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uzeewmaj sa

3EI,IPEH II3

E HA JIEKOT

NSTERON /O

m.

OH

NSTERON /OHAAH

JII4TAiTIIBEH [I KB

NSETRON ra6reru 4
no Qoprvra Ha x

ueHcH : e4Ha $nnnl-o6.rr

SETRON ra6rern 8
np tpoprvra na x

r,reHcr{: e4ua Snnu

nucma Ha eKcuunue

MAIIEBTCKA OO

o6roxena'ra6rera.
.HCETPOH ra1teru 4

H TaoJrert4, Ha KOr4 OA

HCETPOH ra6rerr4 I
Hfi TaOJIerH, Ha KOI4 OA

ruIUINKU TIOAATO

neBTgKH UHAI|KaUIiI,|
H nauneHTu

H E UHAI,IqUPAH 3A

Kcr{r{Ha xerraotepauuj a
nopne onepaTI,IBHI,I

aTpncKI{ [auneHTlr
H e HHAHTIHpaH 3a

nr.rja (l-lI4HB) raj
Ha H noBpaftarue nocle

l yJ rv f f r  f ,  1116

r$rerra 8 mg

I,IBEH QOCTAB

dnrrnl o6roNena ra6
I

coApxrl 841.50 mg r

l g c
HATA

Qr,rnrr,r eSroxpua

co4pNra 1(9 mg ra

x0fiTHn pKpyfJII{,

e Br4{cHare 42; lui

HA I\4AqHHHA 4 noBpa
14 3a flpenja xfiro
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Ha Malrli.fl4Ha H noBpa
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$at|arn Kaj aeqra Ha
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4.2

uSoe wmal 3a K1paKrnspucmuKume Ha,leKom

Hparbe r{ HaLrrcH Ha y[0Tpe6a

JIe e HaMeHer 3a rrep0panHa y
n HI{ ce coollBerHa ja.lrann ra Sapua

IIa H l.tHil tr noqpttr Kilfte npei usc uxa n w

N4aHr4Hara rz n<lepakamelo ce jaey

XE vJa n )pitxvrorepalnnjar. Hav
ryLHV t4 Cr3 IIpHKaXaHI{ IOAOny.

Ha xeMomepanuja ,a paduomepa
f i  auueHThTe x:on [pHMaaT erdeTofeHa

anJl14Uhpa niepopanHo hnl4 hHTpaBe
Br4e nar{HeHTr4 rroqeTHaTa,nlo3a oA
peAHo rrpe,( 'rpeTMarFroT co

Ip yBa rrepopaJilFro Bo Ao3a oA 8 mg
II opanHa npur\,{eHa ce AaBa 8 mg, l-2

yure 8 mg12 qaca noAorr,Ha.
peBeHqHJa Hl3 CrArO)KerHa hJIH AOn
HCeTpoHoT C(3 nphMeH)/Ba OpanHo Bo

HOf)/ ) AeHa oA TIHTOCT|ITCKATa Tepafl

e' MemozeHa xeuomepontj a
naqneHTh KOh ce neKyBaar co
npuMep, Br4coKr[ Ao3r4 Ha r{I4c[n

BeH03HO.

oB14e Ilal(r4e]H'f!r npeII0p&eaHa ne

uuatryja ca 12 mg repopraneH
KOT Ha XeMOrepan AJiLTA.

uHJa Ha oAnoxeHa [4nH Aon
Hce'rpoHor ce npnMeH:/Ba opanHo Bo

Hor,/ 5 AeHa oA rlr4TocrarcKara repan

KI{ NAUHEHTI{

Itla HVHA A nOepaxarue npeAH3ElHKaHH oA

N4 uil 14 aAonecueHITH

I ]ATA AO3A OHAAHCEPTOFI MOXE

(B A) t,rlr rereoHara rexnHa. Ha na

Fi il5e Ha TeJleOHaTa rrSxHHa Ha lfia

cropeAeHo 00 ilo3HpalseTo c[opeA

a [oAaToIII4 OA KOHTpOnI4paHI4

HCETPOII Bo rlpeBeHuujaua o

K-aj
ra l
R.a.i

J A

OH'

Haj

l:qi
(ua
lilH'I

t:qi
K:ON

noL

3ia
OHI

HAJ

r-(HpaHH oA xeMlorepaniuja,, Hena no

3er pasluvHure pe)r(HMrr,rHa Ao3uparbe
BTcKr4 Sopun oA neKor.

xer4o nrep il n uj a un u p ad uo mep an uj a

3aB[4cHo oA Ao3ara u rcou6nHaqu,iara ua
Ha npI4MeHa 14 AO3aTa HiI IOHA&HO€1pOH Ce

- wilH pa1norepanuja oHAaHcerpoH Moxe

rpe6a Aa ce awrlrul4pa I4HTpaBecHH
qH vtrvt paAHorepa[I{aTa a noToa ce

ceKor4 l?'aaca.
qaca rrpeA noqeroKor Ha xeMorepan:vtju'a, a

rjua l,rauHnua rcoja rpae H nocJle 24 utaca,

ol 8 mg ABa narn Ha AeH Bo rpaetbe Ao

ru4 KoH npeAI43BI4KyBaar CIIJIHa MIaqHHHa

), ou;r,aucerpoHor rpe6a Aa ce [putMeHyBa

Ha ,qo3a oA oHAaHcerpotFl e 24 mg, eo

era:roH HarpHyM SocSar, I -2 ua<;a npe4

rjua naauHuHa xoja 'rpae I4 rIocJIe 2!,4 uaca,

o3a o,A 8 mg lna rlarl4 Ha AeH Bo rp:rerbe Ao
ja.

