrcr Bopr,rKoHa3ona 50 nar.

o6oro.rrcofi
B xaNAoft ra6nerKe coAep)Kzrrsfl, BoprrKoHa3ona 200 rur.

Bcnouozame,bHwe set4ecmna, Hanuque Komopbtx uado yqumulamb s cocmaye neKapcm4eHHozo
npenapama;

KaNAas ra6rerxa coAepxvr 63,42 Mr JraKro3br MoHorkrnpara,
o6oloqrofi

KaNlas ra6lerra coAep)Kur 253,675 ur JraKro3br MoHorr{ApaTa.

flolurffi crlklcoK BcrloMoraTeJrbHbrx BerrlecrB rrpr4BeAeH B pas4ene 6.1.

3. JIEKAPCTBEHHAfl @OPMA

Onucauze:
Kpyrnrre ABoflKoBblrlyKnrte ra6leTKI4, rroKpbrrbre [JreHo.rHoft o6oroqKofi, 6eloro r4Jrr{ florrrpr
6eloro IIBera, c rpaBrrposxoft (VOR50> Ha oAnoft cropoHe u <<Pfizer>> - HaApyrofi cropoHe.

Onzcauze:
llpolonroBarble ABotKoBbIrIyKnbIe ra6lerKr4, rroKpbrrbre lrreHorrHofi o6onouxoft, 6eloro ulz
rlosrl4 6eloro IIBera, c rpaBl4ponr<oft (VOR200> na oAHofi cropoHe u <<pfizer>> - Haapyrofi

cpeAcTB rr x n3AeJrnfi npu
xpaHeHrrfl

Bzdena 200 nar. ta6n e ueno.rHofi o6oro.{Koft.



cropoHe.
Ha noneperlHoM cpe3e sApo ra6reroK rrMeer 6enufi Lrrr4 nor{ru 6elufi qser.

4. KJIMHI,ITIE C KI,IE AAHHbIE

4.1. ffona3aHrrfl K rrpr{MeHeHuro

BuQenA - oro rlporl,IBorpu6r<onrffi lperapar v3 rpynrrbr rpr4a3orroB, roroprrfi o6laAaer
uI,IpoKtIM crleKrpoM Aeficrnprs.r4npvrvreHrercr y B3pocnbrx kt 4erefi B Bo3pacre or 2 tet Lr craprre
IIo IIpr4BeAeHHbIM Hr,rxe IIOKa3aHr4flM:

o Jle.reuue nHBa3r,rBHoro ac[eprunne3a.
. JIe.reHIae KaHAr4AeMLrLr y [arIueHToB 6es HeftrporreHr4r4.
o JIe.{eHIae ycrofiuraBblx x $nynoHirony cepbe3Hbx rrHBa3r4BHbrx zn$exqrafi, nrrnaHHbrx

rpu6avu pola Candida (n rou qucre C. lcrusei).
o Jleqeuue rsxeJlblx rpu6r<oBbrx nHSerquff, nu3naHHbrx rpu6avu pola Scedosporium u

poAa Fusarium.
o BraQen4 cneAyer rIpI,IMeHtrb rJlaBHrrrr,r o6pasoM y narlr4eHToB c [porpeccr4pyrour4uvr 14

rloreHllr,r€IrrbHoyrpomarcqLtMprlKvr3nvrr,rn(pexquflMr4.
o lIpoSunaKTI4Ka vrlgrBasurBHbrx rpu6xonrx unQexqzft y [arILreHToB, KoropbrM 6rrla

BbIrIoJrHeHa aJIJIoreHHiuI TpancrrflaHTa\vfl reMorroorrdrrecKr4x crBonoBbrx KJreroK (T|CK),
I,I y Koropbrx r{Meercr srrcoKraft pucK pil3Blrrr,rr orlrx unQexqzft.

4.2. P exrrM Ao3[rpoBaHrrfl [r crro co6 npurvreHeHrrfl

PeNraru AoszposaHzs
flpu ueo6xoAl4Mocrl4 Ao Harliua r,r Bo BpeMt repailuvr Bopr4KoHul3oJroM cneAyer BburBr.flTb Ia

KoppeKTl,IpoBarb raKr4e Hapy[reHr4r gneKTpoJrr4THoro o6naeHa, KaK rr{rroKitrrtreMurfl,
rplrl oM arHr.r eMr,rr 14 rr4rr oK€trrbrlpr eMraa (cvr. p a3Aen 4 .4) .

Tepanus
Bspocnule naqueHmbt
Tepauuro cneAyer Harrr,rHarb c BHyrpkrBeHHoro BBeAeHrrr vrrvr nepopaJrbHoro rrpzeMa
ycraHoBreunoft Harpy3o.rnofi Ao3br rrperapara BraSen4 p.nfl Aocrr{x{eHlrfl KoHrIeHrp apkr
rperapara B rrJIa3Me KpoBr4 Ha 4eur 1, 6flasKofi K paBHosecHoft KoHrIeHTpaWkr. Y.illrrIeat
BbIcoKyIo 6zoAocrynHocrb npenaparanpvr rpr4eMe BHyrpb (96 %; cM. pa3Aet 5.2), rpr,r Hanvuvrkr
KIIaHI4qeCKUX rroKa3aHUft UOXHO MeHqrb CrrOCO6 npurvremenVrfl [pelapaTa c BHyrpr,rBeHHofo Ha

repopanrHuft z uao6opor.

Io4po6nbre peKoMeHAarlr4r4 no Ao3r4poBaHr4ro n rrpr4BeAeHbr B c)neAyroqefi ra6lzqe.
BuyrpuBeHHo [eponaJrbHoe rrDrrMeHeHrre

llaqueurrr c uaccofi
rerra 40 xr
u 6onee*

flaquenmr c uaccofi
TeJra MeHee 40 rr*

Pexupr
HacbrrrlarcueE ,rlo3br
(nepnue 24 uaca)

6 ur/r<r Kax{,rlble

12 qacos
400 vrr KalKnbre

12 qacos
200 nrr KaxAbre

12'aacos



IIo44eprilrBar0uafl
Ao3a (veper 24 qaca
IIOCJI€ HarIaJIa
.[e.reHnr)

4 rur/xr ABa pa3a B
cyTKLr

200 nrr 4iBa pa3a B
cyTKr4

100 nrr [Ba pa3a B
cyTKr4

UTHOCI4TCg TAKX{C K IIarILreHTaM B Bo3pacre or l5 ner r4 crapne.

6rmr MaKcr4MiurbHo r<oporxoft c yrreroM KJrlrHrrqecKoro nMI'IKoJIorrqecKoro orBera y 'raqueHroB' rrpu aon-tpo""ot [pr4MeH e'Lru Bopr4KoHasona (nrerre'l'Ie 6olee 180 aneft , ,o! 
,lMec.{IIeBl rp-e6yer." ,rriuteJrbHiur orIeHKa coor'orrr eHvrfl,rroJrb3bru pr.rcKa (cnr. pasAenbr 4.4 u 5.1). 

/

poparrbHar rroAAepxr4 B aro nrafl.Ao3 a MOXeT 6rnr
HToB c uaccoft TeJra MeHee 40 xr rrepop€u btafl
cyrKz.

B cnyvae u
50 ur Ao Ao AO3 [epOpuIJIBHyIO AO3y IIOCTOIIOHHO OHI,IXaIOT c ruaIoM
reJra MeHee eft Aosrt 200 ur rBa pasaB cyrKr4 (y naqvenroB c uaccoft

cyrrcn).

PexoueH rar\Lrr4 no [pI'IMeHgHI4ro flpe[apaTa n upoQr4JraKT'rqecK'rx qenrx [pzBeAeHhr Hr4xe.

ocmKo* unadwezo supacma c uusrcoil uaccoti

3ax, KaK kr y Aereft, nocr<onbKy y noApocrKoB
6onee cxox c uera6onkr3MoM y gereit, qeM y

Peronaen4yerc-r cneAyroqar cxeMa npr4 eMa rp erap ara :

ffenonn tlkrrnA rrrarrre;)KtrM HacbllllarOruefi
AO3bI

{uepur e 24 qaca)

9 nrr/rr KaxAbre t2 qacoB
url.YI5

He pexoMeHAyerct

TTurrAA sP;l|r?r|' al0III afl AO3 a
(ueper 24 qaca rocJre
HarraJra .neqenuq)

8 ur/rr piBa pa3aB cyrKr4
9 nar/xr ABa pasa B cyrKr.r
(nrarczna aJrbnafl Ao3a 3 50 ur

JBa pasan cyrxz)rpnMv.taHl{e. I lov.rant v. rro pe3yJlbraTaM no[yn llzonnoro SapAereft c ocra6JreHHhrM r{MMyHr4reroM B Bo3pacre or 2 ro < 12 ner r4 26 nogpocrKoB Cocla6leHHbrM krMMyHr{reroM B Bo3pacre or 12 ao < 17 t*.
PeroueH ryercfl HaqklHarb Teparll4ro c BHyrpr.rBeH'oro BBeAeHLr.rr [pelapaTa; Bo3MoxHocTbIICPOPAJIbHO|O IIPI4EMA CNEAYCT PACCMATPI4BATb TOJIbKO IOCJIE 3HAIII4TEJIbHOIO KJII4HI{qCCKOTO

oTMeTI4Tb' qro ypoBHLI sosAeft c rBWfl BopLIKoHa3ona rrpr4 BHyrpr,rBeHHoM
Ao3e 8 ur/rr npu6nusl'ITenbHo B ABa pa3aB'rrrre, qeM .,pr4 [epopamHoM



Pexove&tatroo orrlocl{reJlbHo nrr6opa Ao3br npz [epopiubHoM rpr4MeH e'r4urperapa ra yleter oc'oBilHhl Ha pe3ynbT aTaxLrccneAo nanuft," oorop"r" Bop'rKoHa3on [pLrMeH flrrn BsopuetropoltrKa NIfl fipnroToBreHl'Lfl cyc[e'3 u,r ilnfl[pkreMa B'yrpb. EzoexnzBt]rreHTHocrb rropor'KaNrs' upprroToBJIeHI4'[ cycn eT3uu,rnflnplleMa BHyrpb n ra6teroK y [arILreHToB AeHe I*vqaracb' Vqu*r !a'' ror Saxr, ;t; il;;;"";;;;o rpaH3z ra y4erefiB3pocnbx, e$sexrrrB'O.rb BCacErBa""" .rp. napaTAn Qopnae ra6reroK y AereMoxer 6rnr pasnoft. B cn-sskr c orrrM y ierer B Bo3pacie o, 2 ro < 12 rcrrlprrMeHrrb cycleH3r4ro Ann npueMa BHyrpb.

flpyeue zpynnw nodpocmKo, (om 12 do ]4 ttem tl c Maccoti mena > 50 K?,. om 15 do 17 nemHEaBUCUMO On

aoproor*o;:#1":;:#'!%ru*.aH€urorr4s'hrxAo3aMAnrB3pocrrBrx.

rlzno

EAYIOIII4E I4H II IIPKIMCHI4MbI
Koppercqua dosat

szsr<oft u
llpz

B MaK0l4Uanruoft [epopiuruofi no3e 3 5o nr.\ TT^,, ry^F^-^ ^_;#ffiffi1Hxffii:ilH:x#ffi il#;I*li::,T-i:::Moc:u,raq'reHroMreparrr4LrAo3y#f;l.lH:Xffi ffiT,'f,'ffi #ff; i"'^::"g:,:"{"; il?;l&Y:Hffi'!8TJ1T;14 3 Harrzurb H o rp er ap ar npLr Hr{M anc n B M aK c Lr u a^ H o fi . .o oo'#;T# ;: I f :ff ,Tl
flpznaeneHl4e [pelapara y Aereft r nospacre or 2AO < 72 rcrc reseHO.ruoft r4nLr [oqe.rHofrHeAocraroqHocrbro He r43yq€uocr (cu. p*oro", 4.g u 5.2).

;i:il##ffii1ffi 
"T;#:ilxTTJfH:A:ikreM;#"#TJ'loo"o"#1"A,,?iHH::T;ocHoBe OIIeHKI4 plrcKa pa3BuruflLrHBil3r4Bno[ rp Ha

H€uFII4IO Hefirpou eHLru r4Iru uMMyHocy[p ecc1rkr rlo
80'q'efi rocne rpa'crn a*rar\nr4 B grrre rpoAonxr4reJrbHofi zuuyHoAenp eccwu Lrnu peaKrlkrLr

(rpaHcnnaHrar nporr4B xo3nr4Ha> etni iir. pa3Aen 5.1).

Perorr'reu4yeurrft pexkrM Ao3I4poB aHLrfl An,, [po@znaxrzKr4 raKoft xe, KaK kr An, neq eHur B

fi:;:Hnil:#i#:i,ff::nyt"nu'Jz'obp'ud;-;;.* r4NraxAo3r4poB a*Lrnnpr4 neq eHukr

B rlzsnqecKlr
e@se*zBHocTb rrpkrMe' eHLrfl Bopr,rKoHiBona B

reqeHr're 60ree 190 aneft 6rma Lr3yqeHa HeAOcraroqHO.

rlper Anl{renbHocr'I npoQznaKTLrqecKoro [pLrMeH eHLrfl BopLrKoHi*ona 6oree 1g0 Anefi
(6 ruec'aqen) rpe6yerc{ ttitn"H'l oqeHKa coorHorueHLrr roJrb3hr kr pr4c*a (cu. pasAen'r 4.4 ws.1).

au, TaK Lr

flpz rpr4Meue Hwn c qenbro npoSznaKTr.rKz He peKoMeHAyerc.r KoppeKrr4poBarb Ao3hr B cryqaeHeAocTaro'rHoft sssexrzBHocTl4 rlpe[apa Ta urw,,o,rBJreH ufl cBfl3a'Hbrx c HkrM HexenaTeJrBHhrx
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tBneHl4fi. llpra BO3HIaKHoBeHI,M cBfl3aHHhx c rIpIaMeHeHr4eM AaHHoro [pelapara HexeJrareJrbHhrx
gBneHufi uenecoo6pasno orMeHI,Irb BopktKoHiron 14 paccMorperb Bo3Mox{Hocrb rrpr4MeHeHr4t
ilnbrepHarI4BHoro rporr,rnorpu6r<oBoro rperapara (cvr. p€BAenbr 4.4 u 4.9).

Roppercuun dosd n ueuuu c dovzuuu npenapqmaMu
@eHurouH MoxHo [pI'IMeHqrb coBMecrHo c Bopr4KoH€l3oJroM, ecJrr4 rroAAepxrrBarouar Ao3a
rocneAHero yBenl'IrreHa c 200 MI' Ao 400 ur ABa pasa B cyrKr4 repopanrHo (co 100 nrr Ao 200 prr
IBapasa B cyrKl4 rlepopiulbHo y raIIIaeHroB c ruaccoff reJraMeHee 40 rr) (cu. pasAenbr 4.4u4.5).

flo sosNloxtHocrl4 cneAyer zs6erarb rlpllMeneu:afl BoprrKoHa3oJra coBMecrHo c puSa6yrprHoM.
oAnaxo [pI4 rpaftHeft neo6xoAI'IMocrI,I oAHoBpeMeHHoro rrpkrMeH e1ufl oTr4x rrpelaparoB
rIoAAepx(I4BaIOqyIO AO3y BOpI4KOH[I3OJIa MOXHO yBenr4qr,rrc c 200 Mr AO 350 nrr IiBapasaB cyrKr4
repopiurHo (co 100 n'rr Ao 200 Mr ABa pa3a B cyrKl4 nepopanbHo y rarlreHroB c iuaccoft reJra
MeHee 40 rr) (cu. pasAenbr 4.4 n 4.5).

30anupens MoxHo [pl{MeHtrb coBMecrHo c Bopr4KoHa3oJroM, ecJrr4 [oAAepx r4Baror\as, Ao3a
BopI'IKoHa3ona yBenl4rreHa Ao 400 nar Kax{AbIe 12'lmlcoeI4 Ao3a esanupeH3a yMegbrrreHa na 50 o/o,

T' e' Ao 300 n'rr OAI{H p€13 B cyrKI,I. flocne [peKparqeHarfl Tepanw Bopr4KoHur3oJroM cneAyer
noso6uoBl4rb rIprIeM esanzpeH3a B HarriurbHofi Aose (cnr. pasAenbr 4.4 n 4.5).

Oco6rte rp)rnnrI nauneHros

Ifocrcunwe nauueumut
Koppercqr4fl Aosbr y roxrunbrx rauueHroB ne rpe6y ercs, (cru. pas rct 5.2).

Hapweuue Q.vurcuuu noqerc
Hapyruenne SyuKIIITI4 troqeK He Blrufler Ha SaprrtaxoKr4Herr4Ky Bopr4KoHa3ona rpr4 rrepopirrrbHoM
IIpI{eMe. B csqsu c 3TI'IM y rIaIIueHToB co crerleHbro Hapy[e""" 6y"Krlrrkr roqeK or yMepenuofi
Ao rtxelofi roppeKIII4I4 Ao3bI BopI4KoHil3oJIa rIpI4 repop€rJrbHoM rrpreMe He rpe6yercfl (rr. p*4.n
s.2).

BopuxoHit3oJl BbIBoAI4r cfl. npr4 reMoAIliIJII43e c Knr,rpeHcoM l2l vt/vnu. CeaHc reMoAr{4rrr43a
rlpoAonxl4TeJlbHocTbro 4'iffiica He [pI4BoAI4T K BbIBeAeHI4ro 3Haqr,rrelrHoft Lracrvr Bopr4KoH a3otra,qro us6aurrer or seo6xoAr4Mocrr4 KoppeKrlkrr4 Ao3hr.

Hapvtweuue d)turcuuu neqenu
V naqzeHroB c Iluppo3oM [etIeHI4 Jlerxoft u yMepeHHoft creueHr4 rrxecrr,r (r<nacc A u B uo
xlaccuQvKarrkrr4 Hafitla.-llsro) poKoMeHAyerct I4crrorrb3oBarb craHraprHyro Hacbrrqarcqyrc
AO3y BOpI'IKOHa3OJIa, HO yMeHbrrrarb rroAAepx{r4Baroqyro Ao3y BABOe (Cnr. pa: rcn 5.2).

rpzueHe'Ve BopI4KoHil3oJra y [aIII{eHToB c TrxeJrbrM xpoHr,rqecKkrM rlktppo3oM ,,eqeHr4 He
I43 yqan o c r (rn ac c C u o xn ac c u S r4nar\r4Lr Haimla-Ilr ro) .

Zuercrcq orpaHl4qeHHble AaHHbIe rro 6esonacHocrr4 Bu$eua a y narJkreHToB c orKJroHgHr4eM or
Hopvlbr 6 QyHnIIzI4 rle orpancsepa3br(ACT), (AJIT), q ur^r o6uero6uttupy6 cxoAqrrlr,rMlr

llpun'reneHI4e BopI4KoHa3orIa colpoBolrA€Irrocb [oBbrrrreHz eM 6zoxuur4rrecKr,rx [oKa3arerefi
Qynr<quu [erIeHI4 Lr KTI4HI{rIecKI4MI{ [pI,I3HaKaMv rtopaxeHuq rreqeHrr, Harrpr4Mep xerryxofi.
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BcleAcrBl{e ororo 6orsnblM c rr}KeirbrM HapyueHlreM $ynr<qzr4 rreqeHr4 Bopr,rKoHa3oJr cneAyer
Ha:lHaqarb roJIbKo B Tex cnyrraflx, KorAa oxl,IAaeMa-fl rroJrb3a rrpeBbrrrraer Bo3Moxrnuft pucr. 3a
[aIII{eHTaMI4 c r.flxerbrM HapylreHuenr $ynKrlr4r4 [erreHr,r cneAyer ocyqecTBJrrrb rrrlarenbHoe
Ha6moAeHI4e c IIenbIo BburBJreHlrfl rrprr3HaKoB ToKcrrqHocrr4 rrpelapara (crr,r. pinAen 4.8).

,I[eru
EesonacHocrb Ia eSQexrI,IBHocrr BuQenqay Aereft MnaArrre 2 ter He ycraHoBneHa. I4nrerour4ecfl.
AaHHbIe [pplBoAtrcfl B puBAenax 4.8u 5.1, Ho BbrHecTr4 rro Hr4M peKoMeH4a\vrr4 rro Ao3lrpoBanr4ro
HEBO3MOXHO.

Cnoco6 upuueuenns
Ta6nerrl4 rlperrapara BraQgHAr rroKphrrbre rrJreHo.{Hofi o6oloqrcoff, npznr,rMaror He MeHee rreM 3a
1 qac Io Lrnr4 rrepe3 I .rac [ocJre eAbr.

4.3. [porrrBorroKa3aHuq

funep.ryBcrBl,ITenbHocrb r AeficrByroqeMy BerrlecrBy krrrrr x nro6orr,ry r43 BcrroMorareJrbHbrx
BerrIecTB, fleperrracJreHHbr B rroApil3lene 6. 1.

CosldectHoe rpr4MeHeur4e c cy6crp aravtrr r,r3o$epMeHra CYP3A4, rep$eHaArlHoM, acreMu3oJroM,
III,I3arIpIaAoM, rII4Mo3r4AoM, xI,IHI4AI{HOM Lrlrkr una6paglnHoM, rlocKonbKy rIoBbIIIreHHhIe
KOHIIeHTparJr4r4 gTrrx neKapCTBgHHbrX CpeACTB B rrJra3Me KpOBr4 Mofyr rrpr4BecTr,r K yAnr{HeHr,rrc

I4HTepBiIna QTc vr B peAKr4x cnyqiux K Bo3HI{KHoBeHrlrro xefiyAorrxosoft Taxtrnap4krLr rr4rra
(rr{py3r> (torsades depointes) (cu. pa:ael 4.5).

CosNaecrHoe rpr,rMeHeHr{e c pzSavrnrlrlr4noM, xap6aMa3elr{HoM, $eno6ap6urarovr Lr

ilperaparaMr,r 3nepo6or [poAbrprBJreHHoro, rrocKonbKy srrl neKapcrBeHHbre cpeAcrBa Moryr
cyluecrBeHHo yMeHbrrrr4Tb KoHrleHTpauvruBopvrKoHa3oJra B rrJra3Me KpoBu (cvr. pasAen 4.5).

Cosl,IecrHoe rrpr4MeHeHr4e craHAaprHhrx Ao3 Bopr4KoHil3oJra c e0anupeH3oM B Ao3ax 400 nrr oArlH
pa3 B cyrKr,r krrrv Bbrrrre [porrlBorroKa3aHo, [ocKonbKy e(panrzpeus 3Haqr,rreJrbHo cHr{}Kaer
KOHIIeHTpaWV BOpr{KOHa3Ona B rrJriBMe KpOBr4 3AOpOBbrX narIr4eHTOB npld TaKkrx AO3aX.
BopIErona3on raKxe cyqecrBeHHo rroBbrrrraer KonrleHTparlprr4 sSannpeH3a B [Jra3Me r<ponra (cu.
pa3Aen 4.5; un$opMarlrlro o 6olee Hr43Kr4x Aosax cM. B pa3Aene 4.4).

Coel\aecrHoe rrpr4MeHeHr4e c BbrcoKr4Mr4 Ao3aMr4 pr,rroHaBupa(400 Mr 14 6onee ABapa3an cyrr<u),
IIocKoJIbKy prlToHaBr4p s eroft Ao3e 3Haqr,rreJrbHo yMeHbruaer KoHrIeHTparIkrLr BopkrKoHul3oJra B

TIJIIBMe KpoBt4 y 3AopoBbrx raqr4eHroB (cvr. pasget4.5, znSopnrauurc o 6olee Hr{3Kr4x Ao3ax cM.

B pirAene 4.4).

CoslaecrHoe [puMeHeHr{e c arrKaJror4raMr4 crropbrHbr4 (eproranrr,rHoM, Ar4rrrApooproraMrauou),
tBJltroukrMkrcfl cy6crparaMr{ r,r3o$eprraeura CYP3A4, nocKonbKy rroBbrrrreHHafl KoHueHTpar\krfl.
gTrIX lpelaparoB B rrJra3Me KpoBr,r Mox{er rrplrBecrr,r K gprorlr3My (cu. pasaer 4.5).

CoeMecrHoe rrpr4MeneHr4e c crrponr,rMycoM, rrocKoJrbKy Bopr,rKoHa3oJr Mo)r{er 3Har{r4TeJrbHo

rloBbllrrarb KoHueHTparlr4r4 cr,rponr,rMycaB nna3Me KpoBLr (cu. pasaen 4.5).

CosNrecfiroe rrpraMeHeHrre BoplrKoHiBona c HilJroKceroJroM, flBJrrroIqvv'cfl cy6crparont
usoQeprvreHra CYP3A4, rrocKoJrbKy [oBbrrrreHHbre KoHrIeHTparILrr4 HilJroKceroJra B IrJIa3Me KpoBI4

Moryr Bhr3Barb cr{MrrroMbr orrr4orl4noft a6cruueHlll4r4 (cu. pa:aen 4.5).
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Conuecruoe [pI4MeHeHI4e BopI4KoHiBona c roJrBarrraHoM, rrocKonbKy crrJrbHbre usru1uropbr
CYP3A4' TaKI4e KaK BOpIIKOHa3OJI' 3HarII4TeJIbHO IOBbIIIIaIOT KOHIIeHTpaII[rc TOJIBarrTaHa B
rrriBMe KpoBLr (cu. pasael 4.5).

conuecrHoe [pI.MeHeHI'Ie BopI4KoHit3oJIa c nypil3r4AoHoM, rrocKoJrbKy 3Haqr4Tenb'oe [oBbrrrreHr4e
ypoBHt sosAeficrBwfl' Jrypa:illAoHa rIoBbIIrIaeT pllcK pa3Burufl cepbe3Hbrx HexeJrareJrbHbrx
Pearutuft (cu. pasaen 4.5).

CosMecrHoe rIpI4MeHeHI4e c BeHeToKJraKcoM B HaqilJre r4 Bo BpeMr uo46opa Ao3br BeHeroKJraKca,
TaK KaK BOpLtKOHa3OJr, BepOtTHO, 3HaqUTeJIbHO rroBbrruaeT KoHrIeHTparIVrc BeHeTOKnaKCa B
nna3Me KpoBI'I II IIOBbIIIIaeT pI,ICK pa3BkITpIs, CI4H ;qOMa Jrr43r4oa OlyxoJrr4 (cnr. pasael 4.5).

4.4. Ocobue yKa3aHlrfl r{ Mepbl rrpeAocropoxHocTrr rrpr,r rpr{MeHeHrrrr

f HnepqyscrnurertrHo crr
Bn$ena cneAyer c ocropolKHocTbro Ha3Haqarb [aIIVeHTaM c rr,rlepqyBcrBr4TenbHocrbro K Apyrt4M
ff|onaM (cu. rar<xre pirAen 4.8).

CeoAewro-cocynrcrHe Hapymeuzq
flpuraeneHl'Ie BopI,IKoHa3ona corpoBolrAarrocb yAnrlueHr,reM r4HrepBirna QTc. Coo6uanocb o
pe.IKIrx cJryqaffx pil3Bllrl{t )KerryAoqrosoft raxr4Kap ALrvr rhrna (ru{pyer> (torsades de pointes) npz
rlplreMe BopI'IKoHiBona y [aIII4eHToB c $arcropanrrr pr4cK4 TaKI,IMV KaK KapAr4oroKcr4rrecKat
xrr\fl{oTepanr4fl B aHaMHe3e, KapAI{OMLrOrraTVfl, rr4froKaJrLreMkrfl 14 colyTcTByroqiu Tepanhrfl
[penaparaMbr' Korophle MOTJII,I cuoco6crBoBarb pa3Burrr4ro AaHHoro ocJroxHeHkrfl. Bopuxouzl3orr
cneAygT C OCTOpOIKHOCTbIO HtBHaqaTb [aIII4 eHTaM C yKa3aHHbrMr4 Hkt]r{e rroTeHu[€IlrbHo
IIpO apHTMkr qe cKr,rMLr co cT o flIdr4flI.[r,,

B po N4eHHo e r4nn npvro 6p ereuH o e yAnr4 HeHLr e Lr HrepB€rrra e rc.
Kap4zonrr4onaTufl. s oco6eHHocrrr nplr Hiurkrrrr4rrcepAeqHofi neAocTaroqHocTr,r.
Cnnycon at lpagunap [r4fl .
cyqecrByroqueapvrMurr4cKirr4Hr4qecKr4Mr4cr4MnroMavrz.
CosNaecrHoe [pI4MeHeHue neKapcrBeHHbx nperaparoB c ycraHoBlenHofi cuoco6uocrbro
yAnl'IHflrb I4HrepB€trI QTc. llpz neo6xoAr4Mocrr4 Ao HaLrara kr Bo BpeMr repanvw
BOpI'IKOHa3OJIOM CneAyeT BbUIBJItTb I,I KOppeKTr4pOBaTb TaKr{e HapyrueHufl SneKTpoJrr4THoro
o6ueHa, KaK rkIrloKtlrll{eMrrfl. rr4rroMarHl4eMr4fl kr r[rroKirrrrqraer"s (cu. pas rcn4.Zy. Eruro
npoBeAeHo I4ccJreAoBaHI4e c yqacrlreM 3AopoBbrx 4o6poBonbrleB, B KoropoM orleHr,rBiurr4
BJrI4flHI4e Ha AnI'ITeJrbHocrb I,IHTepBarIa QTc oAHoKparHbrx Ao3 Bopr4KoHa3oJra BnJroTb Ao Ao3,
n 4 pasa rpeBblruarcturx craHAaprHble cyrorrHble Aogbr. Clyuaen yAnr4HeH ufl LrHrepBirna
BbIIIIO rIoreHIII4ulJIbHo KrI4HI,IqecKI4 3Harrr4Moro [oporoBoro 3Haqeqr4fl 500 naceK BburBJreHo
ne 6ruo (crr,r. pasael 5.1).

f enaroror<cz.rHocrr
B rluHzqecKkIx I4ccneAoBaHl4tx rrpu neq enr4vIBopr4KoHa3oJroM na6nroA aJrkrcbcnyqau cepbe3Hbrx
pearqzft co cTopoHbl rreqenu (nxlrcq€u rerlarrlT c KJrr4Hr4qecKr4Mr,r [poflBne H1rfly1kr, xonecra3 rr
$ynruzHaHTHyro [eqeHorrHyro HeAocTarorlHocrb, B ToM qr,rcJre co cMepreJrbHhrM zcxo4ou).
Pearcquu co cTopoHbl rleqeuu sa6lroAttrll4cb B ocHoBHoM y rrarIVeHToB c cepbe3HbrMr4 ocHoBHbrMr{
sa6oreeailr4flMr4 (uanurnu o6pasour reuo6racrosarraz). flpexo4rrrlkre p.anqr" co cropoHbr
IIeqeHV ' BKIIOqIUI I9IIaTI'IT u )KenTyXy, Ha6lrO giantllb y [aIII4 eHTOB, He I4MerOUr4X Apyrrrx

o

o

o

o
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BbLIBneHHbIx Sarcropon pl4cKa. OyHxqraa rreqerrr4 o6rrqHo BoccraH aBrruBalracb rrocJre
trpeKparq eHLrfl repanr4kr (cru. pasaen 4. g).

flaquesrbl, [oryqarcIukIl'Ie JIeqeHI{e lpelaparonr BzQeHA AonxHbr Haxo AuTbcflrroA TrrlareJrbHbrM
na6moAeHl4eM c IIenbIo BhuIBJIeHr4flnppr3HaKoB relaToToKcurrHocTr4. Krzgz.recKoe na6nroAeHr4e
'lIoJIx(Ho BKnloqarr na6oparopHyro oueHKy Synrqul4 rteqeHu (n .racrHocrr4, olpeAeneHr4e ypoBH.flACT v AJIT) B Haqitre reqeHl'It rperaparoM BuSen4 r'r ro MeHbrrrefi nrepe el1eHeAeJrbHo B
TeqeHI'Ie IlepBoro Mectqa Tepanhrkr. [nrareJlbHocTb JIeqeHI4r AonxHa 6irrr MaKcr4MiIJrbHo
KopoTKoft, oAnaxo' ecJrl4 uocie OII9HKI4 [oJIb3bI Lrpr4cltarepanrrflrrpoAonx aeTcfl(cu. pas4 e14.2),trptr oTcyrcrBrII'I ugNdeHeHLIft 6uoxutvtuqecKl4x rloKa3aTeleft $ynxqzu [er{eHr4 rracroTa
o6cneAoBantrfl Moxer 6rrrr yMeHbrrreHa Ao oAHoro pa3aB Mecqq.

flpu cyqecTBeHHoM rloBblrlrenuu 6uoxl{Ml4qecKkrx rroKasarereft $yurcuzr4 rreqeHr,r [pr4MeHeHrrelpelapara Bz$en4 cneAyeT orMeHvrb, 3a l4cKrroqeHkreM cnyqaeB, KorAa MeALrrIkrHcKoe
3aKrloqeHl{e o cooTHorueHvr4 pLIcKa PI rIoJIb3bI IeqeHI4q Ant [arltreHTaorrpaBAhrBaeT AalrHefimee
rrpHMeHeHer4 e npenapara.

Mouuropl{Hr Synxqzlt rreqeHl4 cneAyer ocyqecrBrqrb KaK y 4ereft, raK r4y B3pocnhrx.

Kporrae roro, [pI'IMeHeHI4e rlpelapara BzQena 6rrro cBr3aHo c peaKrlr4sMt4
Qororoxc[qHocTkI, BKJIIoqafl Tarlze peaKllvrv, liaK BecHylrrKvr, JreHTLrro, aKTrztHgqecxraft
Keparo3 I{ rlceBAonop$zpus', CyttlecrByer rIoreHIII,IanbHo rroBbrrrreuuufi pt4cK Ko}KHbrx
peaxqrEft/roKcz'IHocrl4 npv oAHoBpeMeHHoM rrpr4MeHe Hvrv $orocen cu6iyuzr4pyrour4x
cpeAcrB (nanpwuep, MerorpeKcara I,r r. q.). llpz repankrkr rperaparovr Bz@oi "..tlauueHTaM, BKJrlorrafl Aereft, peronaeHAyercs. uslerarr nos4eftcrB2rfl rrprMbrx coJrHeqHbrx
rryueft 14 npl'IMeHtrb 3aTrllarHble Mephl B Br,rAe HorrreHprr galutrHoff oAe]KAbr Lr
I4crloJrb3oBaHrlt 0OJIHIIO3aITII4THrIX cpeAcrB c BbrcoKr4M SanropoM 3arrlLrrbr oT coJrHerrHbrx
ryueft (SPF).

o flnocr<or<nero.rHrrfi par KoNz (ilpK)
Coo6uanocb o cnyqaflx pasBr4rkrs IIPK (nrmovar IIPK in situ ulu 6ote3Hb BoysHa) y
IIaIII4eHTOB, HeKoTopble I43 KOTophIX I{MOJII4 B aHaMHe3e Sororor<cl{qecKr,re peaKrlr4 u. Eclu
Bo3HI4KaIor Qororor<cl4qecKue peaKIII4LI cneAyer olparnrrct 3a r*roio.rpo4znrHofi
KoHcynbraryvreit, oIIeHkITb ueo6xoAt4Mocrb orMeHbr rrpelapara Bz6en I v ilp1rMeHeHprt
iIJIbrepHarI4BHhIX rlpoTl4BorpH6ronrx [pe[aparoB, ,a TaK]Ke HarrpaBkrrb narlr{eHTa K
AepMaronory. Teu He MeHee, ecJII{ rpLIMeHeHI4e rpenapraBw6en4 6yl.t rpoAneH o, Arrfl.paHHero BhurBreHr4q kr JreqeHr{{ rpeApaKoBbrx sa6ores anuit AonxHa peryn,rpHo
BbIrIoJIHflTbcfl AepMarororl4rrecKiul oqeHKa. flpunreHeHr,re lperapara BzSeHA cneAyer
lpeKpaTuTb, ecnl4 BbuIBJreHbI [peApaKoBble sa6oren aHLrfl K9]KI4 IaJrr{ IIPK (qr. Hr4}Ke
pa3Aen <{nzrelbHos leveuze>).

o 
ilpu [puMeH e*vrv Bopr,rKoHa3ona 6stm
HexeJrareJrbHbre peaKrlr4r{ (TKHP), BKrroqa-f,
roKcuqecxuft o[r.rAepMalurrft HeKponkr3

3aperr4cTpl,rpoBaHbr T.DKeJrbre KoxHhre
cr4HApoM Crvrnenca 

-,.{xoncona 
(CC[),

(TOH) Lr neKapcrBeuHan peaKrlr4r c



3o3l'IHo$r/^nLreirl4 ct4creMHbIMrI ct4MrlroMauu (drug reaction with eosinophilia and systemic
symptom 

- DRESS), Koropble Moryr yrpolrarb )KLr3Hr4 vnv ilpr4BoAprrb K JreraJrbHoMy
I'IcxoAy. llpu [otBJleHrtu cbrtrr4 3a [aIIueHToM cneAyeT Becrr{ TrrlaTenbnoe sa6nroAeHr4e r,r

orM eHl4rr B z S enA rlpu np orp e c cprp o B aH r4n nop axeHr{r Ko }Kkt .

Coo6ulanocr o cnyrraflx o6parunrofi HaA[oqeqHraKoeofi HeAocraroqHocrr4 y [arlr4eHroB,
noJryrlaBlrlux a3oJrbl, BKrroqffI BoprrKoHa3on. Ha4noverrur4KoBaq HeAocraToqHocrb 6tma
3aperI{cTpI'IpOBaHa y [aIII4eHTOB, rIOnyqaBIIIrrx a3onbr oAHoBpeMeHHO C KOprtrKOCTepor4 AaMr4 LrnLr
6es HrIx. y [aIII{eHToB, ronyqalolqux zt3oJrbr 6es corryrcrByrouero Hi6HaqeHr{.s
KOpTI{KOCTepOI,IAOB, HaAlOqeqHI4KOBat HeAOCTaTOTTHOCTb CBr3aHa C nprMbrM yfHeTeHlreM
irlloiIaMI{ cTepol4AoreHe3a. y [aIIrIeHToB, rtonyqarcIqlax KopTkrKocrepor4Abr, yrHereHqe
BopI4KoHiBonoM I4x Mera6oilasnda, orrocpeAoBanHoro UI4ToxpoMoM CYP3A4, Mox{er rrpr4Becrr4 K
Its6rtro'rHoMy coAepx{aHl,Irc Koprl4Kocrepol4AoB B opraHr43Me r4 [oAaBneHr4ro Qynr<qur,r Kopbr
HaAnoqer{HrIKoB (cu.pa3Aen 4.5).y raUrIeHToB, ronyqaBrrrr4x Bopr4KoHa3oJr coBMecrHo c
Koprl{Kocrepol{AaMkr, raKxe 6rtl 3aperl4crpl4poBaH cr,rHApoM Kyruuura c rocneAyro1qeft
HarnoqerrHr,rKoBofi He4ocTaroqHocrbro uttu 6es Hee.

flauueurrt, npoxoAtrIque AonrocpoqHyro repanl4ro Bopr4KoHul3oJroM vr Koprr,rKocrepor{AaMr4
(enuoua.a IaHruIJItutIoHHbIe KoprlrKocrepollAbl, Harrpr,rMep 6yAecoruaA kr t4HTpaHa3arrbHhre
KoprlIKocrepoplAu), 4olNHbI HaxoAt4Tbcfl rIoA TIUaTeJIbHbTM Ha6nroAeH[eM Ha rrpeAM er pa3Br4Tr4fl
:ucQyHxqHI{ Kopbl HaArIoqerrHIaKoB KaK Bo BpeMt repanr4t1 TaK r4 nocJre orMeHbr Bopr4KoHa3ona
(crr. pilitAen 4.5). llaIlreuros cneAyer rlpol,IHcrpyKrr4poBarb o ueo6xoAr4Mocrr4 HeMeAneHHo
odpauarrcr 3a MeAI,IIII4Hcroft rIoMoIIIbIo B cnyqae Bo3HrlKHoBeHrrr y Hr4x rrpkr3HaKoB 14

cHII[ToMoB cLIHApoMa Kyrunur a vlr4 HaAnoqerrHr4 KoBoft ue4ocraTorrHo crr4.

,Ilrurrenrnoe leqenue
flpu AonrocporrHoM rIppIMeHeHI,II4 rlpenapara BzQen4 (n qenrx repantrr4 r4nr4 rrposunar<rzrcra) n
TerreHl{e 6olee 180 anefi (6 nrecrqen) neo6xoAkIMo rlrlarenbHo orleHprBarbcoorHorrreHr4e p1rcqarI
tIoJIb3bI, rIoSToMy BparIaM cneAyer yr{r4TbrBaTb neo6xoAr,rMocTb orpaHl4rr e:gI4fl.
rrpoAonxr,rreJrbHocr[ [pr4MeHeHr4r rrpelapara (crr,r. piBAenbr 4.2 u 5.1).

flpu AnI4TenbHoM rIpI,IMeH enr4r4 rlperapara BuSeHA 6ruz 3aperkrcrpr,rpoBaHbr crryqar4 pasBr4Tvrfl
|IPK (nrruouar IIPK in situ utu 6one3Hb Eoyona) (cu. pasaer 4.8).

y [aIIrIeHToB, rlepeHeclrrllx rpaHcrlnaHTallruo, coo6ululJrocb o cnyqarx uevnselcrlr4 oHHoro
rlepl4ocrkrra c rIoBbIIIreHI{eM ypoBHf, Qropucrbrx coeAuuonuir r4 rrlenoqsoft QocQarasrr. llpz
rIotBJIeHr4r4 y [aIIueHTa 6onefi B Kocrtx u peHTreHorloruqecKrlx rrprrcHaKoB rrepuocrr,rra 11ocne
KOHCynbTar\r4Lr pa3nI4qHbIX CleUUaJIr{cToB cneAyeT paccMoTpeTb BO3MO}KHOCTb OTMeHbr
rperapara BzQeuA (cM. pa3Aen 4.8).

EH}Ifl
Coo6qanocr o cnyqiux AJTI,ITeJIrHo coxpaHtBllrl4xcfl HelreJraTeJrbHbrx pearqufi co cropoHbr
opfaHa 3pe}Jl4fl, BKiIIOtIat HeTIeTKOCTb 3peHr4.rr, HeBpr,rT 3prrTenbHoro HepBa kr oreK lir4c:Ka
3prrrenbHoro HepBa (cnr. parael 4.8).

V rsxelo6olrurtx [aIII4eHToB, [onyrraBrrrvx Bz@eu4, na6lro Aanr4cb cnyLrar4 pa3Bkrr11q ocrpoft
no're'IHoft HeAocTarorrHocrl4. flaqueHTbl, rtonyqalo4ze BoppIKoH€L3oJr, Moryr rIpI,IHr,rMarb Lr

Apyrele ueQporoKcllqHble neKapcTBeHHbIe cpeAcrB a Lr vMerb corryrcrByroqr4e sa6oreBaHrrq, qro
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{

rH:TJr rrprrBoAr4rb K cHrDr(eHkfto syHr<rlzr4 roqex (cu. pa3Aen 4.g).

It.{ -- nlrroplrHr Oysrqzz roqeK
h lauIleHTaMI4 cneAyeT BecrkI ua6nrcAeHr4e c qenbro Bbr-flBJreHr4f, rrpr43HaKoB HapylreHr4,:1 r+xultll 

''orreK' 
Taroe na6nroAeHl4e aonrorro BKJrroqarb na6oparop'oe o6creAoBa'r4e, B! ='-THtrcrII onpeAeneHl4e ypoBHt cblBopoTorrHoro KpeaTI4H rrHa.