enrore,pannja (CINV) rcaj leua Ha eo:rpacr >6,

ce npecMeTa cflopeA TenecHara floBpluHHa
(era4ere no4ory). flpn npecLverKhre co

HTor rce 4o6laeHn noBncoKtt BKynHI4 AHeBHI4

A (sralere rct 4.4 u 5.l).
KIHH}IIIKI4 CTYAI4I4 34 YNOTPEOITTA HA

\,:..'' -. i'
A r '  ! i  . "
\ - - , , ' r z  ' ,
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u36ewmal 3a KgpaKmepucmuKume HQ leKom

yn Ha OHnAHCET'POH Bo
frpe 3BLrKaHh OA npHMeHa Ha paAhoTepa

npeneHqu.ia Ha MaqH14Ha n noepaftarre
ja rcaj ,aeua"

trJrt tto dotup,awe cnope:d BilA
CtH HCeTpoHoT rle I]p14MeHyBar eAHO Lrrf-rrpaBeHo3Ho Bo Ao3€1 oA 5 mglm",

peAHo rrpeA xeiuorepantjura. Vl Ao3a He cMee Aa e HarA 8 mg .

n)I(yBa Bo rparerbe 4o rrajrrarrory 5
B HaTa AHeBHa AOr3a He CMeei Aa la H hHe Ao3ara ot 32 mg rcoja ce npr4MeHyea rcaj
803 HU flarlr4eHTr,r.

HETI

Clo
rrpo

T'a
KA

Pe
rtp

Ha a[II]r,rKarlI"IJa Ha neKoT ce Hyna l2 qaca no uHTpeBeHcxara Ao3a u ce
(eu4ere Ta6ena I no4ony) .

a l[: Pexun,r Ha Ao3rrpabe cropeA (nrpunreHa Ha oHAaHcelpoH npur CINV
eua Ha Bo3 )6 nreCequ u

l4He Ao3ara o1,32 mg rcoja ce npuMertyBa

HATAT TE)KI4HA HA TIAUHEHTOT CE AOOI4EHh

co 4e314ps*ero cropeA BSA (en4ere 1et 4.4

HrrrpaBeHo3Ho Bo Ao3a oA 0.15 mg/kg,
Ao3a He cMee Aa e Ha4 8 mg.

Moxe Aa ce annl4ul4paar Bo I4HTepBiat oA 4
jar ua4uuue Ao3ara ot 32 mg rcoja ce

lral ce floqHe 12 qaca [oKaQHo H ce

a (enAc,re Ta6ena 2 noao,qy) .

TeJrecHara rell(I{Ha (npunnena Ha

rt,| aAoJIecueHTll

HTpaBeHCKaTer AO3a He C,Mee Aa e HaA

Ky[HaTa AHeBHar AO3a He cl\{ee Aa Ja

a .  l

6 ,
Kaj

u 5
OH

TIO

np
Co
I I

a .
f i .

ii fl

5 rng/m'i.v. 2 mgcnpyn lrrpr ra6le:ra sra
cercon 12 qaca
4 mgcupyn rrln ra6,qgra Hrl
cercon l2 qaca

5 rngim' i .v,
4 mg cupyn n u ra6lela no 12

TpatseHcKaro 2103& He cMee ,4a e rlaA 8
KynHaTa AHeElHa AO3a He CMee AaJa

Hr4 natlrdeHtTI4.

ua dosuparce cnoped meilecHa
npe)cMerKr4Te co Kopr4cTerFbe Ha
oKr4 BKynHH AHeBHH ! ,O3h C[Ope[eH

HCerpoHol' ()o rrpHMeLIyBa eAHoKp
peAHo npeA x.eMorepanujara. Vl
[ocneAoBaTe.r.lHt4 I4HlfpaB9HCKH

Bnynuara AHeBHa Ao3a He cMee
yea rcaj Bo3pacHH IIaqne)I{TH.

nepc,panHa annuKaqHJa Ha IeKoT
nxyBa Bo rpaer-be 4o najnnory 5 le

Pexcnnl Ha Ao3rrparbe
H nDrn CINV naiaeqa >6 vr

Ha TexuHa
2 mg cupyt twtura6terasa

cexon 112 qaca
0.15 mg/kg no

u oA4-6 qaca
4 mg cr,rpyr nlu ra6lera na

cercou l2,raca
0.1 5 nng/kg eo

r:aj HI4 rIaIII4erITU.

rrpHMeHyBa.



lIa
K aj

u3ctewm(u 3ct KapatimepucmrlKume Ha treK)m

nor lo6po ce noAHercyea xaj H'r'r,rre Ha Bo3pacr Haa 65 roAr,rHr4 rra He e
H0 [pHnafoA)rBarbe F]ra Ao3aTa, qr4JilTa H Haqr4HOT Ha y[OTpeOa.