Hofr Nelegrr
lJautteu*t' ocooe"tto att*re Bo3pa cTa, c Qaxroparra Lr pr4c*a pa3Bkrr.r.fl ocrporo rraHr(p eaTkrrat l{&npll\rep' HeAaBHo [poBeAe HHafl xr4MrroTe parLrfl, TpaHcln aHTar\r4fl reMorrogrr4rrecKr4x
''-rBtrJoBbrx KJIerox (T|CK)) npu repankrr4 BzSenaoM AonxHbr Haxo rrrrbcfl noA rrrlareJrbHbrMea5'rltr:eHueM' B raroft Krl4'I4qecrofi cr4TyarJr4r4 Moxer paccMaTp r4Barbefl Bo3MorrHocTbIr tr H Tp O - rr yp o B H.rr c brB op oroqu ofi aMr4 ni}3 br kr trr4 rrvrftl3 br.

llplnreueulre y nerefi
BesonacHocrb a eSQexrl4BHocrb rlperap aray4ereft MnaArrre 2 terHe ycraHoBneHa (crra. pas4enrr-1'8 lr 5'l)'Bopraxo'a3on rIoKa3aH AertM B Bo3pacre or AByx Jrer r4 craprle. Eoree BbrcoKaqqacrora noBbrlrreHus' yponueft rerreHosHblx Qepnaeuro" 

"udnroAanacb 
y ,uu^eHroB AercKoroBo3pacra (crr' pa:4en 4'8)' oyurcqrro reqeHl4 cneAyer KoHrponr4poBarb Lry reTevr, nyB3pocnbrx.flprr nepopalbHoM rIpI{MeH e'Lrr4 6-zo4ocry.r*roar" rperapara Moxer 6rnr c'r4xeHa y 4erefi nBi'r3pocre or 2 Ao < 12 JIer c naalra6coP6qnefi 

" 
oo.ri uzsr<or orHocr4reJrbHo Bo3pacrHoft uopurr\IaccoI"I Texa' B raxzx cnyqaf,x peKoMeHAyeTct B'yrprrBeHHoe BBeAeHr4e Bopr4KoHa3orra.

oCe bIE KOXHbIE HEXEJIATEJIbHbIE IIPK
ffi v.{zrr*ar Bo3MoxHocrbn2?Pr,r'r.rrrr TJDII r ,DvJrvl\J.al\tluu l -b

iffi#t""Tt*.: "?* .T: "T:y:J1y :1'o " o rp aBA aH o rrp 
^ 

M e H e H kr e c rp o rr4 x M ep r oryvr -L.1\. lvrvP llu

;:iltr" "1"".:T..T':T^Jj^T:q_TneroBoro o6nyo.rr". rrpu pasBLrrlrn y Aerefi;.#;;;;";;; 
"J",ffi";na)Ke TToenc rrl rAr/^orrr^r,r,- rJarr !)wwrtJ tttl\(1,

f3:.^""T,t^tj^r_^^:l:*laxrenr4n repanr4kr peKoMeH ryercn zg6eraru nosAefic rBlrnbusAvnv'I'tsutymrpa$I4oJreroBoro o6lyueuzr v rpoAonxarb rrocnelyrctrlee AepMaronorr4rrecKoeFraSnrnnFErrraHa0nroAeHr4e.

flpodulaxrzr<a
trpu B'3HI4KH'B.HI4I4 He)KeJIaTeJIbHbIX snnenuit cB.s3aHHbrx c rrpzMeHeHVeM AaHHoro rrpelapaTa(renaroroKc[rrHocrb, T'f,XeJIbIe KO)KHbIe peaKru4r4, BKrrrosaa soroToKCr4qHocrb z lIpK, TrxeJrbrerrnr4 rnvreJrbHble HapyueHkrfl 3peT?rfl 14 rlepl4ocrzr) cne4yer paccMorperb rlenecoo6pa:HocrborMeHbI BopkIKoHa3ona 14 [pl4MeileHr4fl iulbrepHarl4BHbrx nporzBorpz6xonbrx lpelapaToB.

KoHrponb ypoBHeft Qeuvr o.rHa. ueooxoAzna rlrlarenburrft

rroJrb3a'o.li',?oX.1'JJ##il#'#:;(cu. pas4en 4.5).

a cneAyeT yBenr4r{r4Tb Ao
pa3Aenbl 4.2, 4.3 u 4.5). Mr KaxAse 24 vaca (cna.

l0

I



H:;Tjl::yl_ll_tl_ll-u"* a rkrpo3uHKr4Ha3br B rrJr.3 e KpoBr4, a raKxe pr4cK\v yrrvr\

ff:T:ry11yy!ulvTyBenI4quBa|bcfltIpLIcoBMecTHoM[pkIMeHeHpII4BopLIKoHil3oJIaHt""o' ifi 3 A;' ; ;;;';;;T;#Gninlaffi-rnFn 
'--??

r *n""";til ;; ;il;;;;;;;;;;trltlrrcnm //^.. -^^-^- / a\rilrf,enra (crra. pasaen 4.5).

45
flpu coBMecrHoM rIpI4MeH eHlrn p^qu6yr^ru BoprrKoHiBona peKoMeHAyerc, rrrlarenburrfi

;""H*^n:::,1::Ti^:9i._::_ a*arrnrca KpoBt4 14 HexerrareJrbHbrx peaxqzft ua pra6a6yrun;;;;;dt:;;i;;:,3il EcKJrroqeHLIeM TeX cnyqaeB' KorAa oxfl4AaeMat [onb3a rlpeBblrlraeT Bo3Mo]r(sufi pracr (crra.pa3len 4.5).

Prr.nnrtoort,n. (ntrn'.'

rrpr4MeHeHr4r Bopr4KOHit3O nA 14 p)pLrroHaBkrpa

3A4

' trro l(oHlleHTparfkrfl rn€BAerv6a s ura3Me KpoBuI, a TaKlr(e pucK yAnr4HeH ufl nHTepBaJra
Feo*nBaTbc'f, rIpLI coBMecrHoM rIpI'IMeHeHr4vI c BopI4KoHa3onoM (cru. pas4el +.S;. nr' K)rj:Ia coBMecTHoro npuMeHe[ufl, gTLrX [pelapaToB HeJIb3t us6exarb, peKoMeHAoBaHo

rpoBe.uemre 3Kf.

c A4

4
B HI43KLIX AO3AX

rroJrb3br Lr pr4cKa;;;;;;;ffi#.
orpaBAblBaer rpuMeHeHl4e Bopr4KoHit3oJra y rarlr4eHra (cu. piBAenbr 4.3 u 4.5).

HE
rlpeAtronafaercfl' qro BopI'IKoHiBon 3HaqI,ITeJIbHo yBen[rII4BaeT
zuero.qr4xcfl Ha ceroAnntnnit AeHb AaHHhrx HeAocTaroqHo An,
Ao3r4poBaHrrro rperapara s sroft ckrryarrkra (cu. piBAen 4.5).

peKoMeH[yeTcfl, rrocKonbKy
KOHTIeHTp Arlr4r4 gBep onr4My c a.
BbrHeceHr4r peKoMeHAarlr4fi no

flpv coBMecrHoM npI{MeH e'Lrv MeraAoHa n' Bopr4KoHa3ona peKoMeHAyercr qacThrfi r<onrpo*
[.#*TJ-":-"J:.I'11111.-TI-1'*:" TOKCI,IIIH CTI,I MCTAAOHA, BKIIOqAq YANI4HEHI,IE I4HTEP BAJIAvPBaTJLdQTc, rocKonbKy coAeplKaHI'Ie MeraAoHa rroBbrrrraercr ;;";;;rJrr"o, rrpr4MeHe HLrvr cBopI4KoHa3onoM' MoNer norpe6oBarocfl cHLDKeHr4e Ao3br MeraAoga (crra. pa3Aen 4.5).

a, Qenrautrra v qpyrr4x olr4aroBKoporKoro AeficrBr4fl, uoAo6nux no crpyKrype z uera6onr43trpyeMbrx Cyp3A4(uanpuuep, cy$enranuta), neo6xoa"*o paccMorperb Bo3MoxHocrb cHLrlKeHLrfl Ao3brrepequcJleHHhlx orll4aroB (crur. piBAen 4.5). llocnonrrcy rpu coBMecrHoM rrpLrMeHeHr4LranrSenra[Lrra c BopI4KoHa3onoM rlepvoA rloJryBhrBeAeHkrr anrse HTa1r4rra yBenr4rrr,r naercx n 4PBI' a TaKXe yrrr4TbrBafl' ToT Qarr, qro cornacHo ouy6nnroBaHHbrM AaHHbrM oAHoroHe3aBr4Cr4MOro

rrprrBoAr,rno K Lre SeHraHzna u Bopl'KoHa3ona

.racrrrft MoHLrr eHTaHvIIra' Mo)Ker uorpe6oBaTbct

6oree Ankrrenb rrpr'rMeHeHr4eM orrr4aroB (nrmovaa
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frtlt trpEMeHeH*rw c BOpI4KOHil3onoM OKCLTKOAOHa 14 )yrr4x olLraToB AXr4TenbHofo

ffi:H'T:T": H: 11 j:::: :: d, 
-{no "_^ "+: ),' e o 6x oAzM o p ac cM o rp e rbErL cHnKeHI't Ao3Er repeqr4crreHHhrx orrr4aroB. Moxe;';;p"ffi;#:;"H1ffirtrerneJ6l{ED( peaxqzft 

' cBfl3aHHbIX c [pLIMeHeHrreM orrr4aroB (cnr. parael 4.5).

YP3A

2Cr9 n 3A,rr-r^rc trepopanbHoe [pLIMeHeHI'Ie Bopr4KoHil3oJra u @nyroHasona [pr4BoALrno Kffi H.HlI"';^:#;#"if y^*^:^"j::,::T^':t.ropoBhrxraqLreHroB.HezsnecrHo,
-rc 

c'f,xerr'e Ao3 hr t / nnu qacro rbr "p"'.i."ir ilffi;:t"'J#t Xilfil#i; TffffiH|;r rtrE*oBe'ruo AaHHoro ssserm' npt t'pttata nuiBop'rKoH a3onaHenocpeAcrBeHHo ,,ocnefryos-ona peKoMeHAyeTc" ocyqecrBJltrb Mo'r.rroprrHr HexeJraTenbHhrx peaxqzft , cBfl3aHrr'rxc rprcEemeM BopurKoHirona 1ir. p* rcn 4.5).

aTqmosa
}ror neKapcrnenurrfi rperapaT coAepxrrr na^ro3 y, Lr n srofi neKapcrseH'oft Qopue ero Hecre'ryeT [pI'IMeH'srB y [arILIeHroB c pe4xoft 

"urnagrrnennofi "aarapfrocr4MocTbro raJraKTo3br,o6wn'r ae0uqzroM JraKra3br wnu cni4poMoM naalra6c op6quu.rrooos", 14 raJraKro3hr.

Hamn".r1
3tor neKapcrnennrrft [perapar coAepxLrr MeHee I uuonE HUtpLrfl Q3 ldr) Ha ra6nerry.flaqrneuron' co6lroAaroq"* atrry c rroHkrxeHHhrM coAepxaHLreM Hurpwfl,cneAyer yBeAoMLrr' oToM' rITo 3ToT JleKapcTBennrrfi atpanapaT rlpaKTr,rqec*r4 He coAepxr4T Harpwr.

lrt;rff.Hfi;Xttt"t c Apyrr{Mr'r rre*apcrBe'HbrMr{ rperap ara*rkr n Apyrre BrrArr

Boprarou€l3orl naera6onz3rrpyerca zsosepMeHraMLr qLrroxponaa p450 (cyp2 crg, cyp2C9 uCYP3A4) u wurulupy er t* uo'"BHocrb. r4nrn6uto]", 7n^r4HAyKrophr sr'rx zsoQepueHroBMoryr' cooTBeTCTBeHHO, [oBhrIIIarb r4Jrr4 rloHkrxaTb KOHTIe HTparryrnBopr4KoHiBona B rrna3MeKpoBI4' a TaKXe cyqecTByer BepotrHocTb rroBbrrrreHr4r Bopr4KoHiBonoM rrJra3MeHHbrxKoHlleHrpa\wit BeIrIecrB, ueta6 ooit^pyeMhrx grrrMLr ttso@epnaorur" rlrrroxponaa p450, sqacr'ocrl'I' rnfl BeIIIecrB, ueta6 oirs^pyeMblx zsoQeina."tor 
- 

byp:a+, rocKonbKyBopLIKoHil3on ''BJL'eTc fl cr4IrbHbIM I{Hr w6uroporu zso@epnreHTa cyp3A4, xoTr yBenr4qeHr.reAUC 3aBwcnr or cy6crpara (cna.,u6;il;""r*e;.

zccneAo BaHnfl BakrMoA eitcrsws neKapcTBeHHbrx cpeAcTB ,6.,,,ttn [poBeAeHbr c yqacT'reM3AopoBhrx B3pocnhlx nvq MyxcKoro [ona c MHoroKparHbrM [epopiurbHhrM rrp'reMoMBopzKoHa3ona B Ao3e 200 rrar ABa pa3a B cyrK'r (2 p/cyr) ao aorrir* e*ufl paBHoBecsoft
ilJ^.#X?:lrrt#. 

pe3ynbrar'l aKryanbHhl rI Ann rpyrr4x rpvrr naque'roB z cnoco6on

Bopuroui*on cneAyer c ocropoxHocrbro [pLrMeH,rrrb c neKapcrBeHHbrMr4 cpeAcrB aMur,cnoco6HblMl4 y[nLrHflTb l4HrepBan QTc. TaxNe [poTr'BorroKa3aHo coBMecr'oe nprrMeHe'r4eBopI4KoH€t3oJIa c BelqecrB aMvI, uera6olI43'rpyeMbrMr4 zso@epna.rr* cyp3A4 (r<yaaoTHocjflrc'f, HeKOTOpbIe aHTnrwcrilMkrHHhre flpeflapaTbr, xu]HnrllH, rlLr3arr pr4r, rrr4Mo3zA Uuna6pa4nH)' KoHIIeHTp al\Lrr4 Korophrx B rrJril3Me KpoBr4 oH MoxeT yBenvqr'Barb (crr,r. nzNe zpa3Aen 4.3).
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*vga eitcrsus 
^ 

Mn, eKapcrBeHHhrMr4 cpeAcrBaMr.r

ffiffi|# ": :;ff.f-"Tt^,, a\DD^ ^ , orr4{ pa3 B cyrKLr - (( r prcyr>>, AB&a B cyrKrr 
- K2p/cyr>>, rppr pasa B cyrK

rhqpaueHrle crpenK'I An'' Kaxao.o sapnaaxoKr'Her'rqecKoro rapaMerpa oc'oBaHo Ha 90 %I)EpIl-renbHoM LrHTepBiIJIe COOTHOrrreHr4r cpeAHr4X reoMeTpl4qecKr4x 3HaqeHlrfi z osHa.raer ((Bqperenix> (*), ((HI'xe)) (!) wnu((Bhrrrre)) (t) a"**;;; g^d- ns %.g".;aorKa (x) yKir3brBaerEa DycropoHHee B3ar4MoAeficrnue. AUC,, AUC, ra AUCo_- o6osHa.raror rnoqaAb noA xpznofiEa trpoT{xeHl4rl I4HTepBitJIa BpeMeHI4 Mex(Ay BBeAeHI4eM AByx Ao3, co BpeMeHz 0 4o uepnoff
.mH::ixo.ou"apyXeHuIoKoHIIeHTpaIfnLIucoBpeMeHI40lo6ecxogeqHocTI{,

nsazMoAeficrBr4r Jr HHI\IX CNEITI]'FD

Bga^{oaeitcrnns B ra6lzqe npeAcraBJreHhr B cneAyroqeM [op.,rAKe: ,,pe,, aparbr,trporl'IBorloKa3aHHhle K oAHoBpeMeHHoMy rpI4IleHeHI4Io; rperaparu, rpe6yrcrukre KoppeKrlr,rr4Ao3bI I4nkI TIIIaTeJIBHOTO KrkIHLIqecKoro n/uim 6zolorutarooao MoHr4Top LrHra,r,r [penap urbr,Ee o6laAatoqne cyqecrBeHHBM $apuanoK'r'err4qecKr4M B3ar,rMoAeficrnzeu, HoB3ill'MoAe[crsze c KoTopbIMI4 [peAcraBJlfler KJrLrHrrqecxuft Lr'Tepec n erof TeparreBrzqecrofto6lacrz.

JlerapcrBeHHoe .p.a.r"o
(n ex aru us m e s a aJw o d e fi c m-e un)

BgauDro4eficrnne
lf:preHeHrrfl
reoMeTprrqecKOro

PercopreHAauult
OTHOCTITEJIbHO COBMECTHOTO
rrpuMeHeHnfl

Acreuns ol, rlr43 arrpr4A, rrzMo: prA,-

xprgu[r4n: T€pSeHa4un m
una6pagun (cy 6 c mp amu C yp 3 A 4)

Hecnrotpa Ha To, qro
cooTBercTByroqr4e
r4ccneAoBAlJllfl He
rrpoBoALr IruICb, [oBBrIrreHHhIe
KOHrIeHTpArIr4n .4aHHbrx
neKapcTBeHHbx cpeAcrB B
nJra3Me KpoBLr MOfyT
rrprrBecTr4 K yAnlrHeHr4ro
LrHrepBiura QTc n, B peAKLrx
cnyqa{x, K BO3Hr4KHOBeHLrro

xenyAormosoft TaxkrKap 4r4kr
rtfira (rrr4pysr> (torsades de

ffpornnororca3ano (cvr.
pasaet 4.3)

AnurenbHoro 4eftcrnur (nrnroqafr,
HO HE OTPAHUTILIBAflCL:

Qeuo6ap6ura4 re6oOap6wran)

Kap6anaaserrr4H 
"@

(cunuuute uudyrcmopbt-C yp q S O)

Hecuorpx Ha To, qro
cooTBeTCTByroqze
I4CCneAoBaHLrfl He
rIpoBoALrIrr4gb,

xap6anaase[r{H u
lapIuryparsr AnzrenrHoro
4eftcrnwx 3Harrr,ITeJIbHo
cHnxaroT KOHTIeHTp Ar[r4u
BOpr4KOHa3Ona B IIJrtI3Me

ffporunoroKa3aHo (cvr.
pasgerr 4.3)
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JcepcrBeHHoe cpeAcTBo
t:rco H u3M e s a uJw o d e fic me un)

t:aBrrpeH3
r<nr6rrrop

(uenyxleosu4Hrrfi

-aHch-punrasrr)
CI P150: uueudumop
cr P3A4)

o6parnoft
(uudyrcmop

u cy6cmpam

3QanupeH3 B Ao3e 400 rrar 1 plcyr
o-lHoBpeMeHHO C BOpT4KOHtBOIOM
B -lo3e 200 nrr 2 plcyr-

3QanupeH3 B Ao3e 300 ur I plcyr
o-lHOBpeMeHHO C BOpT4KOHa3OJTOM

B .qo3e 400 ur 2 plcyr.

BgauNroneftcrnue
lfgpreHeHrrfl
feoMerpuqecKofo

PerconaeHAaur{u

OTHOCI{TEJIbHO COBMCCTHOTO

rrplrMeHeHrrfl

C-* ssanupeHsa t ua 38 o/o

AUCI esaaupeHsa t Ha
44%
Crn* BoplrKoHa3ona J Ha
61 %
AUCI Bopr4KoHa3ona J Ha
77%

llo cpaBHeHr4ro c
sQanzpeH3oM B Ao3e 600 vrr
I plcyr,
C-* s$anzpensa €
AUCI eQanzpeHsa t Ha
17%

llo cpaBHeHr4ro
BOpr4KOHa3OnOM B
200 nar 2 plcyr,
Crn* BopI4KoH€Bona

23%
AUCI Bopr4KoHa3ona

7%

flpznreneHr,re Bopr,rKoHil3oJra B

cTaHAaprHbrx Ao3ax c
sQanzpeH3oM B Ao3e 400 vrr 1

BbIIXE

(uur.

MOx{ET

rrpoTrrBorroKa3aHo
pa3Aen 4.3).

Bopzr<oniron
rrpr4MeHflTbCfl COBMeCTHO C

eQanrapeH3oM,

rroAAep)Kr4 BaroIIIat
BOpr4KOHiBOna rroBbrrrreHa,rlo
400 ur 2 plcyr, a Ao3a
e$anupeHsa cHrrxeHa Ao
300 nrr 7 plcyr. llocle
npeKparqeHr4fl
BOpkrKoHa3onoM

Bo3BparqaroTcr K

rrpr4MeHeHr4ro s@anzpensa B

na.ransHofi Ao3e (crnr.

pa3Aenbr 4.2 u 4.4).

ArxalozAbr clopbrHbr4 (nxnro.raa,
HO He OfpaHprrrBaflcb: SpfoTaMLrH 14

Allrl4Apoeproranlv u)
(cy1cmpambr CYP3A4)

Hecuorpa Ha To, rrro
cooTBeTcrByroqr4 e
prccJreAoBaHkrfl He
Irp oB oAr4 lrr4cb, Bopr4KoHa3 On

MO)KeT rrpr4BoAr4Tb K

rr o BbrrueHLr ro Ko HrI eHTp a\nit
arrKaJror4AoB C[OpbrHbr4 B

ura3Me v, KaK cneAcTBr4e, K

IfporunoroKa3aHo (uur.
pa3ren 4.3)

JIypasra4oH
(cydcmpam CYP3A4)

Hecuorpr Ha To, qro
cooTBeTcrByrour4 e

r4ccneAoBaH[fl He

npoB oAr4 rrr4cb, Bopr4KoHa3 On

MOXeT CyrqecTBeHHo

rroBbrrrraTb KoHrIeHTpar\vkr
nypa3vAoHa B rrJra3Me

IfporunorroKa3aHo (crur.

pa3Aen 4.3)



Ir.pcrneHHoe cpeAcTBO
il;wa H rc.u e s aurw o d e fic me un)

f-t.-rXCerOn
:,6cntpam CYP3A4)

PrrQa6yrzH
I c tLt bHbrii uudyrcmop Cyp 4 5 0)

300 r'rr 1 plcyr

i300 ur I p/cyr (upz coBMecrHoM
rrpr.rMeHeHr4r4 c BOprrKoH€l3OJrOM B

Ao3e 350 nrr 2 plcyl.

300 nar 1 plcyr (npz coBMecrHoM
rrpr4MeHeEr4rr c Bopr4KoHa3OJrOM B

Ao3e 400 nar 2 p/cyr)-

Brauuo4eficrnue
trfsMeHeHrrfl
feoMeTprrqecKof o
cpeAnero (o/o

PenoueHAarlrrrd
OTHOCI{TEJIbHO COBMECTHOTO
rrprrMeHeHrrfl

Hecuorpa Ha To, qro
cooTBeTCTByrouue

zccneAoBaHl4fl He
rrpoBoAr4 rrr4cb, BOpkrKoHiB On
MOXeT cyxIecTBeHHO
floBbrrrraTb KOHrIeHTparJprvr
H€IIIOKCE|OJIA B INA3MC

ffpornnoroKa3aHo (*.
pasger 4.3)

C.* BopklKoHa3ona J na
69%
AUCI Bopr4KoHa3ona J Ha
78%

llo cpaBHeHzro c
BOpr4KoH€BOnoM B AO3e
200 nar 2 plcyr,
C-* Bopr4KoHirona I ua 4 %
AUCI BopkrKoHa3ona J Ha
32%

C-* pu$a6yruna t Ha
19s %
AUCI pusa6yruua t na
33r %
llo cpaBHeHr4ro c
BOpI,IKOHtL3OJIOM B .4O3e
200 ur 2 plcyr,
Cn'* BopkrKoHa3ona t Ha
r04 %
AUCI Bopr4KoHa3ona t Ha
87%

cOBM9CTHOTO [pr4MeHeHr4'
Bopr4KoHiBona u pu$a6y rr4Ha,
3a r4cKnrorreHneM Tex cJryqaeB,

Cnelyer

KOrAa oxnAaeMar [onb3a
lpeBbrrrraeT Bo3Mo>xurrfi pr4cK.
flo44epNtrBaron\afl Ao3a
Bopr4KoHa3ona MolKer 6rrrt
yBenr4qeHa Ao 5 ur/r<r
BHyrpr4BeHHo 2 plcyr Lrrrkr c
200 ur Ao 350 Mr rrepopitrrbHo
2 plcyr (co 100 ur ao 200 ur
repopilrrbHo 2 plcyr y
rrarlr4eHToB c uaccoft Tena
MeHee 40 rcr) (cna. pa:4en 4.2).

COBMCCTHOM
rrpr4MeHeHr4Lr puf;,alyruna u
B Opr4 KoHa3 Ona peKoMeHAyerc,
TrrlaTenburrfi KOHrponb
rroKa3areleft o6uero aHanu3a
KpoBr4 Lr HexenaTeJrbHbrx
pearqzfi Ha pu$a6yrun
(naupuvrep, ynezra).

PzQananLrrJr4H (600 r.-1lcyg
(cunauatil uudyrcmop Cyp 4 5 0)

C-* BopkrKoHa3ona J na
93%
AUCI Bopr,rKoHa3ona J Ha
96%

flpornnorroKa3aHo (*.
Pasaer 4.3)

l5



JaiepcrBeHHoe cpeAcTBO
trru a H us M e s a alwo d e fi c mo un)

hrroHasup (ururwoz@
e-rLtbHbtit uudyrcmop Cyp450;

izzudumop u cy1cmpam Cyp3A4)

BucoKaq Ao3a (400 wn 2 plcyr)

Hzsxa.f, Ao3a (100 vr 2 plcyr).

BgarMoAeftcrnHe
lfgMeHelatafl
feoMeTpr{qecKofo
cpeAHero (o/o

Percoprep.ila\nu
OTHOCIITEJIbHO COBMECTHOTO
rrpr{MeHeH|I.fl

C-* u AUCI pr4roHaB r4pa e
C-* Bopr,rKoH a3ona J ua
66%
AUCI Bopr4KoH€Bona J Ha
82%

C-* pr4roHaBupa { na 25 %o

AUCI pr4roHaBr4pa J na
13%
C-* Bopr4KoHa3ona J ua
24%
AUCI BopuKoHa3ona J Ha
39%

CoslaecrHoe rpr4MeHeHr4 e
BOpr4KoHUBOna r4 BbrcoKkrx no3
pzroHaBupa (400 rr,r 14 Bbrrrre
2plcyr) rporrrBorroKa3aHo
(cu. pas ner- 4.3).

Cne4yer us6erarr
OOBMeCTHOTO [prfMeHeHr4'
BOpkrKoHiBOna u pkrToHABVpA B
Hr43Kr4x Ao3ax (100 nr 2
plcyr), 3a r4cKnroseHkreM rex
cnyqaeB, KOfAa cooTHOrrIeHI4e
rroJrb3br Lr prrcKa orrpaBAbrBaeT
rrpr4MeHeHr4 e Bopr4KOHa3 Ona.llpenaparrr ---3"ep"6o"

rrpoAbrprBJreHHofo
(undyrcmopbt Cyp4 5 0,. uudyrcmopbt
P-enurconpomeuua)

300 nlr 3 plcyr (conuecuro coAHoKparuoft Aosoft
Bopr4KoHa3ona 400 ur)

Corrtacrro AaHHbrM oAHoro
ony6lzxoBaHHoro
He3aBI4Cr4MOfO

I4CCneAoBaHr4fl.

AUCo-* Bopr4KoH€Bona J na
s9%

ffpornnorroKa3aHo (cna.
passer 4.3)

(cyicmpam Cyp3A4)
Hecuorpa Ha To, rrro
cooTBercTByrour4e
r4ccneAoBalJl4fl He
np o B oALr rrkrcb, B Op 14 K O H€!3 O Jr,
BeporTHO, MOXeT
cyqecTBeHHO yBenkrLrkrBaTb
KOHTIeHTp arJr4kr TOJrBarrTaHa
B TIJIA3ME KPOBI4.

ffporznoroKa3aHo (*
passer 4.3)
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cpeAcTBO
u7v Ggoultodertcmeun)

Beagronraxc
,,q,dcnrpam Cyp3A4)

Bgaupro4eftcrnue
lfgMeHelg.trs
feoMerpnqecKofo

Percoivrelailarfiru
OTHOCIITEJIbHO COBMECTHOIO
rrpr.rMeHeHUq

Hecnaorp.a Ha To, qro
cooTBeTorByroulr4e

I4CCneAoBaHUfl He
rrp oB oAr4 rrr/cb, B opr4 KoHa3 O Jr,
BeporTHO, MOXeT
cyuecTBeHHO yBenr4rrr4BaTb

KOHrIeHTparJLrr4

BeHeTOKnaKca B [na3Me
KpoBkr.

O4Honpeuenurrft 
"prre,BOpr4KOHiBOna

lpoTr4BorroKiBaH B Haqiure
Tepanuu
BeHeTOKJraKcoM Lr BO BpeM,q
roA6opa Ao3br BeHeroKnaKca
(cna. par rct 4.3). Heo6xoAr4Mo
cHr4xeHr4e Ao3bI BeHeTOKnaKca
B COOTBETCTBKII4 C

14HcrpyKgueir
rrpr4MeHeHLrro

TIOCTO'HHOM C}KCAHCBHOM

AO3 r4p oB aHLrw; p eKoMeH Iy er a fl
Trrlarenbnrrfi MoHktropr4Hr
Irpr4 3H aKOB TOKCT4 rrHo cTI,r.@rryxona3on (200 nn. -- p/cy|

(unzu1umop Cyp2cg, Cyp2btg , s7%
AUCI BoplrxoHiBona t Ha
79%
C-* Snyronasona Hly
AUCI Qnyr<oHasona H/y

Cn'* BopLrKoHurona t na
Ao3br wluttu qacroTbr
rrpr4MeH elJz'fl BOpkrKoH a3O na u
Qnyxonasona rpprBeno 6rr K
I4CIIE3HOBCHI4IO AAHHOIO

HenssecrHo, KaKoe ctt*a""e

e$Qexra. llpz rpr,rMeHe HkrLr
BOpr4KoHa3Ona

HelocpeAcTBeHHO rrocJre

@nyxoHasona peKoMeHAyerc{
[poBoAr4Tb MOHr4TOpr4Hf
HelxeJraTeJrbHbrx pearqzfi,
cBr3aHHbrx c [pr4MeHeHr4eM
BopkrKoHit3ona.
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ferapcrBeHHoe cpeAcTB(
(nuan uzm e s a utw o d e ficme un)

BganMoAeficrsne
lfgtvreHeHrrfl
feoMeTprrqecKoro
cpeAHero (oh)

Percovreua \vv
OTHOCIITEJIbHO COBMECTHOTO

nprrMeHeHufl

Oenrarorau
(cy1cmpam CYP2C7 u cunuuuril
uudyrcmop CYP450)

300 rr,rr I plcyr

300 rvrr I plcyr (npz coBMecrHoM
rIpr,IMeHeHItVI C BOpI4KOHa3OJIOM B

Ao3e 400 nr 2 plcyr).

C-* BopI,IKoHiBona
49%
AUCI Bopr.{KoHa3oJra

69%

JH

C-* SeHurozna 1 sa 67 o/o

AUCI Seuurouua t Ha
8r%
llo cpaBHeHlrro c
BOpr,rKoHa3oJroM B AO3e
200 ur 2 plcyr,
C-* Bopr4KoniBona 1 rna

34%
AUCI BoplrKouirona t Ha

39%

IIoAAepxr4Baro
BOpr4KOHa3Ona

nar/xr BHyrpr4

r4rru c 200 na

repopitrrbHo
100 ur rc 200
2 plcyr y raqlr
reJra uenee 40
4.2).

Cne4yer LI3OEIATb

coBMecTHofo rrplrMeHeHr4t
BoprrKoHinona 14 QeuurozHa,
34 LICKJIIOIIEHLICM TEX CIYIIAEB,
KOrAa OX{I,IAaeMa{ rIOJrb3a

[peBbrrrraer Bo3MoNHrrfi pracK.

PeroueuAyercr rrrlarenbnufi
KOHTpOnb yponuefi

$enuronHa B rrna3Me KpoBr{.

Oenzroun MO}KET

rrpkrMeHrTbcr coBMecTHo c
BOpLtKOHa3OJTOM, CCJII4

Jlerepnronrap
(undyrcmop CYP2C9 u CYP2CIg)

C** Bopr4Koua3ona J Ha

39%
AUCo-rz BopI4KoHa3ona J na
44%
Cn - BoplrKoHit3ona J Ha
51 %

Ecrz Her Bo3MoxHocTr4
rag6eNarr coBMecrnoro
rrpr{MeHeHr4fl BopHKoHiI3O JrA H

nerepMoBvpa, cneAyer
KOHTpOnr4pOBaTb CHr{XeHLre

sQSercrvBHocrtr
BOpI,IKOHa3Ona.

@rryrnoKcarlnnnr{H
(uudyxmop CYP450)

Coo6rqalocr o
3HAIII4TEJIbHOM CHI4XEHI4T4

KOHTIeHTpATJJ'.ILT

BopktKoHa3ona B nJra3Me

KpoBr4. cneAyer KoHrponlrpoBarb
cHrxeHrre eSSexrzBHocrrr
BopI,IKoHa3oJra (Hanpunrep, c
IloMorllblo TeparreBTl,IqecKofo
neKapcTBeHHofo
MoHt4ropzura); Molrer
norpe6oBarbc.rr rroBbrrueHr{e

AO3br BOpr{KOHil3 Orra.

l8



JlercapcrBeHHoe cpeAcrBo
(u exaa w.rw e s a uJw o d e rtc me un)

BgarproAeftcrnr.re
lfrprenelg.nfl
feoMeTpIIqecKofo
qpeAHero (%)

PercopreHAarlru
OTHOCTITEJIbHO COBMECTHOIO
[prrMeHeHr.rfl

fnasAerra6
(cy6cmpam CYP3A4)

Hecuorpx Ha To, qro
cooTBeTcTByrOque

14 ccneAoBalIkrfl He
rrpoBoAr4Jrlrob, BOpr4KOHa3OJr,

BeporTHo, yBenr4qt4BaeT

KoHueHTparlr4ro uasAeru6a
B IrJriBMe KpoBr4 pI rroBbrrrlaeT
pI,ICK y.4nLrHeHl4fl LIHT epBilla
QTc.

Eclu HeJrb3r ras6exarr
coBMecTHOfO rrpvMeHeIcr4fl,
peKoMeHAyercq qacrrtft
MoHr4ropnnr 3Kf (cnr. pas4en
4.4).

ll4uru6uropbr rrlpo3rHKr,rHa3br
l(nr<nrovaa, Ho He orpaHr4qr4Biurcb:
axcurunu6, 6osyrvnz6,
xa6osaHruuu6, gepurunu6,
r<o6uuerunu6, aa6paSertu6,gasaruuu6, uutornuu6,
cyuuruuu6, u6pyruuu6,
pz6oqrar tu6)
(cy6cmpamw C ,3A4) 

I

lrr

lHecMoTpr Ha TO, rrTo

lcoorBercrByrou[et-r4ccneAoBaHl.Ifl He
lpoBoAr4 rrLrcb, Bopr4KoHiBOn
MOXET TIOBbIIIIATb
KOHrIeHTparIuro B frJra3Me
KpoBI,I I4Hr

TlIpo3LrHKr4 H€t3br,

uera6olr,r3r4pyeMhr
CYP3,A4.

Ecnra HeJrb3r us6eNarr
coBMecTHOrO [pr4MeHel1.r4s.,
peKoMeHAyeTCr cHr4xeHr{e

Ao3br uuru6uropa
Tr4po3r4HKtrHil3br kr

Trrlarenbnsrft KrrlHr{qecruft
MoHr4ropzur (cu. p€BAen 4.4),

AsruroarynsHTbr

BapSapzu (o4noxparHrrft rplreM
B Ao3e 30 rvrr coBMecrHo c
Bopr{KoHa3onoM 300 nar 2 plcyr)
(cy1cmpam CYP2C7)

{pyrrae repopiubHhre KyMaprrHbr
(nrcrnovar, Ho He orpaHr,Irl r4Baflcb:

Q ennponyMoH, aueHoKyrr,rapon)
(cy1cmpambr CYP2Cl u CyHAel

Marczu€rrrbHoe yBenr4 qeHlr e
rporpoM6zuonoro
BpeMeHI,I 

-npu6tmsr4reJrbHo n 2 pasa.

PeroueH Ayercfl Trrlarerrbnufi
MOHT4TOpI{Hr

rrporpoM6zuosoro BpeMeHr4

vrv Apyfr4x
cooTBeTcTByrOqr4x

loKa3areleft Koarynrrllzkr;
Ao3y AHTIIKOAIVJISHTOB

cneAyer cKoppeKrprpoBarb
cooTBeTcTByroqzrr,r o6pas onr.

Hecuorp.a Ha ro,
cooTBeTcTByrorrlkre

lrccneAoBalJprfl,

IITO

HE

rrpoB oAr4 rrkrcb, Bopr4KoHa3 On
[ocooeH TIOBbIIIIATb

(o HrI eHTp ArILrr4 KyMapkr Ho B B
IJra3Me, r{To MOXeT
IpLIB9CTLI K yBenkIrIeHI,Irc

rporpoM6zHosoro
lpeMeHu.
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JlenapcrBeHHoe cpeAcrBo
(nuaa usrtr ffi auMo d e rtcme un)

Bran*roAeficrsHe
llrueneld^ufl
reoMerprrqecKoro
cDe,tlHero (o/o)

PenoueHAaIIun
OTHOCIITEJIbHO COBMCCTHOfO

rrprrMeHeHIIq

I,Inara(prop
(cydcmpam CYP3A4)

Hecnaorpr Ha ro, rITo

cooTBeTcTByroIqre
I4CCJIEAOBAHLTfl, HE

npoBoAI4JIrICb, BOpLIKOHtI3OJI,

BepoflTHo, MOXer rIoBbIIIrarb

lJra3MeHHbIe KOHIIeHTp awrL
unara(propa oAHoBpMeHHo c

pI,rcKoM IloBblrueHl4t

BepoflTHocrl4 pa3Bvrvrfl

HexeJlareJlbubx Pearqufi .

PeronaesAyercq cHIl)KeHLIe

Ao3bI unaraSropa.

BeHsoAIauBerILIHbI (cy6cmpambt

cYP3A4)

Mu.uasonana (0,05 ur/xr
BHyrpr,rBeHHo o4Horcparno)

MrAasonaNd (7,5 Mr
o4norparno)

IIepopitilbHo

Couacrro AaHHrIM oAtroro
ouy6wrroBaHHoro
HE3ABI,ICI4MO|O

r4ccrleAoBalJkrfl,,

AUCo-* MllAa3onarr,ra J n 3,7

pa3

Couauro AaHHrIM oAnoro
ouy6rumoBaHHoro
He3aBI{CI4MOfO

LIccneAoBaHr4s.,

Cn,* MLIAtBonaI\{a t n 3,8 pas

AUCo-* MI'IAa3onaMa t B

10,3 pas

Hecuorpr Ha ro,
cooTBercrByroIIIue
r4ccneAoBaIJr[fl.

IITO

HC

rrpoBoAI,IJII{Cb, BOpI4KOHa3OI

MO}KET IIOBbIIIIATb

rrrra3MeHHble KOHIIeHTp A\VU

ApyrrIX 6eHsoAI,Ia3elI'IHoB.

uera6olI43LIpyeMbIX
CYP3A4, qro, B cBorc

oqepeAb, Moxer [pLIBeCTI4 (
bHoMy ceAaTrBHoMy

e6Oercry.

Crre4yer paccMorperb
BO3MOXHOCTb CHLIXeHI,I' AO3bI

6ensoALIuBerILIHoB.

20



HOAerrpeccaHTbr

(cy6cmpembt CYP3A4)

Cuporurrryc (pasoBiur Aosa 2 ur)

Snepolznryc
(marccrce cy6cmpam P
eruKonpomeuua)

CoruacHo AaHHbrM oAHoro lConnnecrHoe npr,rMeHeHr4e

ouy6nznoBaHHoro lnopunoHa3oJra r,r crdponr4Myca

He3aBlrcr4Moro lnporunorroKa3aHo (unr.

uccneAoBankrfl, C-*lpasael 4.3).
ckrponr,rMyca t B 6,6 par;a

AUCo-- cl4ponl{Myca t s 1l
pa3

TITO

HE

rrpoBoAr,r lrr4cb, B opr4KoH il3 o Jr,

BepoflTHo, MolKer
cyuecrBeHHo yBenI,IrII4Barb

KOHTIeHTpAuxI{I

sBeponr4Myca B rrJra3Me

KpoBrr.

C** rlr4Knocropr4Ha t Ha
I-{uxuocnopr4H (y peqrrrr4eHroB coltZ %
cralutrcHoft Synrqzeft roqeqHorolAucr uuKJrocnopr,rHa t "aTpaHcrnaurura, rofiyqarcrukrxl70 %
III{KJIOCIOpI,TH HA rrpoTflxelJvlrL

AJIHTenbHOf O npervrenu)

Tarporznryc
0,1 nar/rr)

(pasonar

tr7 %
AUCI raKpoJlrlMyca
22t %

yponuefi rIr4KJrOCrOpV Ha

IpI4BOAI,IIO K pa3BI4TI,Irc

neQporoKcr4qHocrr,r. llocre
3aBeplIeHI,Iq repailr4r,I

BOpr4KOHa3OnOM CneAyeT

TIIIATENbHO KOHTPONI4POBATb

ypoBHr4 rlr{Knocnopr4Ha r rprl
Heo6xo.4zMocr[ nossrcrarr
efo Ao3y.

B cnyqae HaLrara repailvtr
Ao3alC,''* raKponllMyca Ha I 

BOpT4KOHa3OJTOM y rIaIII4eHrOB,

Hecuorpa Ha ro,
cooTBeTcrByrorrlkre
I4CCNEAOBAHITI,

ConruecrHoe [pr4MeHeHr,re
gBeponvMyca r4 Bopr,rKoHiBona
He peKoMeHAyercfl,

rrocKonbKy rrpeAlonafaeTofl,,
qro Bopr.rKoHil3oJr

3HAqUTEJIbHO IIOBbIIIIACT

KoHUeHrpArryrkr 3BeponuMyca
(cnr. pas ael 4.4).

B cnyqae Ha'rura reparllll4
BOpT4KOHa3OJTOM y rraUUeHTOB,

yx(e nollyqarcqux
IIVKIOCnOpI,IH,

peKoMeHAyercfl BABoe

OHI,I3I{Tb AO3y UI,IKJIOCIOpI,IHa

r,r rrrlarerrbHo KoHTponr4poBarb

ero ypoBHr{. llosrrmeHl4e

llocre

yxe ronyqarcIIIrx

HalraKpoJrr4Myc, peKoMeHI.yercfl

cHr43r4rb Ao3y raKponr4Myca Ha

TpeTb vr TrrlaTenbHo

KoHrponr4poBarb ero ypoBHr4.

flosHureHrae ypoBHer4

TaKponr4Myca [pI4BoAI,Ino K

put3Br4Tkrro

neSporoKcr4rrHocru.
3ABEDIIIEHI4' ptkl
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psrBeHHOe cpeAcrBo
Hu3tw ffiaaJwodeilcmeun)

Bsarltvro4eftcrnue
lfslreHeHrrfl
feoMeTpI|qecKOfO

PercovrenAaulrr,t
OTHOCIITCJIbHO COBMECTHOIO
rrprrMeHeHrrfl

Onzarrr Anr4renbHoro rcnirnus(cy6cmpemw Cyp3A4)

Oxcuro4on (pasoB€ur Aosa l0 nar)
CouacHo AaHHbrM oAHoro
ony6nzroBaHHoro
He3aB14CtrMoro

I4CCneAoBalJkrfl.