He e [orpe0Ho Aa ce MeHyBa Ao3ara,

Barre Ha tpyuruujara Hia upHrlo'r 4po6,
KnHlpeHcoT Ha oHAaHceTpoHIoT I4 rlopacT Ha

nau,HeHTu BKy[Hara AHeB]Ha Ao3a I{e cMee
rapeHrepan Ha urr4 repopanHa ann14Kaunja

Ha cfia

Aa
H A

raHar4raja Ha oHAaHcerpoH He

JreKrc/r nornreiy TI,Ie naqueHTl4

rra. He e rrorpeoHa rlpoMeHa

e [poMeHeT.

H OTIITATA

Ha Ar{eBHaTa

Ila

qac

t/l

il

I
lla
o

noapaftarue nocne onepamurHu safiamu

Kafbe

rrocJre oneparl4BH u sa$aru, oHAaHcerpoHor

eAeH qac npeA aHecresnjara nlra 8 mg eAeH

ABe Ao3r4 og 8 mg Ha ceKon 8 caarl4.
KAFbC

vJa Ha Be)Ke pa3BHeHa nocro BHa rdiaqHfiHa ra noepaftaFbe, ce npeflopaqyBa

HcerpoHor La ce altrHL(Hpa rpeKy HH Ja

tll

I I e
-o/! epamuBht Q t tayse a u nry(tpaKalbe

u3BeAeHr4 C;Ty/(r4r{ 3a flepopanHara

derytt >1 Meceq u adonecqenrmu
ua OHIAHCETPOI{ eo npenenquja

-oneparnBHa MaqHHHa lt noapaftane;3a oBilit HaMeHa ce npelopatlyBa arIJIl'lKatryia

npeKy 6asna HHTpaBeHcKa Ianjer
noAarour.r sa 'ynorpebara Ha O HCEI-POH Bo rperMaH Ha llocr-oneparl4BHa

n noepaftarue rcaj Aeua net[2 roLu

l[{c TA 3A [pI4MeHa HA Hol Bo npeneHquja

NEOATUBHA ME[qHI4HA 14 ce ofpaHuqeun. Me

| IAUIICHTH CO OJUTCTVBATLE HA OVO

eTo L{ HaquHOT}{a npilN{eHa,

IIaqpleHTH CO ylvlepeHO AO TeIIIKO

e :rHaqaJHo rraMa,rryBarbe
cKnor noJry-xrr4Bor ua lex:or. Kaj

nAe noroJreMa oA 8 mg rra ce npenopaq

oBHe [auHeHTr4 rronyxHBoTroT Ha eJl

HeMa pa3nr.{Kl.r Bo r4i3no)KeHocTa
larlnja npu rpr4MeHa Fra rroBTopeHr4
r.r tf pe rcneuq vlur a ua Ao3rzpalbero "

n4uja u KlHmpoJra Ha .uaqHuHa

u IIalIrreH'rH

peBe)Hur4Ja Ha MraqHr,rHil 14 rro

AA Ce IIABA OpaJrHO r4nr4 r4r{TpaBeHC

JrHa arrJu4Kaur4ia: ce lasaar 16 m
peA aHecre3nJaTa IIocJre uro cneAy

AH HA BCKE V'TT}DNCHA NOCT:O

Itl

ce noAHecyBa oA nHL[a fio,cTaph oA 5 roAptuu KoH [pHM



na(HeHTr4 CO OIrrTeTyBaFbe Ha 6
h HaqHHOT' rra rrpHrueHa.

I,IEHTI,I CO OUITEIryBAI+,€) HA IIDH

naqheHTH C0 'yf/tepeHo 
AO TetxKO o

TpHpaHo e 3iHaqaJHo FraMa.rryBalbe
MCKUOT rrony-)Kr4BoT Hat JreKoT. Kai o

e nofoneMa. oA 8 mg 14 ce flpeno]paLl

u3ceamal 3a KOFtAKmepQCmuKume Ha reKont

Ilta

t(aj

t(aj
per
qrep

I.(aj oBHe rrauHeH'il4 flonyxfiBoToT Ha eJr
HerMa pa3II4Kl4 BO H3JIOXeHOCTa

naur{a [pr4 rrtrr4MeHa Ha rroBTopeHr{
r.r tppercnenq utlata ua Ao3t4prrFbero.

r.rre r{(3 e norpe6Ho Aa ce MeHyBa Ao3ara,

ua $ynrcqzjara Hie rlpHr4o'f Apo6,
KJrr4peHcoT Ha oHAaHceTpoHoT H [OpaCT Ha

nallHeHTH BKy[HaTa AHeBHa AO3a [{e CMee
Ba narpeHTepanHa nnh nepopanua anluxaqnja

vHaqvia Ha oHAaHcerpoH He e npoMeHer.
ireKo:f noMefy rr4e rraur4erTtl vr oflrrrrara

3I4 rril He e rroTpeoHa rrpoMeHa Ha AFreBlraTa

Ilta

Aa
FIA

llct
Flc i

a foHHcTr4 Ha 5lHTl peqelropru (ua n
Ha orHAaHceTpoH HnH Ap)'fu ceJreKruBHI4

ep rparlrHcerpoH, AonacerpoH).
MuraHTHo cro a.rroMoprfuu (nz4ene IrlHrr:parcqr.rr,r)

IIpe][iapaToT

npeAYrpeAyBatba

Jrr4Bocr ua uercoja Apyra cocrojra

MepxH Ha []perna3JrnBoc'T'Ir tl
r l14r4Te Ha npeocerJlHBOcr ce jaeyna KaJ [ar_lHeHTH KOH OHne [peOCerIHBr4 Ha
i l  ceJ leKTuBHH aHTaroHracrn Ha 5HT
14paropH14or cn,croM rpe6al Aa ce

peuetr'ropa. Bo cnyuaj Ha uapyulyBiarbe Ha

4t,.3
t la

I.[ cl

BilK,Ill

3aB

4,,,4
F'ea
ltlp)'

oHTpalrHAnr(aLlHH

HTrr.r co noTBpAeHa npecrceTlH

a.T MepKu Ha npeT[zr3JlrzrBocT

rIK14 eneKTpOnI4TeH .U,I|COaJIaHC,
pnrn,Iuja r4-rrr4 oHr4e Kor.r oe Ha lepa

a, rtrle6a Aa ce o6pne oco6eHo e
Br4OT' pHTaM Hnil4 CnpOBOAIT HBOCT,

pr4Me}{u cHMfrToMaTcKa TepanhJa u Aa ce
krz pecrrraparopHuTe HapyrxyEaba o6raqHo uv

KOHTTOCTT4BHa CprIeBa nrrCyt[uqueuqnja,
uja c<t Apyrn JreKoBI4 KoLI rc) npoAonxyBaar

nue xaj [auHeHTHTe co HapylxyBan,a Ha
KOh Ce JreKyBaaT co aHTHaphTMHI[I4 HnH

oAaT Ha XHIepceH3LITI/lBHl,|Te peaKIII4

rrpH rrpr4MeHa. Ha oHAaHff)TpoHOT, Hr4 ce MHHJTHBT4 rrpoMeHr4 Bo EKG-ro,

HTC)JIHO TTPOAO.I}I(YBAIbE HIA QT U pBanor. OH4ancerpoH AoBe,AyBa Ao Ao3Ho-
(nn4o'rre 4en tf apru aro4rauauuxa).[poAonxy]Btt*. ga tQT rt

JIHr4TeJlHO, I lO i lylXTaf[,e Ha JIeKOT BO npoMrel npr.rjanenlr ce cnyr{arl ua torsrades de
. Ce nperopaqyBa Aa 0e r.rs6e Ba npHMeHa Ha JIeKOT Kql laqHe]arr4 co

H:OFI r4T'aJrHo npoAonxeH ()T nHrepeal.
Tpeoa BHr,rMaTeJrHo Aa ce HMEH\/BA KAJ [AI{I'CHTI4 CO KOII I4MA,AT HNI4

Aa pa3Br4ja,r rpoAoJrxerr QT n Tyrca ce BKnyqeHr4 rraIII4eHTI,ITe co

QT HTepBanoT nrH ,AoBeAyBaaT Ao Hapy rbe Ha eJreKTponHTH}{oT cTaTyc.

noKaropr4 ra rcaj naqraeHTH co 3Haq
norreToK Ha TpeTMaHoT co oHAaHc

xl,,x Mafr{e3HeMnluta.

nHo Ha.pyuyBaFbe Ha eneKTpoJil4TI4Te.



u36eumal 3a Kapa,Kmepucml,tKume Hq neKom

I I o yuTaH,e Ha JreKoT Bo rrpoMeT rrp4
( yquTenHo [p,OMr3HeTa IdeHTAJIHa
o M rr,r HeBpol\4yoKynHr,r auoualuu)
TE HJa co oHAaHceTpoH r,r Ap)/fr.t
t,tH or4TopH Ha noB'fopHoT0 npr3B3eMatie
npe MaF|)e Ha cepoToHhr'r 14 HopaApe
L' HTaHTHa repanuja co oHAa
npe opaqyBa nauhelrTnTe B Hr4t\4raTeJr Ho aa

aTo e AeKa oHAaHceTpoHOT fo

ilpe IIa TaKa naqneHTl4Te co coM
6yauo Aa ce cJreAar [ocJre rrpr4M9

Jl(o
ce

ce ynorpe6yBa sa npeneuqnja

HTepaKur.rI| c0 Apyfu ,r|eKoBH HJILI
frocrojaT AoKia3H AeKa OHAAH

eKor3hre KoHl  o i )HrrHo ce npHMeHy

oH,[aHceTpOHoT He flrcKa]r(yBa H

HTaHHJT, TpaN4aAon, nlop$nu, JtHfHo

Lio

BH aAeHoTOH3r4napHa xr4p'/pri l Ka HH

:rHa Ha OKyJTTHO KpBarperbe;

HTh Tpeoa B,HHMaTeJTHO Aa Ce Cn

ACy0TBO Ha AOBOJTHO nOAarOrIH 3A

H )B;olio npl4 Ko-aAMHH l4cTpalII4J a rlla

pI4TaM/ uJlll4 CnpOB,OAJIIZIBOCT HA

00 aHTrrapr4TMr4rlu vrrrkr 6era-6loxato
II 43II4BOCT.