C-* OKCI,IKOAOHa1 B I,7
pa3a

AUCo-. oKckrKoAona tn 3.6

Cne4yer pacconorperi
BO3MOXHOCTb cHr4xeHr4r,4o3br
oKckrKoAOHa 14 Apyrr4x
olI,IaTOB AJrI,ITenbHoro
geitcrnnn,
uera6olr43r4pyeMhrx Cyp3 A.4
(Hanpuuep, rlrAporo4oHa).
MoNer norpe6oBarbc,
.Iactrrft KoHTponb
HexeJraTeJrbubrx peaxqufi,
BO3HLIKAIOIIIKIX NPLI

pvMeHeH.uu orrvaToB.MeraAou (32-100 ur1*,',''1r
(cy1cmpam Cyp3A4) (arrznHoro) t na 3l %

AUCI R-naeraAoua
(arrznuoro) t na 47 %
C-* S-uera4ona t sa 65 %o

AUCI S-uera4ona t Ha
r03 %

C-* R-rr,reraaoHa

KOHTpOnb HexenaTeJrbHhrx
pearqufi 14 BburBJreHLr e
Irpr43HaKOB TOKCI4TTHOCTT4

MeTaAOHa, BKrroqiur
yAnLrHeHLre r,rHTepBir[a eTc.MoNer uorpe6oBarbc,
cHilXeHr4e Ao3br MeTanoHa.

Pexoueu lyercfl .racrrrft

Hecrepor{AHbre
IIp oTr{B oB O CnarrI,ITeJrbHbre
cpeAcrBa (HIIBC) (cy6cmpambt
cYP2Ce)

LI6ynpo0eH (pasonaa Ao3a
400 ur)

{zrnoQeHaK (pasonaa Ao3a
50 ur)

C'n* S-z6ynpo$ena t Ha
20%
AUCo- S-z6ynpoQeHa
tHa 100%

C-* 4zrcno$eHaKa f Ha
tt4 %
AUCo-* 4zrnoSeHaKa t na

PercoueuAyeTcr .racruft
KOHTpOnb HexeJraTeJrbHbrx
pealcqzft u rpLBHaKoB
TOKCI4qHOCTI4, BhBBaHHbrx
HIIBC. Moxer
uorpe6oBarbcs cHzxeHrre
Ao3br HIIBC.



HHOe cpeACTBO
u3M $aunodeitcmeun)

BsarlDro4eficrrue
lfgDreHeHrrfl
reoMeTpr.rqecKof o

PercopreHAarInrl
OTHOCIITEJIbHO COBMECTHOIO
rrprrMeHeHrrfl

CYP2CIg u Cyp3A4)

onaeupason (40@
(yyllOynop CYp 2 C I g ; cy1cmpam

C.* oMelpirona
rt6 %
AUCI oMenpa3ona
280 %
C-* BOpI4KOHiBOna

rs%
AUCI BoplrKoHiBona
4t%

Bopnrcouiron MoxeT TaKXe
unru6npoBarb uera6olzsu
u Apyrux avru6nropoB
IIpoToHHOrO Hacoca,
rBnrrolr1nxcfl cy6crpar aMu
CYP2C19, qro Moxer
TIpLIBeCTI4 K rroBblllreHzro
KoHrleHrpa\uit orlrx
neKapcTBeHHhrx cpeAcTB B

Koppexqzr
BOpLTKOHtI3Ona

peKoMeHAyercq.

B ciryqae HaqaJra Tepankru
BOpzKoHa3onoM y [aqzeHTOB,
yxe nonyqaroqux oMerpil3on
B Ao3ax 40 nar krlrnr Bblrrre,
peKoMeHAyerc.[ cHr43ZTb Ao3y
oMenpa3ona BABOe.

flep op anbuhre K o Hrp arl e rrr"""il(qt6cmpambt Cyp3A4;

crpaAr4On

Ha 36%
AUCI srLrHkrJrocrpaALrorra t
ua 6l Yo

C-* HopsrrlcrepoHa t Ha
15%
AUCI HoporucrepoHa t Ha

C-* grrrHrrJrgcrpaAlrona

s3%
Crn* BopI4KoHiBona t Ha
14%
AUCI Bopr4Konirona t Ha
46%

HexenaTeJrbHhrx pearqzft,
cBr3aHHhrx c [pr4MeHeHLreM
BOpLIKOHA3OTTa,

per(oMeH 'yeTc, MOHkrTopr4H
v HexenareJrbHrx pearqnft,
cBr3aHHbrx c npLrMeHeHUeM
opiurbHhrx KoHTparIerrTLrB OB.

Ilouzuo Mo;;;;;MOHr,ITOp14Hra

\
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eHHOe cpeAcTBO
(n ex aru az u e s a arw o d e rt c m-e aa)

BgauproAeficrnne
lfsMeneHrrfl
feoMeTpuqecKofo
cpeAHero (o/o

PercopreHaa\nu
OTHOCIITEJIbHO COBMCCTHOIO
rrprrMeHelilnfl

Ouuarrr KoporKoro aefi crnra,fl

AnrSeuraHr4rr (20 urcr/rr
oAHOKpaTHO rrpkr coBMeCTHOM
rrpr4MeHeuLrv c HitJroKcoHou)

OeHrauzn (pason as, Io3a5 narr/rr)

Coruacuo AaHHbrM oAHoro
ouy6nzr<oBaHHoro
He3aBkrc14MOro

LICCneAoBaHLrfl,

AUCo-* anrsenr alkrna tn 6
pit3

Couacuo AaHHbrM oAHoro
ouy6nzroBaHHoro
HC3ABIICI{MOrO

r4ccneAoBaHLrs,,

AUCo-* @enranzna t s 1.34

BO3MOIKHO CTb cHI4 XreHI4.rI AO3br
alrQenralkrrra, SeuraHzla Lr

Apyr[x orrr4aToB KOpOTKO|O
geitcrnun, noAo6urrx rro
crpyKrype anr$enraHvrny n

pacruupeHHoro u qacTofo
KOHTpOIT c qenbro BburBJreHr4,

yrHeTeH14s
Abrxarenrnof Qynxqzz n
APYTI4X HeXeJIaTeJIbHbrX

uera6olLr3krpyeMhrx Cyp3A4
(Haupznrep, cy$enranuta).
Pexouen qyeTcfl rrpoBeAeHr.re

peaxquft, cBfl3aHHbrx
rrpr4 MeHeHr4 eM O rrr4aTo B.Craruuu

(cy6cmpa
Hecnaorpr Ha To, qro
cooTBeTCTByroIIIr4 e
r4ccneAoBAELrfl He
tlp oB oApr rrurcb, B Opkr KoH€t3 o Jr,
Bepo.rITHO, tIoBbIIIraeT
rrna3MeHHbre KOHTIeHTp arI]ZILr
cTaTZHOB,

naera6ol14 3r4pyeMbrx
CYP3A4, qro, B cBoro
oqepeAb, MoxeT npr,rBecTr,r K

AOMZOnT4

B cnyqarrx, Ko.ai
HeBo3MoxHo vs6eNarr
OOBMeCTHOTO [pr4MeHeHr4,
BOpr4KOHa3OJra v oTaTI.IHOB,
uera6ollr3r4pyeMrrx Cyp 3 A4.
cnelyer paccMorperb
Heo6xoAr4Mocr6 cHnlteunfl
AO3br cTaTkrHoB.

flpenapar' cym6ffi
(nxlrovaa, Ho He orpaur,rq LrBaflcb:
ron6yrauu4, rrrr4rrr43LrA,
ruu6ypus)
(cy1cmpambt Cyp2Cg)

Hecuorpa Ha To, rITo

KoHrleHrparryrv rperaparoB
cym@oru4rMorreBr4Hbr B
TIJIA3MC U BbI3bIBATb
fIIIOIJIKIKEMI4IO.

cooTBeTCTByrouI14 e
r4ccneAoBaH'Idfl He
[poBoAr4 rrkrcb, B Opr4KOHa3 On
MO)KET IIOBbIIIIATb

PexonaeuAyercr TrrlaTenbsrrft
KOHTpOnb ypoBH_rr DrroKo3br B
KpoBr4. Cne4yer paccMorperb
neo6xo4krMocTb cnr4)Kelufl
Ao3bI rperaparoB
cym Q oru4 rMorreBr4Hbr.

HO He o rpaH?r q uBaflcb : Br4HKpr4cTr,r H14 nurtltacrzn)
(cy6cmpamu Cyp3A4)

Anxarora4rr 6ap"""x--@rcnrovaa, Hecuorpx Ha To, qro
cooTBeTCTByroIIILr e
I4CCneAoBaHprfl. He
rrpoBoAlr lrkrcb, BOpr4KOHa3 On
MOXeT loBbrrrraTb
KOHUeHTp arJkrr4 arrKanor4AoB
6apnzHxa B rrJrtnMe Lr

Irpr4BoAr4Tb K
ueftporoKcr4qHocrr4.

Cne4yer pacconorperi
BO3MOXHOCT6 CHtDKeHr4{ .4O3bI
aJrK€lJror4Aon 6apBr4 HKa.



[orapcTBenHoe cpeAcrBo
(xu.an usu e s aurw o d e ficme ua)

BgauDrogeftcrnne
lfglreHelg.lafl
feoMeTpnqecKoro
cpeAHero (%)

PercopreHAarlrtr
OTHOCIITEJIbHO COBMECTHOIO

rrprrMeHeHrrfl

ropbr rrpoTea3hr
ag., Ho He

caKBr4HaBr4p,

nen$raHanrap).

uueu6umopbt

BOpr4KOHiL3OJr MOX{eT
uwru6npoBarb Mera6oil4sl,r

Moxer norpe6oBarbct
TrrlarenbHoe Ha6nroAeHr{e c
rlenbro BburBJreHLrfl, rrpLr3HaKoB

neKapcrseHHofi ToKcr4rrHocrt4
uluttu oTcyrcrBr4,rr
e$QercruBHocrr4 rrperapara, a
TarcKe KoppeKrlr,rr Ao3br.

[pyrue HeHyKJreo3r{AHhrl
unru6uropbr o6parHoi
rpaHcKpr4rra3br (HHI4OT
(nrlrouaa, Ho He orpankrrrnBaflcb
AenaBr4pIVH, uenupauuu)
(cy1cmpamw u uuzu6umopu
CYP 3A4, uudyrcmopat Cyp 45 0)

)
I

KrzHIa.IecKI,Ie
I4CCIeAOBAHLTfl H(

[poBoAr4Jrlrcb. Pesylrrarr
r,rccJreAosanufi in vitrt
rKa3brBaloT Ha TO, qT(

HHI4OT Moryl
nwru6upoBarb uera6olzgv
3Opr,IKOHa3OJIa, e

lopt4KoHut3oJr MO)Ke]
*tru6upoBarb uera6olzgv
fHI4OT.
fauurre o BTILIflHI4A

rQanupeH3a Ha Bopr4KoHiBon
ro3BoJrrroT cAenaTb BbrBoA o
roM, rITo uera6olzsnl
ropr4KoHil3oJra MOXeT
rcnilLrBaTbcg. rroA
teftcrsueu HHITIOT.

Moxer uorpe6oBarbcfl
TrrlarenbHoe Ha6nroAeHr,re c
Ilenbro BhurBJreHkrfl npLr3HaKoB
JleKapcrneuuoft ToKcr4rrHocTra

wluttu oTcyTcTBr4t
eSQexrzBHocrrr npenapara, a
rarcKe KoppeKrlr4r AO3br.

TperzHozn
(cy6cmpam CYP3A4)

lHecrraorpr Ha To, qro

lcoornercrByroqr4 e

r4ccneAoBalJkrfl He
rlp o B OAI,I Irr'gb, B OpI4KO HiI3 O JI

MOXET TIOBbIIIIATb

KOHrIeHTparIVro TpeTr,rHor,rHa

v IIOBbrrIIaTb pkrcK
HexenareJrbHbrx peaxqzft
(ucen4ooryxonb ronoBHoro
Mo3ra, rr4nepKilnrqueMzq).

Peronaen4;yercfl KoppeKrlr.rt

AO3br TpeTr4Hor4Ha BO BpeM.f,

IerreHr4fl Bopr4KoHa3OnOM kr

TIOCJIE ETO OTMEHbI.

Ifuruerur4uu (400 nar 2 plcyr)
(uecnequQuuecrcuil uuzu1umop
CYP450, nonbuttqem pH
ry!.yd oqH o zo c o d epcrcuuozo)

HA

HA

Cn'* Bopr4KoHa3ona

l8%
AUCI Bopr4KoHa3ona

23%

t
t

Koppexqrza Aosbr He
rpe6yerc,a
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psrBeHHOe cpeAcTBO
u3M ffiaunodeitcmeun)

BsanMoAeftcrnne
IfgpreHelans
reoMeTpuqecKofo

PercoueHAauru
OTHOCIITEJIbHO COBMECTHOIO
rrprrMeHeHrrfl

{arorcuu (0,25r.----plqr;
m P-znuKonpomeuHa

C-* AkIroKcI,IHa -'
AUCI AuroKcr4Ha *->

Koppexqz,a Ao3hr He

Llusunayvrp (800lli-l- plcyrl
(uuzu1umop u cy1cmpam Cyp3Ai)

C,n* LrHrLrHaBLrpa €
AUCI vHAkrHaBLrpo, <-+

C-* BOpLIKOHtI3OJIa e
AUCI Bopr4KoHil3oJra +>

Kopper<qzr Ao3br n.

Spurpona r4rrkrH (l r 2 pl cyr)
(uuzu6umop Cyp3A4)

Mar<p onr.rAHhre arr^6uorwo^

Aszrpour4rlr4H (500 nar 1 plcyr)

3* 
z AUCI Bopr4Kona3ona

B osAeft crBr,re Bopr4 KoHitsona
Ha 9pr4 Tp oMr4rlr4 H 14 nkr
il3 14 TpOM r4rfuH H e r43 B e CTH O .

3* 
z AUCI BoplrKoHit3oJra

Kopperqkrr Ao3br He
rpe6yercx

MurcoQeHonoBiur o"crrora (1 .
oAHoKparuo)
(cy6cmpam VJ@-
zJuokypoHunm

C-* rurarcoQeHorosofi
KI4CJIOTbI E
AUCI uuxo$eHorosoft
KKICJIOTbI E

Koppexqr4.f, Ao3br He
rpe6yercr

Koprzrocrepor4Abr

llpe,q"r3oJroH (pasonaa Ao3a
60 nar)
(cy1cmpam Cyp3A4)

C-* [peAHr43onoHat na
r1 %
AUCo-- rrpeAHkr3oronat na
34%

Koppercqzr Ao3br He
rpe6yerc.a

llaqzeHrrr, rpoxoArrrlre
AonrocporrHyro reparzp
BOpT4KOH€I3OJrOM 

14

KOprr4 KocTepor4AaMLr
(nrnrouaa r4Hriurqrlr4oHHhre
KOpTr4KOCTepokrAbr, Harrpr4Mep
6y4ec o u r4A 14 14 HTpaHa3 arrbHbre
KoprkrKocrepoz4rr), AonxHhr
HaxoAr4Tb0r rroA TrqaTeJrbHbrM
ua6moAeHr4eM Ha rrpeAMer
pasBurrr4fl 4zcQynx rlkrkr Kopbr
HaAloqeqHr,IKOB, KaK BO BpeM.rI
TepailI|III, TaK V IOCJIe OTMeHbr
BOpI,IKOHIBOna

Pauuru1nn (150 nrr 2 plcyr)
(noearutaem p H crcenyd ouu o io 3* 

z AUCI Bopr4KoHirona Koppexqzx Ao3br He



tlcpnrnbHocrb, 6epevrenHocrb rr JraKTarlrrfl

EeperreHHocrr

,IJanHrx o rpI4MeHeHI4I4 rlperapara BzSen4 y 6epeMeHHbrx )KeHrrIr4H HeAocrarorrHo.

B uccleAoBaHl4flx Ha )KI4BorHrx o6uapyx{eHa pelpoAyKTr,rBHas roKcktrrHocrb (crr,r. pasael 5.3).
floreuqzamurrfi pr4cK Anr rrenoBeKa Her43BecreH.

Bz0eu4 He crleAyer rIpI{MeH-f,Tb Bo BpeMq 6epervrenHocrl4, 3a rlcKJrrorreHr4eM Tex cnyqaeB, KorAa
oxl4AaeMa-fl rlorlb3 a l.nfl MaTepr{ rBHo npeBbrrrraer Bo3Moxrurrft pr4cK Ans rrnoAa.

Xesuznrr c .qeroponurru norenquaronr
Xenulranrr, cuoco6nue K Aeropol*AeHlrro, AoJrxHbr rrpvMeHrrb HaAelKHbre Meronbr
KoHTpauelqur4 Bo BpeM.rr Bcero Kypca rerreHzfl.

Kopnrnenue rpyArro
lauurte o IpOHI'IKHOBOHI4LI BopI,IKoHa3ona B rpyAHoe MonoKo oTcyrcrByror. llpu Har{are JrerreHr4t
rperaparou B urp eHA rpyAHo e BcKapMJrr4BaHr{e cneAyer rrpeKpar urb.

@eprulruocrr
B lrccleAoBaHr4r4 Ha Kpbrcax He orMerriurocb
caMoK (cna. pasaen 5.3).

HapyrreHLrfl pelrpoAyKrr4BHofi SyHKrIr4t4 caMrIoB 14

4,7. BruqHl're Ha cuoco6Hocrb yrlpaBJrrrb rpaHcrroprHbrMrr cpeAcrB ay1g v padorarr c
NIEXAHI{3MAMI,I

Bu0ena oKa3blBaer yMepeHHoe BIrr4flHVe Ha cnoco6nocrb ynpaBJrflTb rpaHcloprHhrMkl
cpeAcrBaMu u pa5orarb c MexaHIr3MaMI4. flpenapar Moxer Bbr3Barb rrpexoA,r{urr-e u o6parr4Mbre
HapymeHZt 3peHprfl, BKJIroqat HerIeTKocTb 3penLrfl, HapylreHuelyculeHr4e 3pr4TenbHoro
Bocrlpl4tlus u/uttn csero6o-f,3Hb. llpz HartrLrvrkr raKl{x ckrMrrroMoB rrarlzeHTbr AonxHbr zs6erarr
[oreHUkIiIJIbHo orIacHbIX 4eftcrnvit, nartpl4Mep yrrpaBnennfl TpaHcrroprHbrMr4 cpeAcrB aMLr rrrpr
pa6orrr c MexaHr43MaMr4.

4.8. HexelareJrbHbre peaKrlnu

llpo0znr 6esouacHocrl{ Bopl4KoHa3ona Anfl B3pocJrbrx ycraHoBJreH Ha ocHoBe o6relzneHsofi
6asrt AaHHbIX uo 6esoracHocrl4, rloJlyqeHHbrx y 6onee qena 2000 naqueHroB (u<nrouar 1603
Bpocnblx [aIII4eHTa B I4CCIeAOBaHI4'X C [pr,rMeHeHr4eM Bopr,rKoHa3ona [nfl leveHux) u
AorIoJIHI4TeJrbHo 270 nzpocJlblx [aIII4eHToB B klccneAoBaHtrflxc npr4MeHeHr4eM Bopr,rKoH a3ona Infl.
upoQularrkrKr4. Srz naIII4eHTbI rlpeAcraBn.rlor co6oft pa3HopoAHyro rpyrry, BKrroqarouyrc nr4rl
c reuo6nacro3aMu, BWI-vnQuqnpoBaHHbIX II4II c KaHAr4Ao3oM [krrrleBo [a 14 pespar<repHbrMr4
rpz6xonblMI4 nHserqra flMr4, rzq 6es ueftrpou eHvar c KaHAr44euzeft vrv acileprr4nne3oM, a raKl1e
3AopoBbrx 4o6poBonbrleB.

K Haz6oree qacrblM Hex{eJrareJIbHhIM peaKIII4tM orHoc rrlrkrcb HapyueHr4fl 3pe HLrg) nvpeKc1rfl,
cblflb, pBoTa' ToIrrHoTa, !.I/.apet, roJroBHaq 6olr, uepz$epl4qecKufi orex, oTKJroHeHLrfl or HopMbr
6uoxzuzqecKl4x rloKa3arelefi SyHxqIau flerleHr4, pecrrrlparopHrrft Ar,rcrpecc-crrHApoM kr
a6AouzH aJrbnafl 6onr.
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FrBrareJIbHbIe peaKIII'II4 6snu o6rtqHo nerKo urrr4 yMepeHHo BhrpaxeHbr.wrtoft 3aBLrckrMocTI'I 6esonacHocTr4 [penapara oT Bo3pacra, pacbr LrIrur
SOTBETCTBYIOqEM AHAIIT43E AAHH'IX HE B'ISBNCHO.

KrzHz.recKr4
lona npLr

B ra6nzlle Hull(e [eperrl4cJreHbl HexeJlareJlbHbre peaKrllrkr nro6ofi [pkrrrr4HHoft o6ycrroBJreHHocrr4
14r4x r{acTorHble KaTeropLrv B coorBercrBr4r4 c cr4cTeMHO-OpraHHbrM KJraccoM y tgi3B3poonbrx r43o6reAzueHHbIX reparleBrl4qecKoro (1603) v upo6ziaKrr4rrecKoro (270) r4ccneAo nanuir,
TIOCKOJIbXY oOTTUIIKIHCTBO I43 HI,IX HOCI,IJIO OTKPTNTTfi *UPUN"P.

B ra6nzqe [peAcraBJIeHbI HexeJlareilbHble peaKrlr4r4, crpy[[r4poBaHHbre B 3aBr4 crrMocrt4 orckIcreMHo-opraHHoro Knacca v qacrorbr pasBLrrr4fl. Kuta.opr" qacroTbr orrpeAenrrorc,cneAyloquu o6pasoM: orreHb rla_cro (> lll0); vacro (or > 111004; < lll1);Herracro (or > 1/1000
Ao < l/100), ); peaxo (ot> 1110 000 ao <'l/l000); oqeHb peAKo (<l/10 000) r4rrLrHen3BecrHo(uenosuo)KHo ycraHoBr{Tb rro r4Meroqr4Mcr AaHurm).

B raxrAoft xarero pkr4 LracTorbl HexenaTeJrbHbre peaKrlr4z rrpeAcraBJreHbr B rroprAKe cHr4x e*rrflcTeIIeHrr cepb e3Ho CTr,r.