I-la HTHTe CO perKa Ha0neAHa

Anv cHHJlpoM
'/BaaT IeKOT.

I I  IATDIICKII NEHTH

uJaTphcKHTe narIr4eHTH Kor,r ce Ha
KCHr{HH XeMOTeparleBTr4rlr4

uynarbe Ha :lenaraJnra'na $.yuxquja.

tf,

Itr

tljo

u noapaftarue uudyqupauu od xe.
npecMerKa Ha norpe6Ha'ra 4ora

Itl

IB

ara Ha pexnM Ha Ao3Hparbe co
HaTa AHeBHa Acr3a K9 0,H49 IIOBHCOKa

nepo,panHa a.ulrrcaquja. Hle ce vr3
KacHocra Ha oB?re ABa pa3nlrrrHH

u )/KaxyBaar HIa cJII4r{Ha ertpnxacH

I A

l /n

o
(l

,+.f,

tle
HA

AJI

HcerpoHor ce uera6o,nl43tapa no
3 Atl. CYP2D6 la CYP I 42.

rtnocoouocra nosefte eI{3I4Mn Aa
HJI HaMaJIeHaTS; OKTHBHOCT Ha eAeH H3r4M (sa rp

HU Ce Cnyqar4 Ha cepoToHHHcKr4 craHApoM
j6a, uecra6prJrHocr Ha aBToFroMHHor HepBeH

f naqueHru KoH 6ule ua KoHKoMrrraHTHa
HepruqHr4 JreKoBI4 (BKnyqHTefl Ho ceJlerKTHBH14

ceporoHr4H w vtnxn1ntopr4 Ha floBlopHoro
rau)" Bo c,ryuaj Ha KJu4HHr{ra norpre6a og
H N Apyf H CepoToHepf r4qHH reKoBr4 ce
cneiq,aT.

ByBa [peMHHOT

ua cvdarwHa

Ha coApxr4Ha Bo 4e6eloro
r,rHTecTr,rHaJr Ha orrcTpyrcur,rj a

Ha Manancopnurja Ha

Ha oBoJ JreK.

Hay3ea n norpaftarre naj uaqlreHTl4 Ha KoH HM
L{HJa oHAaHCerpoH Moxe Aa rI{ np}IKpl4e

TOa nLO [pHMeHaTa Ha oHAaHcerpoH oBHe

r4Merna Ha JreKor raj naqz,eurr4 co cpueBu
HAaHCreTpoH H aHecTeTI4IIIr KaJ [aqneHTI4Te co

nrr.r raj naqueHTu KorI ce ua repanr,rja
v rpe6a Aa ce [peB3eluar MeF)KI4 Ha

uhJa Ha rnHKo3a, 4e$nqneHlrl4ja na JIan

rJrr4Ko3a-raJraKTo3a ue me6a Aa ro

HKON4r,rTaHTHa TeparII4Ja co oHAaHceTpoH 14

BHnMareJlHo Aa ce cneAar 3a 3HaIII4 aH

uja (CINV)
peA TenecHara rexHHa FIa nauneHTor H

uxaqraja Ha 3 Aogu Bo HHTspBal oA 4 qaca

A eAurHer{Hara Ao3a oa 5 mg;/m2 npo,clegeua
f4 KJUTHHqKH CTyAr4H 3a CIIope'Aoa Ha

Mr,r Ha Ao3lrparbe. floAaroqule oA BKpcreHure

Ha ABajra Ao3Hr4 pexI4MI4 (rn4ere ael 5.1).

pyrn Sopnru Ha HHTeparcquia
ro norlHKHyBa L4nn 6lornpa vera6oln:luor'

r,fcroBpeMeHo. floce6un cry Lt4H tloKaxaJle

Kunn co arKoxoJt, TeMa3eilaM, Sypoceura4,
nu, nprr:lno$oJl h ruoneHTaJI.
Ha XeilaTaJIHUTe eH3I4MI4 Ha UIlTOXpOrvr P-450:

era6o.[I43lrpaar oHAaHcerpo H, uHx u6i ptquj ara



wqewmal 3A K,ApAKmepUCmUKUme HA neKom

D6) HopManHo ce KoMrreH3npa
rHncpuxaHrHa [poMeHa Ha BKynHH

C]Y
Hec

II

p

T']L4M

Illo

IIT4TUHH), OpraJl HHOT K.[HpeHC
HA BO X:pBTa HaMaJreHLr.
ir; ,' floAaloqnre oA MaJrr4 r4cnmTy
I\A HaMaJrh aHartercKHor e$ercr ua
\,/ ieTa Ha oHAaHceTpoH c0 IeKoBtr

nTrpa co noTeHrlr,rpa,rbe Ha onoj
il KiApAHOTOKQHTTHH JIeKOBH

I\Ay py6raqraH wrrt rpercry:ryrrla6),
rcoua.solr), aHTrrrapr4TMuqu (rcaxo auuo

<pe H, KapliaA4asenuH u P
HTHH HHAyKT'Opa Ha eHsHMoT

npe4yearse).
uu: llpu ynorpe6a Ha oHAa

Ha n3palerHa xlrnoreHqnja n
r4FrAHrIr,rpaHa.