He NelareJlbHble p e aKIII4I4 y rlonyqaBrrrr4x B opr'r KoHa3 on ., arlkr eHToB :

CHcrenrHo-
opraHHbrft rcnacc

OqeHr
vacro ()

r/r0)

rlacro
(or > 1/100 ao

<1/10)

Heqacro
(or >

l/1 000 ao
<1/100)

Pelrco
(or >

lll0 000 ao
<Ul000)

HeusnecrHo
(Henorvrolr(Ho
ycTaHoBrrTb

IIo
rrMeroIIIHMCq

4aHHnru)I,InQexqtrv Lr

I4HBA3PILI
CI4HVCIIT TICEBNOMCM

6paHosHrrfi
KOJILIT

!o6porcauecrBeHH
blee

3noKaqecTBeHHbIe

14 HeyTOrIHeHHbIe

uonoo6piroBaHr4t
(nxlrova.a Kr4crbr 14

uoluurr)

TINOCKOKJIETOq

Hrfi par
(nuro.rax
|IPK in situ
uttu 6ote3Hb
Boyeua)*,**

Hapyruenzr co
cTopoHbr KpoBr4 kr

lznrSarz.recxofi
C14CTEMbI

arpaHynorlr4ro
31,

IIaHIII4TOfreHl.Ifl

,

rporra6oqrarorre

HLIfl2,

leftroneHurfl,
AHEll{PTfl

HeAOCTaTOq

HOCTb

KOCTHOIO

MO3fa,

rzruQa4eHo
fTATI4fl,

eostmroSran
14fl

I.r4CCeMVrHLrp

OBAHHOE

BHyrpr4cocy

Ar4CTOe

cBepTbrBaHkr

e KpoBr4

Hapyrueuzr co
cTopoHbr

II4IIeprlyBC

TBI4TEJIbHO

cTb

auaSzlaxro
LrI'Hafl
peaKrlr4s
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-I

14MMyHHOft

CZCTCMEI

SH4orpzHHhre
HapyIIIeHr4.fl

HeAOCTaTOq

HOCTb

HaAnoqeqH

TIKOB,

rr4rroTLrpeo

3

rvIIepTr4peo3

HapyrueHz.a
uera6olr43Ma u

epzQepzu
rzfi orer

fI4IIOTJII4KEMI4.'T

,

TI4IIOKTIJILIEMLII,

)

rr4rroHaTpr4eMkr

fl.
IIczxra.recKLre

HapyIIreHr4.f,
Itenpeccr4fl,
raflfforIr4HilIU
VI,

TpeBox(HocTb,

6eccoHnVrI&,

TpeBoxHoe
nos6yx.qeHLre,

cnyTaHHOCTb

CO3HAHI,I'
Hapymenux co
cropoubr Hepnnofi
CI{CTEMhI

JIOBH€UI cyAoporr,
o6uopor<,
rpeMop,
n4rrepTo Hr4fl3 ,
rlapecTe3ns.,

COHJIUBOCTb,

ronoBoKpyxeH
VE

OTEK

TOJIOBHOTO

MO3ra,

euqeQalou
aTnfl4,

sKCrparkrpa
Mr{Arroe
paccrpoficr
Bo5,

uepuSepzu
ecKat
Heftponarz
fl., utaKcl4g.,

fI4[ecTe3LIt

AncreB3nfl

neqeHoqHa.fl

sHqeSanona
Tnfl,
ckrHApoM

luire:,:ra- E
appe,
Ht4CTafM

Hapyruenrax co
cropoHhr opfaHa
3peHLr.rr yrnelJufl

KpoBotr3lrr4flHkr

e B CeTqaTKy
HapyrueHr4e

co
cropoHbr
3pr'ITenbHor

o nepnaT,

oTeK Ar4CKa

3pr'rTeJrEHOr

o uepnas,
oKynofzpH
rrfi rpzs,
I'IdIJnOnr4fl

arpoQur-
3puTenbHoro
HepBa,

rroMyTHeHr.re

poroBr'rrlhr
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cropoHhr opraHa
cJryxa v na6r4pLrBra

ryroyxocrb
, BepTI4rO,

IIIYM B

HapyrueHzx co
cropoHhr cePArIa

HaIXenyAorrKo
Bafl apr4TMlzfl,

Taxl'rKapI.Idfl,

6pagwrcapgw

Su6putnrxrl
mr4

xenyloqKo
B,

xenyAoqKo
BAfl,

SKCrpac14cT

OIIKIfl,

xenyAorrKo
Bas,

TAXLTIr.ap!'U

9.,

yAnr4HeHr4e

I'IHTepBtIJIa

QT na
sneKrpoKap

Ar4OrpaMMe

t

HaAXenyAo
qKoBa.rr

raxnKapI.u
fl.

x(enyAorrKoB

afl
TAXkrI(.apI.Wfl

TUIjA
(rrkrpysr)
(torsades de
pointes),
IIonHa.f,

arpr4oBeHrp
r4KynflpHas.

6nona4a,
6noxaAa
HO)KKLI

ryqKa luca,
yslonofi
pr4rM

Hapyruenn_a co
cropoHhr cocyAoB

apTepr4arbHafl

|PITIOTCH3LIg.

HapyrueHax co
cTopoHhr

.Fxarenrnofi
cl{cTeMbr, opraHoB
rpy4Hoft KJrerKLr Lr

AOCTeHr4.rr

apyrreHr4e ocrprffi
pecruparopHbr
ir gucrpecc-
cr.rHApoM, OTeK

JICTKIIX

X.nyaoqHo-
KKIIIIEqHhIE

HapyIIreHLrfl }KI4BOTE.

xeftlzr,
Al'a9rerrgufl.,
3arop,
TI.IHTIIBZT

IrepLrTOH14T,

rraHKpeaTLr

t, otexruuft

'3bIK,
AyoAeHrrr,
racTposHre

PWT,
fjlOCCLITHapyruenua co

cTopoHbr IIeqeHLr Lr

xeIrIeBbIBOA'III14 X

oT HOpMBT

ZOXLIMI{qC

xeJrTyxa,
XOJTCCTATKI IrECK

afl )KenTyxa,
reuatnrlo

tIEIIEHOqHA

fl.

HCAOCTATOq
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oKil3aTene

Qynrqura
IIEqCHLI

rerraToMera
JILIfl,

xoJrerlzcTr4
T,

XOJICJII4TI4A

3
HapyrueHur
cTopoHbr Koxr4
rIOAKOXHbIX

rranefi

src$onraarLrBH
rrfi 4epuururr,
aJIollellr{.rl,
MaKynoraryne
3Ha"fl CbI[b,
3yA, 3pr4TeMa,

$orororcr4qHo
ctr**

CLIHAPOM

CruseHca

- {xonco
H?8,

ryprypa,
Kpal14BHLrrI

a,

iuneprr4rrec
t<uit

AepMarr4r,
IIaIIyne3Ha
fl cbIIIb,
MaKyne3Ha
r chrflb,
3K3eMa

TOKC14qECKI{

14

Srrr4AepMilrrb

Huft
uexponz3s,
rreKapcTBeHH

ar peaKrlLrfl, C

soszuo@ulz
efiu
ClICTEMHbIMI4

CI{MTITOMiIM

r.r (DRESS)8,
aHfr4oHeBpoT
u.recxzI
oTeK,

AKTI4HUIqECK

uit rceparo3*,
rrceBAorrop0
r4pr4fl,

MHoro0opM
Ha[,
9p14TeMa,

rrcopkrur3,

neKapcTBeHH

ar cbIIIb

JIIIAHKAX

uyrurcz*,
tnrox

Hapyruenraa co
cropoHbr
ulntevHofi,
cxenerHoft Lr

coeAI{HI,Irelrnoft
TKAHII

OONb B CIII4HC aprp?rr,
rIepl4o0TI,IT
***

,

HapyrueHzr co
cTopoHbr rroqeK Vr

MOrreBbIBOA.r{rrII4x

nyreft

ocrpiur
IIOqEqHAJI

HeAOCTaTOqHO

cTb,

fEMATVDLI'

HeKpo3

TIOqEqHhIX

KaHiIJrbrIeB,

rrpore14Hyp

O6uze HapyrueHr4t
r,r peaKIII4I4 B MeCTe
BBEAEHKI'

krpeKcnfl 6om s
rpy4nofi
KJreTKe, oTeK

ruqall,
ACTEHLIfl,

osso6

peaKrlr4r B
MECTE

uufiysuu,
fpr,ImlOIIOA

o6noe
sa6oresan
I4e
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14

bI
TIOBbIIIIEHHbIfi

ypoBeHb

KpeaTr4Hr4HA B

KpoB14

TIOBbIIIIEHH

F;IilI

ypoBeHb

MOqCBI4HbI

* HJIP, BbuIBJIeHHbIe B [ocTper}IcTparlr4oHHoM [epr4oAe* * Kareropza qacroTbl ocHoBaHa Ha pe3ynbr urax ua6moAareJrb'oro
lIctIoJIb3oBaHI4eM pe€ulbHbrx AaHHbIX lI3 BTopvqHbrx rrcToqHlrron wnQopMarlrrkr

lBKrro.IaeT' / 
ugefirnn'rerrrrh

krccnenoBaHLrfl
s lllseuzv.

ljrftJrruLlagI
2 rr LI HeLrTpo[eHI'Irc.- IJKJIIOqACT
, B-;;;;;; zqecKvro ryprvpv.

Mbrrru 14 TeTaHLrro.a Bxntoqaer [qecKI4-14[IeMl4qecKyro enqe$anonarkrro u veta1onwqecKyrogHrle0aJrorraTr4ro.
5 Bxnro.raeT aKarr43r4ro n napoarHcoHrz3M.
j_Ct. ryHKr <3prarenbHbre ,upy-r, r4fl>> Bpa:aene 4.g.7 B re'reHl4e rlocrperl'crpallrroHHoro [epr4oAa 6rr,, 3aperr' rpr4poBa n cnyuaftirpoAonx{r4reJrbHoro
^ 

HeBpr4ra 3pr4renbHoro HepBa. Cna. pa:4et 4.4.8 Crll. pasrc'n 4.4.
e,Br<movaeT 

Ar4crrHoo, oAhrrrrKy upr,r susz.recKof Harpy3Ke.l0 Br*oqaeT neKapcTBeHHoe [opaxeHr4e [eqeHkr, ToKcz.recKLrfr ferraTr4T, rerraTorlennronrrpHoe
. -IIopaxeHI1Ie IIeqeHn LI rerraToToKcr4qHocTb.
I I BxlroqaeT rrepr4 oplurattrnrrfi oTeK, oTeK ry6 u oreK cJlr43r,rcro[ poronoff uolocrr4.

3pume.auHbte HapweHur
B paMKax KrtrH,'qecKl4x l4ccneAo sa'Lrfi orreHb qacrbrMr4 HexeJraTeJrbHbrMkr peaKrlr{.,rMkr,cBt3aHHbIMI4 c BopI4KoHa3oJroM, 6utm 3pl4TenbHble Hapyme'r4fl (nr*ovaa HeqerKoe 3peHr4e,csero6ot3Hb' xJlopo''cl4lo, xpoMaTorlcl4ro, rlBeroByro cnerrory, rlzaHorrcvro, HapyrueHr4 e cocTopoHbl opraHa 3peflufl, Hanr4rrr4e B rlone 3peH?rfl paAyxHbrx KpylKKoB, HorrHyro cJrerroTy,ocqunnorlcl{ro' Qorouczro, YePqarenbHyro cKoroMy, cHr4xeHpre ocrporbr 3peHkrfl, .rrpKocrb3pl4TenbHoro Boc[p,'tr'rfl',4eQercr 

''oJrt 
3peHl4t, [naBaroqve noMyrHeHu-fl creKJroBr4AHOro reJra14 KcaHTonczrc). Orra 3pr.rrenb

o6parzruhl, caMocrorrenbHo ty: roJlHocrblo
ou Mt4HyT 14 HeocTaBrrrnr4 rrocJre ce6s. KaKr4x B orAiIrreHHoMtreplIoAe' llpz [oBTopHoM rIpkIMeHe Hrnrr Bopr4KoHa3ona orMerriurocb ocra6leHze krxBbIpoI(eHHocTrr' Hapy'reHI4t 3pe*Lrfl, KaK rlpaBkrlro, 6sru JrerKo BbrpaxeHbr, peAxo rpe6oBuurrarlpeKpalqeHlrfl JIeqeHIIt 14 He [pI4BoAI'IJrr4 K KaKr4M-Jrz6o nocneAcrBt4rM B oTAarreHHoM rrepr4oAe.HapyrueHLIt 3peHl's Moryr 6rrir o6ycnoureHhr 6oree BhrcoKrrMLr KoHrIe Hrpar\uflMr4 rrper apara Blna3Me KpoBr,r u/ulu 6olee BbrcoKurMr4 nogaMkr.

MexaHzsra pa3Br4T'rs' 3pkITenbHbrx Hapyrueuzft Her43BecreH, xoTt, BeporrHee Bcero, r4xBo3HI4KHoBeHrre cBt3aHo c 4eftcrnzeu [pelapaTa Ha ceTrraTKy. llpz r43yqeHpkr BrrLrflHr4fl
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BopI'IKoHa3ona ua Qynrqurc ceTqarKI,I B l4ccJre pLoBaHLrLr c yqacrr4eM 3AopoBbrx Ao6pononbrleB
6ulo BbuIBJIeHo cHI4)KeHI4e aMrlnl4ryAbr BoJrH Ha oneKTpoperr{HorpaMMe (5pf) na QoHe rrpr4eMa
BopI'IKoHiBona. C norr,rorquo 3Pf I{3MeptrcT gneKTpuqecruft ToK B cerrrarKe. ZsN,reH elufl na 3Pf
He rlporpeccl4poBalrkr rlpll rrpoAommerrr4rr repantrur B TerreHr,re 29 lrrefi 14 rroJrHocrbro r4crre3uurn
locJre oTMeHbr BOpr4KOHtBOna.

B [epLIoA nocrperl4crpaulloHHoro TIpLIMeHeHLIfl coo6qarocr o cnyqarx rpoAon]KlrreJrbHbrx
HexeJrareJrbHbrx pearqraft co cropoHhr opfaHa3peHufl (cnr. pasgeil 4.4).

Kocrcnate peaKquu
y [aqrIeHToB, rronyqaBlrrl{x BopI4KoHil3oJr B KrrlHI4qecKLIX I4ccneAo Ba11rflx) orreHb r{acro
orMer{anl4cb Ko}KHbIe peaKIII{I4, oAHaKo grr,I [aIIueHTbI r4MeJIV cepbe3Hbre ocHoBHbIe sa6ones aHHfl
LI oAHoBpeMeHHo rIpI4HI,IManI{ Apyrl4e neKapcrBeHHbre cpeAcrsa. B 6olruuHcrBe cnyqaeB cbrrrb
6rtla lemoft ?InI4 yMepennoft crerleHu rtxecrlr. Bo BpeMfl JrerreHprr [penaparorw Bz$eHA y
IaIILIOHTOB BO3HI4KtIrII{ Tflx{eJlble KoxHbre He}KerrareJrbHbre peaKqr4t'r (TKHP), raxue KaK cr4HApoM
CrzseHca-[xoucoua (CCD (Heuacro), roKcl{rlecxuft orrr4AepMalruuft HeKponr,r3 (T3H)
(pe4no), neKapcrBeHHa-fl peaKllktt c eosuIHo$urtuefi, v crrcreMHbrMr4 ctrMrrroMaMr,r (DRESS)
(pearo) r4 MHorosopnruar opr4reMa (pearco) (cu. pas rct 4.4).

llpu tIotBJreHLII4 cbIrII4 3a [aIII4eHToM cneAyer Becrr{ Trrlarenbuoe Ha6nroAeHr4e 1{ orMegr{Tb
BuQen4 rlplr nporpec ctrpoBanvrar lopaxeHr,rs Kox{rr. Coo6uanocr o raKr,rx peaKrlt4rx
QorovyncrBI,ITeJIbHocrI4, KaK BecHyrrrKr{, JreHTr{ro Lr aKTr,rHr4rrecrnft Keparo3, oco6euuo 11ptr

AnrzreJrbuofi rep arr4r4 (cu. pas rct 4.4).

Coo6rqanocb o cnyqaflx nJrocKoKreroqHoro paKa Koxr4 (nxlrc.raa IIPK in situ uttu 6ote3Hb
BoyeHa) y [auI4eHToB, [onyrraBlllr4x BuSeH4 B TerreHr4e AJrr4TenbHoro BpeMeHv; MexaHr43M
Bo3HprKHoBeHr,rr olyxonr4 Her,r3Becreu (cu. piBAen 4.4).

EuoxuttwtecKue noKa3amenu QyuKt4uu neqeHu
O6uas qacrora rIoBbIIIIeHI4,r ypoBHt rpaHcaiuuuas > 3 pas BfH (uro He o6.f,sareJrbHo 6trlo
HexeJlarelruoft peaxqr,reft) y raIII4 eHToB, [onyrraBruIzx Bopt4KoHa3on B xoAe KJrr4HkrqecKr4x
IlccneAonanuil." cocraBJlter 18,0 o (31911768) y B3pocrrbrx u 25,8 o/o (731283) y raur4eHroB
.dercKoro Bo3pacra, rIoJIyqaBlII4x BopIlKoHit3oJI B TepaleBTr4qecKvrx14 npoQralaKTr,rqecKr,rx rleJrrx
coBoKynso. OucloHeHI,Iq or HopMu 6uoxt'rMr{qecKr4x rroKa3aTelefi Synxqrnu rerreHr4 Moryr 6urr
cBt3aHbI c 6olee BbIOOKI,IMI{ KoHIIeHTpaIIIdflMpI rrperr aparaB rrJra3Me KpoBr4 ululrut6olee BbrcoKt4Mr{
Ao3aMI{. B 6olrruuHcTBe cnyqaeB 6zoxvur4rrecKr4e rroKa3areJrr4 Qynxqzu rreqeHrl
HopMuIn[3oBbIBaJII4cb tlprr [poAonx(emur4 reqeHl4t 6es zsi\aeHonnfl Ao3br t4Jrtr rrocne KoppeKrlr4r,r
AO3br, B TOM qr4cJle IOCJIe OTMeHbr TepAnw.

llpra [pI'IMeHeHr4rr BopI4KoHiBona I4MeJII4 Mecro cnyqar4 cepresuoft rerraroToKcr4rrHocrr4 y
rlaukI eHToB c ApyrI4MLr cepbe3HhrMr{ ocHoBHbrMr4 sa6ores ankrflMn. fenaroroKcprrrHocrb
lpoflBnqJracb B BIIAe xenryxkl, reIrarLITaLr rteqenoqHof ue4ocraror{Hocrr{ c JrerilJrbHbrM r{cxoAoM
(cu. pas4et 4.4).

IIpoQunaKmuKe
B xoAe orKpblToro cpaBHI,ITeJIbHoro MHoroqenTpoBoro rlccneAo Balvrfl. rnfl cpaBHeHr4q
BopLIKoHa3ona v I{rpaKoHa3ona KaK cpeAcrB nepnu.+roft npoQunaKrr4Krr y B3pocnbrx v
rloApocrKoB, peIII{rIZeHToB €IrrrroreHHbrx fCK, paHee ne zuQr,rrlkrpoBaHHbx rroArBepxr4eunofi Hlra
noAo3penaenaoft I4M, oKoHqareJrbHar orMeHa [perapara ro rpurrr4He HA 6rtna
3aperl4crpl4poBaHa y 39,3 o rarlueHroB B rpyrre Bopr{KoHa3ona ro cpaBueHr,rrc c 39,6 o
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rIaIII4eHToB B rpymle I4TpaKoHa3ona. HeNelareJlbHhle peaKIII4LI co cTopoHbr rreqeHr4, Bo3Hr4Krrrr{e
rIocJIe Harrara reqeHl4-fl 14 rpe6onanuue oKoHrrarelruofi orMeHbr npanupa, a vccneroBa1'rfl,
na6lroAaJrwcb y 50 raIIkIeHron (2l,4yo),ronyqaBrrrrx Bopr4KoHa3oJr, kry 18 naq"rHroB (7,1 o 

),lonyrraBrrrl4x r4TpaKOHa3On.

,4emu
BesouacHocrb BopI'IKOHiBOna I43yqalacb B KJrr{HLrqecKr4X r4CCneAOBaHr4rx y 2gg Aereft B BO3paCreor2 rc 12 ner (1 69) uB Bo3pacre or 12 lo < 18 ner (l 19), Koropbre ronyquuLr Bopr4KoHa3on An,npoSznaKrI4KI4 (183) 14 reqeHnr (105). EesonacHocrb Bopr4KoHiBona raKxe AoronHr4reJrbHoI{ccneAoBarlacb y 158 Aerefi B Bo3pacre or 2 Ao < It JIer B rrporpaMMax rrpr4MeHeHr4t
He3aperr4crplrpoBaHHoro [perapara B r4*AkrBprTyanbHoM lroprAKe. B qenoNr npoSznr
oesonacHocrl4 BopLIKoHa3ona y [aII[eHToB AeTcKoro Bo3pacra 6rrr aHiurorkrrreH TaKoBoMy yB3pocnhlx' oAuaro y [aIIpIeHToB AercKoro Bo3pacra, [o cpaBHeHkrro co B3pocJrbrMr4, B
KrI4HI4qecKI'IX uccneAoBalF,r/.flx na6nroAaJracb reHAeHIILrfl R 6oree errcorofi qacrore noBbr[reH[.,r
ypoBH'[ IleqeHoqHhrx SepnaenroB, orMeqeHnofi r<ax He)KeJraTenbHar peaKrlr4s (nonurueHr4e ypoBH,
rpaHcaMr4[as Ha 14,2 yo y Aerefi ro cpaBHeHVIo c 5,3i/o y nspocnrrx). linnuerlocTperkrcTparrr4oHHoro ua6nroA e[krflyKit3blBaror Ha ro, qro y 4erefi KoxHbre peaoqrr (oco6enHo
epzrenaa) Moryr Bcrperrarbcq qalqe, qeM y B3pocnbrx. y 22 rarlr4eHToB MnaArrre 2 Jrer,lonyrlaBllrnx BOpLIKOHtBOI B [porpaMMe rrpr,rMeHeHr4r He3aperr4cTpr4poBaHHoro lpelapar a npvruee@Qerrl4BHocrl4 Apyrl4x MeroAoB rerreHr4.s, na6ruo [anr4cb cneAyroq[e HexeJrareJrbHbre
peaKIII{I4 (am Koropbrx He Mox{er 6rnr ucKJrroqeHa cBr3b c Bopr4KoHasonou): peaKrlr',
cBerorryBcrBr,rreJrbHocrrl (l), apurMtrfl (l), naHnpearur (l), krlupy6uua n
KpoBr'r (l), nonrrrreHr4e ypoBHr [eqeHorrHbrx QepnreHro" it;, 3pr,rrenbHoro
HepBa (1). B rocrpeu4crparJrroHHoM rrepuoAecoo6qanocb o y 4erefi.

peaKrlr4flX rrocne pefkrcrparlnkr
neKapcrBeHHoro rlpeflapaTa c Ilenrrc o6ecleqeurlt HerlpephlBHoro MoHr,rrop Lr1ra coorHorrr e1krs.(rIoJIb3a pI4cK) neKapcrBeHHoro nperapara. MeAzItllHcKkIM pa6orHzrau peKoMeHAyerct
coo6'qa* o rno6rx [oAo3peBaeMbx HexeJIareJIb] bx peaKrlr.rflx neKapcrBeHHoro [perapara qepe3
HaIII{oHiIrIbHbIe cl4creMbl coodIqenzs o HexenareJlbubD( peaKur4rx rocyAapcrB rileHoB
EnpasuftcKoro oKoHoMtrqecKoro coro3a.