norpe6a 3a BpeMe ua 6penaeHocr H
EHOCT

eKTor oA rrpr,rMeHara Ha Jtefror ra.j ny

.) MO}I(e AA r0 rroTeHur{pil pH3r4K0T
yuTarbe Ha JreKoT BO npoMeT npnJ

(rt I,ITEJTHO NPOMEHCTA N,IEHTIIIHA

cl M 14 HeBpOn4) i0KynHh aH0MannLt)
nHJa co oHAaHceTpoH H Apy'fr,l

I , IHX

i lpe
r4TOpH Ha nOBTOpHOT0 rrpeB3eMaFte

arFbe Ha crspc)ToHHH 14 H0paApe
II
,l

-tl

grr)

KO

41,6
F

3a

Ei(c

llle AoKDKaHa 6e:6,e4Hocril o4 ynorpe6a
He ce npeH0paqyBa Aa ce y

Ilo,

xaj )KuBiOTHlI He )/KaXyBiAaT Ha

oA peneBaHTHr4 errr{AetMr4onoru

HalHnor/nln $era,r H raor pasaoj,
p,a3 , l  na h Ha UeJloKyt lHara OpeMeHoCT.

FIA

eHocra He ce npe[opaq)/Ba. flpn
Ho 3a BpeMe: HiI t lpBHC)T TlpIMeCTap

peTrra3nr4Bocr 14 Aa ce HarrpaBM B
KOT 0A TpeTMaHOT.

(ltH HCe'tpOHOT IIpelv{I4HyBa Bo N{JleKoTO

CrtnO A TOa Ha MaJKH're KOU ,4OJaT He hM Ce

Al 1 HJnHUe HA CIIOCOOHOCTa BO3eIbe

HCe',rpoHoT He Bnr,rJae Ha rrcHxo

0rl HOCT.

prre Qy v ' rrpeAu3rBHKyBa

Apyfr.r eH3HMH u ce fneAa Bo Ma,JraTa h
KJ'rHpeHc Ha oHAaHcerpoH nnu nor;le6nara

[<.aj nauneHrn Kor4 cie neKyBaaT co

rcap6auasenuH n
tioHIIeHTprauHHTe

CYP3 4 (na rpr4Mep, Seunronu,
H a o HCeTp,0g 6hr 3roleveH, a

r.ba noKaxyBaaT AeKa oHAaFTCeTpOHO',T MOXe

u ro npoAonxyBaar QT raHrepeanor Mroxa Aa
e$err. KourcovuraHTHara ynorpe6a Ha

Ha ilp. aHTpauHKnHHH KaKo 4orcopy'6uqnH,
uruOuoruqn (rcaxo epr{TpoMtrqr4rr vrrrkr

n) n 6era-6JroKaropr.t (raxo areHoJroJr r4Jrr.r
4 nojana ua apnrvuja (eLIAete rct 4.tl).
Hr{ ce cnyqav Ha cepoToHHHcKr4 cr,tHApoM

!oa, Hc)cTaoHJIHocT Ha aBToH:OMHHOT HepBeH

U naUHeHTh KOh Ohne Ha KOHKOMI,ITaHTHa

IHTI H I,I J'IEKO Bh (BKNYq I,ITC.[ HO CEJ-ICKTHBH H

a cepoToHHH L1 vtHxvlovlToph Ha noBropHoTo

)(era,4ere 4er Mepxn Ha rrperna3JurBocr H

eo x,0N.{6HuauHja co arouoll$zn npujaeeHu
r{a cBecTa; r4cToBpeMer{aTa Teparrr4Ja e

KTATIUJa

Ha oH!,aHcerpoHor 3a BpeMe ua openeuocr u
Ba Kaj 6perr,teun xeHlr. FIe ce AocrarHr.r

cryAr4lr. floAaro qlrre oA cryAr4r4Te ra:BeAeHn
H u.tru HHAr,rpeKTeH rrrrereH etfexr Ha
ur4cKHOT IIep|4oA, nepH- H nocT-HaTaJIHI4OT

HMaTHHTe CTyLAA He Ce CeKofau flapaMeTap

Cnope4 Toa, ttpHMeHara Ha oHAaHcerpoHor
Ha oHAaHcerpoH KaJ opeMeHlr xeHI4,

opeN4eHocTa Tpeoa Aa ce nlpeBeMaT' MepKI4

areJrHa [poqeHKa Ha Kopr4cTa Hacnporr4

r4cnnTyBaHr,rre )Kr4BorHH (nr.r4ere 4en 5.3) na
flpenopaqyBa npr4MeHa Ha oH,[,aHceTpoH.

r.r paKyBalbe co MaUTLIHH
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ecaKaHrr AeJcTBa
KaHHTe 4ejcrna. ce ruacntpuqr4paflT

Hocra e 4eQltrupa*a Ha cle4uuQe
0), novarry qec,rr4 (>l/1000 n <LlX
l0 000) KaAe c)e BKn)/qeHn4 n r.rspr

TI nKy qecrnTe HecaKaHr4 4ejcrea ro
OA

Eto

I4HHrf Kh r4cnuTyBarba. I4n

AErdA. Pertrule kr MHory lperKr4Te
OC Ha cloHTaHr4 trpHJaBI{ nO IIy

ilaq
.< l  I
(.< I

{r4Be HecaKanz 4ejcrna ce npujaepH
Bo corJracHocr co r4HAHKaqHjara 4 {
Kor e cJ'rHqeu rczd ne4ujarpuccnre {

[{A YII] YBA I5A H,A 14 M}/HO,IIOIIIKh
14: MroMeHranHa peaKqt4Ja r{a n

nurca peaxquja.