Pecuy6"rr[Ka KagaxcraH
P|II na IIXB <Haqzonanrnrrft IIeHTp 3Kcleprr43br neKapcrBeHHbrx cpeAcrB 14 MeAr.rurrHcKrixvsretuit>> Kouvrera MeAI4III4HcKoro n Sapnraqe"t"raano.o KoHTponq MranucrepcrBa
3ApaBooxpaHeHlrx pecny 6 tuxu Kasaxcrau
A4pec: 010000, r. Acraua, paftou Eaffronup,yn.A.I4naaHosa 13 (EII "Hypcay tg2,,)
Ten. : +7 (7172) 235-135
Sr.noqra: farm@dai.kz
Caftr n unQopMalluoHHo-reneKoMMyHr.rKarluoHHoft ceru <I4urepuer>: https://www .ndda.kzl

Poccuft crcar Oe4epaqrrfl
@e4epanbH€ur cnyN6a rro HaA3opy B cQepe 3ApaBooxpaHeHr4r.
Arpec: I 090 72, r. Mocrna, cranmr cKaflrJrorqaA t, A.4, crp. I
Ten.: +7 800 550 99 03
3r. noqra : pharm @r o szdr avnadzor. gov. ru
caitr B un$opnaarlr4oHHo-reJreKoMMyHnKarlzouuoft
http ://www.roszdravnadzor. gov.ru

ceru <I4urepuer>:
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Krrprur3crcaq pecnydnrrKa

'{enaprauenr neKapcTBeHHErx cpeAcTB U MeAr.rrIr4HCKr4X wsretmit npu MznzcrepcrBe3ApaBooxpaHeHux Krrpmrscxoft pecny6lzrcz
Alpec: 720044, r. EzrureK, yrr. 3-s, IIuwux,25
Ten. : +996 (312) 2l -05-08
3r. noqra: vigilan ce@pharm.kg
caftr n r'ilrSopMaIII4oHHo-reneKoMMyHr4KarILroHHofi 

cerz <IrlHrepHer>: http :l/wv*v.pharm.kg

4.9. ffepeAo3r{poBrca

coo6rqanocb 1 3 cnyqatx HeyMhrrlneH'ofi [epeAo3r4poBKLr B xoAe Krr4Hr,rrecKr4xI4ccneAonauufl Bce clyqau walnloAiulucb y 4ereft, ronyr""Illux Bopr4KoHa3on BHyrpr,rBeHHo BAO3E, B fi.f,Tb PiI3 IIPEB'IIIIABIIIEft 
PC'<ONAEHAOBAHHYIO.

Cuunmouat
EAzHcrseHuoft Hex{eJlarelrnoft peaKllr4e ft 6stncnero6oq3ub Anr4renbHocrbro l0 rraznyr.

Jfeqeuue
AHru4oT BopprKoHiBona Her43BecreH.

Bopuxona3on BbIBOAI4TC,I npv reMoAkriurr43e c KnkrpeHcoM 721 vilwptw. B cxyqaerIepeAo3I4poBKLI reMoArI€uI43 Mo)Ker cuoco6crBoBarb BhrBeAeHr4ro Bopr4KoHa3ona Lr3 opraHr43Ma.

5. OAPMAKOJIO|I,IqE CKTIE CB Ofr C rN.t

norpra6roBBre [peraparbr Anfl cprcreMHoro
ola. BopkrKoHa3on.

Mexauustvt deilcmeun
Bopzr<oHiron 

- oro rrporzBorpz6ronrrfi upe
I.eficrsus BopkrKoHirona 3aKrroqaeTc.[ B

uit c[eKrp [porr4Borpz6ronof aKrr4BHocrr4 B
Kona3oJry rrrraMMbr C. lcrusei u
orBJrrer QyHrzqzAHoe 1eftcrsue
oMe Toro, B ycnoBlr.f,x in vitro

rrporzB HoBhrx [aToreHHbrx rpu6on,

":;Zf;r"I4MeIoqI4xorPaHI4rreHHYro
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KruauuqecKiul e0@exruBHocrb, orrpeAenr eMafl, KaK .racrzqHsrfi wrr4 uonurrft orBer, 6,otarloKa3aHa orHocl'IrenbHo rpudon PoraAspergillus,B roM rrr,rcJre A. flavus, A. fumigatus, A. terreus,A' niger, A' nidulans; rpu6o" poau coiaio. BKrrroq an C. albicans, C. glabrata, C. lvusei, C.parapsilosis u C' tropicalis, araKxe rporl4B orpaHlrqeHHoro qr4cJra rrrraMMo s C. dubliniensis, C.inconspicua v c' guiltiermondii, araixe 
""ao" 

scedosporium, B ToM rrr,rcre s. apiospermum, s.prolificans, 14 rpzOon po,qa Fusarium.

lpyrue rpz6ronrte nnSeKrrvtur,.fipl' Korophrx rpr.rMeHrncr rrper, apar(vacro c qacrr4rrHbrM r.rJr4rIoJrHbIM oTBeroM), nrnrcvaJruB ce6s' oTAenbHhre cnyqaz znS-e *uiir,"or"u""rx rpu6aMlr poAaAlternaria, Blastomyces dermatitidis, Blastosihizomyces capitatus, a maKuce poAacladosporium, Coccidioides immitis, conidiobolus coronatus, cryptococcus neoformans,
Exophtltla spinifera, Fonsecaea pedrosoi, 

-Madurella 
myietomatis,

poAa Penicillium, BKJrIoqat P. marneffei, Phiatophora iichardsiae,
lis u poAa Trichosporon, BKiIIoqiu ratrQerq Lrkr, Bbr3BaHHbre T. beigelii.

flx in vitro Iro oTHoIIIeHIaro K KJIr4Hr4qecKI,rM rrITaMMaM
Acremonium, poAa Arternaria, poAa Biporaris, po,qa

ma capsulatum, IIpnqeM pocr 60mruzHcrBa rrrraMMoBroAaBntncflnpr4 KOHIIeHTpArlr4flx Bopr4KoH€BOna or 0,05 urr/un [o 2ur<r/un.

B ycnonusx invitro BbuIBJIeHa aKTI4BHocTb Bopr,rKoHa3ona B orHorrr enr4Lrrpu6on po.qa CurvulariaE Po,4a Sporothrix.

llorpanuqnsre sna.reHz.f,
flepea HaqaroM Tepanhrkr neo6xoArlMo [oflyrrlrrb o6pa:qu rpz6r<onofi xynrryphr r,r rpoBecrrApyme HaAne)Karrlue ta1oparopHble rlccJre roBauLrfl (ceponorrrqecKrae, rr4cTolarororr4rrecrcze)
AIIJI BhIreJIeH[fi Lr Lr!'eBTzQraxaqzlt rlarorenHhrx Ml4KpoopraHr43Mon-nos6y4urereft unQerqnr,r.Tepauux Moxer 6rr* 

"ioara Ao ,,onyrleHr4{ pe3ynbraroB Kynbrypi}JrbHoro Lr Apyrr4xla6oparopHbrx I4ccneAo nattuit, oAHaKo rrocJre [ony eHLrfl 3Tr4x pe3ynbraroBrlporl'IBounSexq[oHHoe reqeHLIe cJleAyer coorBercrByrourau o6pasoM cKoppeKTr'poBarb.

K szAaM, KoTophle qalqe Bcero cnyxar rrpl4rrurHoft rpz6rcoBbrx zn$erq uft y qeJroBeKa, orHoc flTcflc' albicans, c' parapsilosis, c. tr-optcatii, c. gtabrita u C. lcrusei, npuueM An, Bcex orr4x Br.rAoBMTIHI4M€IrIbHafl nwrulupyrcqat KoHueHrp arrr4fl (MI4K) Bopr4KoHa3ona cocraBJrrer MeHee I nar/n.

oAHaXO aKTI'IBHOCTb BOpI4KOHtBOI a in vitro B orHoru eHLrr4Br,rAoB poAa candidaHe oAkrHarona. BqacrHocrl4, MZK BopkIKoHiBona Anfl pe3LlcreHrHbrx K Snyrconasony rrrraMMoB C. glabrataflpollopql4oHulrlbHo BbrIIre' qeM Ant IIrraMMoB, rryBcrBLITeJIbHbIX K Qryrconasony. Taruu o6pasona,neo6xoArlMo v4enrzSI4lll4poBar r candida Ao ypoB Hfl Bxra. llpz Bo3Molr(Hocrrr BbrrronH e*nflI4CCneAoBAIJLrs' IIo ollpeAeneHllro rryBcrBr4TeJrbHoc ru rpuloB K rrporzBorpz6nonbrM rrperaparaMlonyqeHHble 3HarreHl4s MI'IK Moryr LIHTep[per[poBaTbcfl c rrcrroJrb3oBaHrreM Kpr4Tepr,reB rpaHr4rlIryBcTBI4TeJrbHocTI{ EnponeficKoro KoMkITeTa r,o olpeAeneHr4ro rryBcrBr4TeJrbHocrr.r
Mr,rKpo opf aHLr3M O B K aHrkr 6arrepzarrbHhrM cp eAcrB ana (Euca s r) .

Bu4rr Candida n Aspergiltus lforpaHrrrrHbre 3HarreHrrfl MrrHrrMarr""a"
ulr.ru6upyrcIqux KoHrleHrpaquft (MI4I()
furfu)



> Y (ycrofi.rrsrre
Candida albicansl
Candida dubliniensisl
Candida glabrata .{auurrx HeAocraToqHo

Candida lcrusei

Qandida parapsilosisl
Candida tropicalisl 0,125
C andi da guil I iermondii2
He 3aBucrrrlr'e or 'r*a@IlqHbre 3HaqeHr{ fl. p.nfl, Candida3
4tpelgiilus fumisatusa
Aspergillus nidulansa
Aspergillus flavus
Aspergillus niser

illus terreus
He 3aBr4crrrlr4e or Br4ra@
IIOIp aHI4qHbIe gHa.IeHI,Ig6
I [lraunarr

#:L::Tl ^Y*BI4reJIbHocrI4 
(tVil) BbuIBJItrrkIcb peAKo krrrr4 He BhurBJr.rrrrrrcb noo6rqe.lrvt r 19.I4aenru0I4KaIIuIo mo6oro Lr3 TaK[x rl3oJr,rroB kr r4ccneAoBaHr4e ero rryBcrBr4TeJrbHocrkt Klporl{Borpz6ronsna cpeAcrBaM neo6xoAl,IMo BbrrroJrHr{Tb rroBTopHo Lr B cnyqaerlorrBep)KAeHl4t ronyqeHHofo pe3ynbrara [3oJrrr cneAyer HanpaBr.rrb B roBepoqHyrona6oparopl4lo' {o 

''onyrleH'I-f, 
o6reKrLrsH] x AaHHhx o KJrr4Hr4qecKoM orBere [nflrIoATBepxAeHHbIX LI3oJrtroB c MI4K BbIrue reKylqero rlorpaHzqnoro 3HaqeHr4a ycroftvprBocrr4

3rl'r I{3ontrbl AoJrxsu coo6lqarbcs KaK ycrofi.rznrre. Knznz.recruft oTBer 76 %6rrn Aocrr'rHyrnpn nuQeKllll'f,x, BhBBaHHbIX [epeqklcneHHhrMrr Hr4xe BLrra,.llunos6y4zrerefi, KorAa 3HaqgHr4qMI4K 6rulu HHXe vrv paBHhI orll4AeMl4oJrorrrrrecKr4M rpaHLrqHErM 3HarreHr4qM. floeronnyronynjuruI C' albicans, C. dubtiniensis, C. parapsilosis vr C. tropicalis Ar4Koro Tr4rracril.ITaIOTCt rIyB cTBrITeJIbHbIMI4.

' 3nuAeMI'IoJrorI4rIecKI4e rroporoBble 3HaqeHLrfl (ECOFF) rus.3Tr,rx Br.rAoB B rlenoM Bbrrrre, qeMlls C. albicans.
3 He 3aBr4 crrrl'e or cb rJraBHbMo6pa:ou Ha ocHoBe
BI'IAOB Candida. Onu KoHKPerHbrx

rrorpaHrrq'brx 3Haqe'r{fi uyncru{TeJrbHocrr4. 
peAeneHHbrx

a oltacrb rexHz'recKofi HeorrpeAeneHHocrr,r (ATU). 2. yxaNure 6yxny R co cneAyroqr{M
KoMMeHTapI4eM: <B neroropblx KJrI4HrIqecKI4x cr4ryarJzlrx (HezHBa3LrBHbre $opn6r znSeKrlzr)
Bopl4KoHa3on MoXeT kIcrloJlb3oBaTbct npr4 ycnoBr4trAocTaToqHoro sosAeftc TBnfl>>.5 nnn--- -trUurf I.nfl STLIX BI4AOB' KaK IIpaBI4JIo , H4 OAHO AByKpaTHoe pa3BeAeH[e Bbrrrre, qeM .qnf,A. fumigatus.
6 He 3aBI4ctIqI4e oT BLrranos6y4zreJlt rrorpaHnqHbre 3HarreHr4.rr He 1sttuolpeAeneHbr.

Onrn rnzHz.recroro npraMeHeHkr.,r
B pan'rrax AaHHoro pa3Aena rloJloxl4renrHrrft pe3ynbraT rrpkrMeHeHr4r rrpelapara orrpeA errflercfl
KaK rroJIHStfi unu qacTr4qHrrft orner Ha reqeH[e.
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" oo*" npooo'"i"t.*tocrr.r repro,qa Ao Hacryrne'u,
TOKCI{qHocTBrO. 

po,4OnxI,rTenEHOCTn rreprroAa AO OTMeHbr Upelapara B CBr3r,t c ero

3ro accne.qosaHue noarneyll-o- 
i::y*rT", rpeArrryrqero rpocrreKrr.rBuoro rccre,{oBarrur, Bnonoxr.rrenrnrfr peynbrar

o.4_"*r*''*p.u*'ilo.6;;"1*lff T;1,"";.fffi:r,ff".r,":,:iuu (o6rr.nro coopo"oNaurorq"a"r-rro** I 00%_not neramnocrrro).
9rr r'rccne4onanr.r B*lroqar'r cJryqrM ac,,ep",r'r..a roJroBHoro Mo3r4 [p]rnarorr'hrx rra3]4(
il:3T[Xfi3Tffit"annofi unlperc'r'rt v tuottito" 

"ocne 
rpa'cnrrarrrarru]r Kocr'oro

clrzlolr. :os c reMooracto3aMz, Apyn'rMn 3ooxaqeirnerrH"nn" on*oo"r, ,

rpr.rMerre'rreM0n*o"*o::..-:^.T.*:*:"r.,i",ff"H1t1ffi#"*'io#:H?^uffi
nponeMor{cTprnpoBarra B oTKpBTTOM ap*"rr"*"*-yqacrBoBarrr4 370 naqrnenror.oes ner'fone;;;"(fu1"J?"Hfi., t 

"rfi.$.#H:;raurzAemreft, us rorop'x 2+s norryd;-lopr*i-#o1. lo"'" nuq".r;;-i_.pynn.B.pr'r.o'a3.ra u 5 naqneuron B Jpyrne uootairq*u B c nocne4yrorqau [puMerreH[eMQnyKoHa3.Jra raK*e n enn_ rpr.r6ronyro *'o;r.i;";;60KJ.rx rKaHefi, ro,qrBepxaeHrroMrlKonornrecKr,rM rrccJreAoBau-r,reM, riuq""orr l- n*aoot 
"aao"ruroooa""fo B 3rolrccJreAoBar{rre He BKlloq:ulrrc.. u"ru*"- 

"pooon*"rii"HocrE JreqeHr{, cocraBn na 15 aneft nooellx rpytrnax Jresenr,rr. B coorBercrBwr c trpoBelarrof *1oqe'ron pe3vrrbraroB' .;""p'" o** ^i*-6""#r"I1n#:#T:l#Hx"#iffiJrerap_crBeHHoro rrpenapar4 rrpu fiepBnrruoM a;liruse atarr,rcqe3'oBer re ,* o"i6i"r^e Bcex K,rrn'rrFrer*" no' 
ooo"*rfr orser o[peAen Jrc-r KaK

orc)"rcrBrreMrpu6onpoaaC""aaii]ooi";ffi tiliffffi ;*';#lJTtrrffiff ffi .;
38



rlepes 72 lfleaenb nocJle oKoHqaHnfl,Tepanvu (oT). llaqzeHrbr, He rrporreArrrve orIeHKy.repes 12HeAenb Ilocne OT, paccMaTpnBaJILIcb KaK He OTBOTLIBIIII4e Ha rleqeHlae. B gToM azaJrlrge6naronpusrsstit orBer Ha6rroAurcfl,y 4l Yo naryweHToB s o6e[x rpymrax ireqeHr,rfl.

llpu BTopI4rrHoM aHarlrl3e, B KoropoM IlcrroJrb3oBarrprcb pe3ynbrarhr orIeHKr4 orBera KA{ B caMyronocneAHlolo BpeMeHHyIo roqKy (OT ulrr4 qepe3 2, 6 r4lru 12 HeAeJrb rrocne OT), qacrora
6naronpl4trHoro orBera Ha reparulo Bopr4KoHn3oJroM r4 anaSorepr4rlr4noM B c nocneAyroqr4M
rpI'IMeHeHpIeM QrryronasoJra cocr aBrrflna 65 % u 7 | o/o coorsercrBeHHo.

Pesylrrarrt OIIOHKI4 I4ccneAoBareJleM yAaqHoro ucxoAa JreqeH[r B xaN4ofi r43 Ha3BaHHbrx
BpeMeHHhrx roqeK Ilpr4Bol.flr}fl, B CneAyroqeft ra6rzqe.

KI, BbI3BAHHbIE ida
B rrnnrnqecKoM I'IccneAoBalkrr4 npr4:nflnv yqacrr4e 55 naqneHToB c TflxeJrhrMrr peQpaxrepHhrMr4
cEcreMHbrMI{ uHQerqLrflMr4, BrBBaHHrIMI4 BuraMLr Candida (nr<mouaa KaHAkrAeMLrro.

KaHAI4AO3 14 Apyrre Qopnarr kIHBiI3I4BHoro raH4ra4osa), y Koropbrx
rpz6r<on afl, TepanLrfl,, B qacrHocrra SlyroHur3oJrou, 6rua neeSQe111usHofi .r Ha reqeHre BopI4KoHa3oJroM Ha6nroAaJrcfl y 24 rarlr4eHroB (y 15

[aIILIeHroB IIoJrHHft orser, y 9 rallueHroB rIacrLIqHHft orner). V naqueHToB, zn4uqzpoBaHHhrx
He rrpr4HaAnexarqr4Mr,r K nu4y albicans,

3 us 3 naqweHroB, uuSwlupoBaHHbrx C. lcrusei
poBaHHbrx C. glabrata (y 5 - nomrrrfi orBer, y
Huqecrofi eSSexrzBHocrr4 rroArBepxAiurr4cb

HeMHorotII'IcJTeHHbIMLI pe3ynbraraMl{ oupeAen eHr4fl rryBcrBlrrenbHocrr4 nos6y4urelefi Krperapary.

Wn II. B HHhre rpu6auz Sc um n Fusarium
Brua rpoAeMoncrplrpoBaHa e$Qer<rzBHocrb BOpr4KOHa3OJra rrportrB cneAyroqr4x peAKr.rx
rraroreHHbrx rpu6on.

fpv6rr Po'qa Scedosporium: ycrerrrHoe rerreHr4e Bopr4KoHa3oJroru 6Hro s 16(y 6 - ronurrft orser, y l0 - 
qacrlrqHrrft) ras )g nuu^eHroB c zHs ,s.

apiospermttm' kr y 2 (y o6orax raIIIleHroB qacrr4qHufi orner) ras 7 tiuueHroB c rauQerqaefi,
BbBBaHHoft S' prolfficans. Kponae roro, rtoJloxurenrnrrft orBeT Ha rerreHLre orMeqeH y I vts 3
TIaIII{eHToB c zuSer<qr4flMrl, BbBBaHHhrMI4 6olee qeM oAHr4M Mr4KpoopraHr43MoM, BKrroqat
Scedosporium spp.

fpn6rr Pola Fusarium: ceMb (3 naqzeHra c rroJrHhrM orBeroM u 4 taryueHra c qacrlrqHuu) us 17

BpeuenHan moqKa BopaxoHason (N : 248) AmQomepuqaH B -+
Stnyxouason (N : 122)

OT r78 (72 %)
2 ueAelu [ocJre OT r2s (s0 %) 62 (sr %)

6 HeAenr nocne OT r04 (42 %) ss (4s %)

l2 neAenr nocne OT r04 (42 %) sl (42 %)
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TIAIII4 CHTO g 6rTIZ YCIIEIIIHO IIPONEqEHbI B OPI,I KOH iB ONOM.
rau0erqr.a rJra3, y I 

-raHQerqzrrp"ouroqHbrxAT4CCeMUHT{poBaHHar uHQexqua. Eqe 4 raur4eHTa
HECKOJIbKI4MI4 NOS6Y4IATEJI'MII; Y 2 UZ 3TKIX IAUI{EHTOB

V 3 ras 9rr4x 7 tagueHroB Ha6nroA aJracb
rra3yx Hoca 14 y 3 rarlr4eHToB

c Qysapuosonr 6sum unQwlwpoBaHbr
I,IcxoA JreqeHr{.fi 6rrl yAarIHhrM.

v 6on'uI4HcTBa [aIII4eHToB' [onyrraBlrI4x BopLrKoHa3on Anq neq eHkrflBbrrlreyKa3aHHhrx peAKr4xzuSerqzft, na6nroA aJracb HerlepeHocl4MocTb rrpr,rMeursmefics pauee [poTrrBorpz6xonofi
Tepanurr4 LrnLr ycroftqusocTb K nefi.

uoaospesaeldofi ZfI4
Bopzrona3on cpaBHI'B€uII' c I4TpaKoHa3onoM rrpn [pr4MeHe Hr4m B KaqecrBe nepnu.rHofiupoSznaKTI4Kt4 B xoAe oTKphlToro, cpaB'ktreJrb'oro, MHororleHTpoBoro r.{ccneAo BaHr4fl cyqacrl4eM B3pocnblx rI rloApocrKoB' peq[IrI4eHToB ilrlnoreHHhrx fCK, putaa ne nnQvrqupoBaHHbD(rIoATBepxAeHHoit' uttu rloAo3pesaeMoft vrfu. EnaronpnsrHbrM pe3ynbraroM JreqeHr4r crrkrruuracbBo3MoxHocrb rlpoAonx{arb npo0ranaKTl{qecKoe [pLIMeHeHr4e LrccneAyeMoro rperapara Harportxeuuw 100 anefi rocne rpaHcrlnalrarryvfCK(6es repepbrBa rnrrreJrbgocrrro ) 14 mefi)14 BhIlKI4BaeMocrr 6es [oArBepx(AeHHoft nttu noAo3pesaeMofi ufu Ha nporpr(eHr4r4 1g0 anefirocne rpaHcrnaETawrr fCK' B ugaraSulll4poBaHnofi n coorBer crBaruc HiBHarreHHbrM reqeHueM(MITT) rpyrre HacqI'IrbIBaJIocb 465 peuun"."ro" alrJroreHHbrx fCK, rpuqeM y 45 o/o naqueHroB6rur ocrprrfi MI'IenoI4AHrrfi leftros (oMD. cpe4z Bcex rarlr4eHroB sg % nkrrl rpeAcrornouueloa6narl4BHoe KoHAI4III4oHI'poBaH[e. npoQraraKTr4rrecKoe [pr4MeHeHr4 e r4ccneryeMororperapara HaqIIHitrII4 HerIocpeAcrBeHHO rrocne rpaHcln aHrarrur4 fck: 224 nauueHraronyqanr4BopI{KoH€[foJI' kr 241 [aIII4eHr ronyqafl IrrpaKoHil3oJr. MeAnaHa rpoAonxrrreJrb'ocrkrnpoQunaKrl4qecKoro [pLIMeHe Hnfl vlccneAyeMofo IIpe[ aparaB rrorynrrqzu MITT cocras vna g6

AHefi AJUI Bopr4KoHil3o rra v 6g aneft rrrfl urpaKoHa3ona.

floxasareirra eQ$eKrpIBHo cr'r 14 Apyrue Brop'rq'hre KoHerrHhre ToqK,u rrpeAcTaBJreHbr e ra6rzrleHI,IXC.

3Q$errrrBHocrb reqeur4,
Ha AeHb I 80*

t09 (48,7 %) 80 (33,2 %) 16,4 %o (7,7 oh,

25,1 Yo1**
0.0002*x

9$Sexrr{BHocrb rerreHr,r,
ua aeur 100

t'21 (54,0 o 
) 96 (39,8 %) 15,4 %o (6,6 Yo,

24,2 Yo}*x
0,0006**

rfr\uJrrLrsu'r'Bo IIaIII4eHTOB.
IIonyrraBrrlr4x

r4ccneAyeurrft rperapar c
rtpoQranar<rzqecrcoft
rlenbro B TeqeHr4e KaK
naunrzuyu 100 Aneft

r20 (53,6 %) 94 (39,0 %) 14,6 Yo (5,6 oh,

23,5 %)

0,4 %o (-6,6 yo,

7,4 %)

0,0015

Korz.recrgo BbrlrrrBlrrI4x
rrarlr4eHroB K 180 anro

184 (82,1 %) 197 (81,7 Yo) 0,9107

Koma.recrBo [aIIrIeHToB c 3 (t,3 %) 5 (2,1 %) -0,7 Yo (-3,1 o 
. 0,5390

40



AOKa3aHHOft r4rrr4

BeporrHoft I4lU,
pa3Br4Brrreitcs. x 180 AHro

1,60 )

KonuqecrBo rrarl[enToB c
Aorasanuoft krrrur

neporrHoft UM,
pir3Br4Brueitcs, rc 100 AHro

2 (0,9 %) 4 (1,7 %) -0,8o (-2,8o ,

|,3o )
0,4589

KorvqecrBo rrarlueHToB c

AoKasanHoft vilvr
neporrHoft I4lI4,
pir3Br4Brrr efics, rpr rpr4eMe

uccnelyeMoro [perraDaTa

0 3 (1,2 %) -1,2o (-2,60 ,

0,2 oh)
0,0813

* flepnnqHafl KouerrHarr rorrKa r4ccneAo Banz.s,
** PagHocrr ourotueuuft, 95 % AI4 vr p-sHaqeHrle, rlonytleHHhle rocne [orpaBKI{ Ha

paHAoMr43aur4ro

{acrora cnyqaeB 3apaxeHus. LIIVI flocJre reqeHl,Ir Ko AHro 180 u [epBLIqHuuI KoHeqHafl. Tor{Ka

r4ccneAoBanr4fl., onpeAenflevrafl, KaK ycnerrrHoe JreqeHl4e rro AaHHbIM Ha AeHb 180, y [aIIVeHToB c

OMn r4 Mr4eJro a6rarusHbrM KoHArlur,roHrrpoBaHl4eM coorBercrBeHHo rlpeAcraBneHbl B ra6lzue
HI,IXE.

OMJI

* flepnuqHiur KoHerrHilr rorrKa r,rccneAo Ba:nvrg,
** flpu 3arace 5 o/o 6sla rroKa3aHa He MeHbIIIiu eQSercrzBHocrb
{<** Pa3Hocrb rrporleHTHbrx 4olefi, 95 % [VI, ronyqeHHafl rrocJre rorpaBKI,I Ha paHAoMI43aIIrrc

Kouequue rorlnrr
rrccJIeAoBaHrrfl

llrpanoHa3oJr
(N : 109)

PasHoctr rrpoIIeHTHbIx
aoreft v 95 "
AoBeprdrelr,nrrfi HHTepBaJr
(nn)

9acrora cnyrraeB
3apaxeHr.rfl I4fI4 rocne
rerreHur - aenr 180

r (1,0 %) 2 (t,g %) -0,8 Yo (4,0 oh;2,4 o/o1x*

3SQerrprBHocrb rerreHlrt
Ha AeHb I 80*

55 (56, | %) 45 (41,3 o 
) I4,7 % (1,7 %o;27,7 oh)*xx
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Mr.re.rroa6narunuo e KoH4r.rqlroHup oBaHrre

BopulcoHa3oJr
(N = l2S)

Pasuocrn [porleHTHr,rx
AO"ueft v 95 t
AoBepnTenrnrrfi r{HTepBaJr
(ilw\r{acrora 

cnyqaeB
3apaxeHr4r UfU rocne
rerreur4f,-aeHr lg0

2 (1,6 %) 3 (2,t %)

53 (37,1 %)

-0,5 oh (-3,7 Yo;2,7 YoTx*

3S$ercu4BHocrb neqeHr,r,
Ha AeHb I 80*

70 (56,0 %) 20,1 ' (8,5 %;31,7 o/olxx*

lte- r repBr4qHar KoHeqHiur TorrKa r4ccneAo BAHLTfl** flpz 3a[ace 5 yo 6'tta [oKa3aHa He MeHbrra.f, sQ0errzBHocrbx** Pasuocrb rlpolleHrHbrx 4oreft, gS % EVI,[onyrreHHa, 11ocne [olpaBKr4 Ha paHAoMr43arlurc

oTKpbrTofo, HecpaBHI4TeJIbHOro, MHO|
rrallr4 OHTOB, perIurII4eHTOB ilJrnoreHHhrx
rroAo3peeael,rofi UfU. B KaqecrBe repBr4
un@uqrapoBaHr4r rroATBepxAeHHo it uttu rron
rrocJre rpaHcrnauTarrtrLr fCK.
raH @ u qlrp oB aHHbr x I4lI4, BKnroqiur
4 niqre"u, ApyrLrMr4 vrrvr.Mer HfffJi;JXHHH#;I4ccneAyeMoro rpenapara B rrory nflrrwv MITT

flo4rnepxAeHHhre wlrr4 roAo3peBaeMbre vrfr4 pasBkrnlrcb y 7,5 yo (3140) rarlr4eHroB B reqeHlreaurarllrkr yuafi KaHAuAe MLrLr, oAt4H clyuait\uu KaK paHee VI|I4) u oAr4H ctryuair
Ha AeHb 32/40), a qepe3 I roA _ 70,0 oA

705 rarlkreHroB ronyqarur BoprrKoHi*on 6oree 12 HeAeJrb,
r4KoHit3ol 6olee 6 Mecgues.

femu
flsrrAecflr Tpr4 (53) [aure'ra AercKoro Bo3pacra B Bo3pacre or 2 ao< 1g ner rrony qarLrnerreHr'e
BOpI4KOHil3oJIoM B AByX [pOCleKTr.r eJrbHhrx MHorOqeHrpOBhrXKJrr4Hr4qecKrzx r{ccneAoBaHr{rx. B oAno 3l nauneHT c Bo3MoxHbrM,rIoATBepxAeHHbIM LrJrLr Bepo'flTHbIM ,I4BHIIM acleprr4nne3oM (UA), Lr3 Koropbrx 14[aIIVeHToB rIMeJrz tIoATBepN4eHHrrft r4lrLr nepoarHrtft uA v 6rrrrw BKJrroqeHbr B a*urv3bre$$exrzBHocrI4 MITT. Btopoe rccneAoBa'r4e BKnroqirJro 22 nauueHra c vHBasLrBHbrM

eft (I4KK) u xau4LIAo3oM rII4IrIeBoAa (KII), Koropbrna 6gra seo6xol vrMa(Teparlklfl CIraceELrr>>, l7 us KoTopbIX 6rrln BKJrroqeHbr B aHaJrr43br
rIaIII4eHToB c ZA nonasarenv qacroTbr o6rqero oTBera qepe3 6 ue4e6cocraBntnu 64,3 % (9114), noxasareJrb o6rqero orBera cocraBJrr tr 40 % (215)cpeAr4 rrarlr4eHroB B
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9: !2 no < 18 ner. Xtn(6/7),aynarlueuroBc
rr?clora orBera (ZKK z
62,5 % (S/g)Am or < 12

4r, or{eHKz B HLrfl 1

uQ!uesffi'""Tff:'^*-ry 
::fi,iil:fr::1,::;,j:;ilf*

c oAHoKpaTHbrM upr4eMoM

;ffi ;T;6#lm{**f.'"^mrutfrf-ff 
ft m#m1200 ur t- ^ 

lugo-;;ffiI-ol €r3ona' co:IBercrBe'Ho , vr 7 ,0 vcex T*y:Xdil' - - . .^ ,;::T1:nHx"ffi::lH,xJ""#Ho'i"u,,ou,aLracreroBa,un*,""*jli]#?xHx6i;

;:"::'"::::"::*""^ecKr43Haqr4Mo#;d:l'#Jff ,#'*wigr*1ru*nr.
5.2. cD apMaKoKlrHeTLr qecrclre 

cB ofi crn a

JIKIII,

HOt_^ rr u

.t 
nilI\,

I -.r.^ II 14

rcrrepu4n;;," ;-,17!?"8 cyrKLr Ha rpor, *rr^if 4 """Lii o3e
- v v ryr | /. . tv <.) D ^i,,-'--- ^ --HoIo 

II p'

03eacrrepu4're3a il.#frffi?::T::t"j*rr^i t4 oi"n"vrrcr.lneH.roB c nnplr',a,rv--__,
AJII4 KpOBeTRon'nry pI4CI(OM

acrrepu4Dle3a (n ocrrbn"or; ;:;: :':"^tj^tuua 14 Aueia ! rro4nvHroB c rTnprrrrrayiy,- -- , 
03(

anl4 KPonernopuofi Pr4cI(oM
faKl4e K,K ercnn,.,^h_ onI.noil
I4nI4 KPonernopuofi Pr4cI(oN
raKl4e KaK cKopocTb oLr4Hoil
lznelZuorZ 3lRvor',^r rrapaTa,
TaKI4e KaK cKopocTb oLIAHoi

lffiT}#^ljl""j]y:::" eapMa*o*r4Herr4rrecKLrx ,'rr-"i;;-'-^: l4KorneJ uro uorrrX:orffi?;ffiTx##Tffi ";i #:"yu[:xffi:1""'upu'.ffi ' ;i ;::H"#ffi ',H?#aHiuro rr4 sH'rMrr o o o u. u, 
"orr; ; :;;ffiffiT

)Kupa C_* z AUCI vr
Jra He 3ABUQT4T or 

"rr." enuftpH Nely4'sHoro coKa.

rJffi ;H:?il10*"'TJfi:;:T'"#""r:XHffi T"ff ;f "J#T-'"Hl"J?n*f 
J,fi 

,,.il:

u=l 
-f; 

#r"ffi' T' t lxl#ffi:?..",T:r,' B o B cex o6pasqax
rprrpoBaHHoroxpenaparailpuHee@eexr"";;'ix-fi 

,l"xTT;TT;

rroK€t3iuu, gTO BOp
aP450 -_'cyizcrg', U?,1/,{.'.3upvercn 

reseHoqHbrMr4
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,{nr SapuarcorrnHerr.rKrnnapua6enrnocrr. BopuKoH'l3oJIa xapaloepHa 3Har{I'ITeJrbHat Me}I6HNIBa,,yaJTLHu"

ocnosHrnu r4era6oJrnroM Boplr^orr{l3oJra rBJrrerc, N-orcu4, 4onr roroporo cocraBn er 72 %o oril:i;JJf#i arnannon 
^,re"*oft 

r,.reri6oor*." nnirJ^1i"". e,o,
:@qpercrlran nporunorpu6ronofi axrznnocr.t t ta 

"ot"a, "a 
o6u"rro

5.2.4. Sw.rvrrrnauus.
Boprrxona:on snnMrr'r'rpyercr rrocpe4crrou uera6oJrr*Ma B neqeH[, nprr groM B Het3MeHeHHo]rBrLIe c Moqof BErAeJrreTc, MeH ee 2 %o gosu rlpenupu"u. 

-

floc're unororparHoro Brryrpr,rBe'Horo BBeAeHrrr ,n nepopaJr.Horo [prieMa Meqe'Horopa"luoaK ,rBuoft Merxofi s(
un'on uerxu,"##H;Hl."nT:,T ;ffiffi:H'#;ffT"":g l;:X!:oc'oBH:ur .racrr (> 94 Vo) pamoanun ofi ,a"*, BhrBoAr,rrc, 

" "e"er"a 
,r"p""a*

oJryBBrBe,qeHu, BOprrKoHa3OJra 3aBr,rcr4T or no3Br
opanBHoro trplrerua 200 ur upenapara. B cr.f,:u
bHbrfi nepfioA nojIyBEIBeAeHri, ,re noauoJrre,
MrrHarlxr{ Bopr,rKoHUt3OJra.

r,rnefrHrrfi xapalflep 3a cqer HacBrtrIeHIrJr
IIpu yBer[qeH[r,r,qo36r na6nrogaercr

oBEnneurre yponru no:4eficrnv.r. Coruracno
200 ur 2 pa3a B cyrrr4 ,qo 300 ur 2

!Ct) -n^ -cReaneu 
s 2,5 pua. Ilpu

(ullr 100 Mr y naUrreHroB c Maccoi

BOpr,rKoH:EOJra,

peKoMeu.qyeM6r B BBeAeHI4I{ r 'qose 4-Mrlrr' IIpz npr'riltenenrz

Kor{ueHTpaquu o I4Jrr4 rrepopanbno 6nugrue K paBHoBecHbM
Tr{rarorc, B Teqer 4e nepwrl. 24 qacoB [ocJre
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BBene]d.ufl uJra

:lI_:'. ; ;;?tf $iffi:eiffi;.t# rrpLrMeHe Hr4n Hacr

ffj:;$ : 
-.*'. -. ****#ffiTJf ili#*Hffi rH:;

B l0 rep
rrperlapara B rrlT,qnra "^1::AoBaHI4tx 

"ltTffJffi":: T"yj-:llTrHofi r(o'rre'rpartrr'

rfi xx*T.,;1,T{i:#i!:,#;:T::ffii:
z ss@errLrBH 

n MuHaNr€ur'HBrM" flT;crBe'Ho' 
lloloNr4rerr'Ho , ir''*o 

(ueNr<naprr{rI'Hbtr-r

He BburB"r""if*;fi:X1ra B ucc*oo"lt"tt oo"'to'puur^"o0"*o'Jifo,iltfAljfl:ffi::,';

raKas.""ri^irr43yqaracb.Hunxr.'p"'r;:ffiJffiffi:;::Hhr,n:*:..'.X"T.H

B pesymrare
Krrr4Huqeo*#ffi:#T?# gapuaxoK,rHerzKe z sapuaxo ruHaBopI4KoHa3oJra B [na3Me Lr oTKJroHe Hafl.cBf,3b ,rt"ot' 

IIoJrygeHHbx 
B

rreqeHr{ u 3pur-eJrbH'rMu Hapyue HLrflM., r4MzqecK 
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fznpouenJro3a
Tzralra AI,roKcI,IA
Jlarrosrr MoHorr{Apar
Tpzaqerran

6.2. HecoBMecTrrMocrb

HenpraueHrrMo.

6.3. CpoK roAHocrn (cpom xpanenun)

3 roAa.

6.4. ocodrre Mepbr npeAocropolrffiocrr.r ,,pn, xpaHeHrrrr

flpeuapar xpaHkrrb npr4 reMrreparype He Bbrrrre 30 "c.

6'5' XapaKTep rr coAepxaHr.re [epB[rruofi yrraKoBKrr

7 ra'netoK B 6rutcrep 143 [on[BnHkIJrxJr opu&alr iurroMznuesofi Somrz, 2 ;nucrepa BMecre cJtrTCTKOM-BKJIaAbIIIIeM TIOMeIIIUIIOT B KaproHHyro [arrKy c KoHTpOneM [epBOrO BcKpbrrufl.

6'6' ocoorre Mepbl [peAocropo]IffiocTl{ np,n yHrrqror(eHrr[ [crroJrb3oBa'HoroneKapcTBeHHOrO [pe[apaTa aJrl/| oTxoAoB, rroJryrreHHbrx [ocJre [prrMeHeHrrflneKapcrBenHoro rrpe[ap ara vJrn pa6orrr c HrrM

Becr HerlcrloJlrsonanHrni [pelapaT r.rnu orxoAbr cneAyer yr.rnu3upoBarb BCOOTBETCTBI,II4 C MECTHbIMKI

7. AE PXATE JIb PETI4 C TPAIII,IOHHOTO YAO C T OBEP r;HDfl
Il$afisep Znr.

!6xaacon EynrnapLrcI' Hrro-fiopK, rrrrar Hblo-fropK t000l -2rg2,cIIIA
Ten.: +1 (2t2) 733-23-23
http s : //www .pfrzer . com/c ont actl email

7' I' frp e4 cTaBrITeJrb Aepr(aTeJrfl p errrcrp arlr{o HHo ro yAo croB ep eHnfl

Pecny6"nrrKa Kas axcraH
xport B'V. (ll0aftsep 3rcnopr Bz.Bz.) s Pecny6nzre KasaxcraH
Me4eycrcufi paftoH, rrp. H. Ha:ap 6aesa, [,. 100/4

Oaxc: +7 (727) 250 42 0g
3r. no.rra : P fi zerK azalchstan@pfizer. c om

PoccuftcKafl (De4_epaqrfl (a rarcxe AJrfl Krrp*rgcrcoft pecnyb.rrurcu)
OOO <llSaftsep Znno BarJur4>>

A4pec: 123112,r. Mocrna, llpecneHcKa-r ua6.,A. 10, BI{ <BaruHflHaHa6epexHoft> (Brox c)Ten.: +7 (495) 287-50-00
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Oarc: +7 (495) 2g7_53_00
Sn.noqra: Russia @pfizer.com

8. HOMEP PETNCTPAIIUOHHOIO YAOCTOBE PEH-ftrI
ilI-I1b001588_P|-KG

9. AATA [EpBr,trrHofr pnrucTpArutrr

02.12.2022

10. AATA TIEPECMOTPA TEKCTA

O6rqa" xaparffep r4cTucaJreKapcrBeHnoro rperyIIonHOMOqeHHOro opraHa rocyAapcTBa _ q,II
KoMMyHlrKaqrroHuofi cerz <Zniepner> z (n
;ilffiH:::n:on.ll;tu B ransopuu,rro"ro-KoMMyHraxaqr.roHnoft wn <rrnrepHer>
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