I{A

eKc'

IWlc
Per

t{A

YIUYBAFbA H,A HEP]BHIZIOT C

YLUYBATbA I],A OKOTO

lv{ qECTH: IJ]ABOOOJIKA

anKy qecTH: enr4JrerrTHqHH HarraAr4,
nHpaMhAanHh peaKrlr{tr KitKo rxrq

uHesu ja I .
: BpTOfnaBnuu ce orrr4rluaHu Bo

: MT4HJTHBO HapyuyBa*e na eu4or (
a rzrHTpaBeHoKat IIp r,rMeHa.

peTKo: MHr{JtLtBO CJ'ret]HJIO BO fJraPH

EBI,I HAPYIIIY'BAISA.
nKy qecTH: apr4TMHJat, ooJrKH
uror, 6pa4urcapanja.

Per : rpaH3HropHa npoMeHa so EKf e
(erc qHteJrHo torsades de pointes).

EA JIAPHI4 HAPYIilYBAISA

FIA

l'{

q

n
: TIYBcTBO Hil XeruTHHil 14 'rOnJtOTHI4

:  xunorensnja

IJA YTIIYBATbA HA
ll ACThHV'MIOT
n Ky rIecTI4: I,lKat+e

c[opeA TeJrecHr4oT cocTaB u 3aqecTeHocra.
aqr,rH: MHory qecrn (>1i l0), qecrr4 (>l/100 r,r

), perxla (>l/10000 u <111000), rranorlf perKr4
HH cnyqau. Muory qecrzTe, rlecrnTe H

HO Oe OApeIyBAAT Bp3 OCHOB& Ha rrOAaTOqr4
so nraue6o rpynara e ucro raKa e 3eMaHa
KaHH AeJCTBa BO fJraBHO C;e OApeAeHr4 Bp3

Ha JreKOT BO rrpoMeT.

IIpH rnpHMeHa Ha cTaHAapAr{H npe[opar{aHH
y.nauhja. flpo$nnor Ha HecaKaHra e$exru

3pacHLrTe narIHeHTh.

T CI4C|TEM
HBOCT nOHeKOfaU TeUKa, BKnyqt4TeJIHO H

M

IilyBaFba

oKyJrofrrpHrl
Ha ABHXetbaTa BKnyr{yBaJKU

r<pr,rsn/ Ar4croH nqKlr pea.Krlr4n
V

14

PECTIT4PATOP

Ha uHTlpaBeHo3Ha rrpr,rMeHa Ha oHAaHceTpoH.

flpraMep 3aMarJ]eH nu4) norraBHo Brc reKor

BO TeK:OT Ha HHTpaBeHo3HaTa nptAVe"a2

co uilw 6es AeHraeenarlHia na ST

yqHTe.[Ho rrponoHrarruja na QT unrepealor

HOBII

oT cl4crEM, |PAAUI4OT K0lr 14
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IIA

FIA
I-[or
ctryr

0n
TJ 14: JIOKaJIHa p,eax:qnJa Ha MeCTOTO Ha

TH HAPYI]IYBATIA I4 PEAKUH

yruyB AIiA. H A [llfE CT'VLBHVI
H: KoHcrunaqr,rji l

aJ Hil ilpeAo3Llpatrbe e cI'IM[r'oMaTcKA

aH Ha npe,4o3nparFbe rre ce n

YIIIYBAIiA, H A XENATOEVIITVIJ A
anKy rtecTu: acHMTITOMaTCKO 3toJle
qrajara Ha llpr11la61 Apo6r

fHcrpr4paHH oe3 AoKa3 3a TpaJHH r{Jt
noroJreMuoT Aen oA cnyqauTe cn

arlr4eHTh nptrMraJre xeMoTapaneBTl4B
pHJaBeHr4 c,ryqas Ha cJrerrHJto 6ulo o

.,
: t . BI4e HecaKaH14 4ejclea r{ecro c

euorepanuj a co qurrJraorr4H.

aTpr.rcKH trauHeHTH
I I KaHHre AejclBa xon 6Hne per
utAo ecrleHTr4 ce c.[HrtHH KaKo KaJ Bo3paq

peAo3Hpan e

nToMrr Ha flpeAo3uparbe
ofpaHHqe:Ho hcKyc:fBo co npeAo3

C V

rrp
nTe Ha npe,[o3HpaBe onle clrir]

ane npenoparraHh Ao314 ol l  rexor (
nKy flauHeHrH Kor4 onne flpeAo3Hpa

naqHJa, xhnoTeH3HJa H cHH

I'la eHTr4Te BO UeTOCT Cr3 OnOpaBHng.

II BaFbe Ha QT nHrepnalor. Bo
Ht.

tl H Ha flpeAo3lrpalbe
lle |JKr] Bo flpeBr,lA AeKa He r]oc:foH cne

tl.9

lJn

0ny
lia
3A aHTr4eMernqFir,ror tf arprraamonoruxrr
r,en

CI4CT EM

HI4O'I CI4CTEM
yBaEbe) Ha BpeAHocTHTe Ha TecToBHTe Ha

HA MECTOTO HA AAMr,lUr4CTpA,tlt4JA
un ncrpaqnj a Ha H HTpaBeHo3Hara raHj ercr1aj a

14qKI4 |lOCneAI4UH

I4JlOtfO Ce nOBneKnO 3a

KOH BKIVqVBANE VI

20 wruuyru. Muory
uHcrrJrarr4H. Hexou

KOpTHKanHU npAqAHU.

BooqeHr4 Kaj [ar{r4eHTr4 Kon 4o6nnale

npu yrrorpe'a ua oHAaHce)TpoHKaJ Aerla H
NAIIHEHTI4.

pafbe co oHAaHceTpon. Bo noseftgTo cnyqaH
H co et|eKrrare npujaneHn rc4j naul4eHru KoH

aer 4.8). Cuvnroruure onnruilHn rcaj
n onQakaar HapyuyBaFbe Ha BHAor, TelrtKa
co Mr4HJlhB AV 6rorc oA BTop crefieH.

OH4aHcerpoH AoBeAyBa Ao Ao3Ho-:taBhcHo
lj Ha npeao3tzparbe oe rlpenep4uyna EKf

H aHTHAOT 3a OHAaHCeTpOH, TepailI{aTa Bo

cyIIoplrl4BHa.
qyBa ynorpe6a sa urlex:aKyaHa (5r,raejrtr.t

KT Ha OHAaHCeTpOH UneKalKyaHara lHeMa Aa
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5.1

APMAKOJTO trrKr4 rrollATour4

aKoAr{HaMrrJa

MKomepanesmcKa zpyna:

A0I: IlpenoputltLt Kou de.nysaam
ue.MetmuLfll U np(lnapamu sa cy36usct
, )

HOT 9 ]BI4COKO CEJIEKTUBEH

Aen Balbe. Toqulro'r MexaHr43ieM Ha
rcarsero He e [o3Ha.T. lI

rpe
i\4aq

t\,

MO3OqHa KOMOpit U ,4a fO

dueec'muauuom cucmeM u uema6onu3Mom,'
Ha MttqHr,tHa,' AumazoHucmu Ha cepomoHuH

HraroHHcr Ha 5HT3 peUe[Top co cnnHo
F[,€ BO KOHTpOna Ha Mar{HI4HaTa V
K:aKo H paAr4orepanujara Mo)r(ar La

| , w nropr4. Ou4aHcerpouor ro 6il pa rroKpeHyBabero Ha roj pe$neKc.

BnKaaT oT'rrylxTarbe Ha cepoToH H BO TaHKOTO rIpeBO rrrTo rrpeAH3rBr4KyBa

Ha aQepeHrHu BJraKHa H. Baryc npexy 5HT3ula A petbneKc ua noepaftarne rto n

Br4pabeTo Ha aoepeHTHr4 BJraKHa H. MO)Ke Aa npeAr43Br4Ka O0JrOOOAyBarbe Ha
r,rH Bo rrpeAenoT Ha MO3oKoT ce HapeKyBa oreo postrem'q Ha AHoT0 Ha

HKHe peoneKcor Ha noBpari:aBe rro rrar Ha
€)H MexaFrr,{sair,r. Etfrexr'or Ha o ceTpoHoT Bo neKyBaBe Ha MarrHr.lHaT'a H

KaFbeTo [preA]a3Bl4KalII4 OA Hqr{a xeuorepanraja m paAr4or€panprja

:JaTH0 e nOcneAHUa lia aHTaroHC r-fKor0 AenyBarbe Ha 5Hl-l peqeilTopHTe

C M un nepraSepHo n ueH'rpaJrHo.
HH3MOT Ha AenyBaFbe Ha npH nocToneparhBHa MaqHprHa
KaFbe He e nO3HaT Ho 0e n ByBa AeKa e r4cT KaKo h MaqHr4Hara
KaFbeTo ilpe,4H3Br4KaHU CO TIT4TOTOKCqHa xeMorepannja 14 paAHorep anuja.

H0e'rpoH He r[oKaxan ceAaTHBSH
aKo,Jro[r Ko-I]cx,txoJrotxKa cTyAr4j a.

H He Bnl1Jae Bp3 rrJra3M KO HUer{Tpaqnj a ua nponaKTI4I{.
yTBpAeH eQeKTOT Ha Or{AaHCeTpOH [oBpaKaFr,eTo rrpeAH3BI4KaHO OA OTII4J ATU.

I(,r HI{qKI,I

u fl0Ql,t€Hfntl

Kafse u MaqHHHa 143BHKAHH MEHA HA

liu r43rBeAeHa ABOJHO CneIIa paHAOMr4

eHTI,r Ha Bo3Tpaor oa I -18 roAHHH 3ir

KJrr4Hr4r{a crylll/.ia co BKnyqe)HLL 415

rIeHtKa Ha eaDprKacHocra Ha oHAallcerpoH Bo

Jra Ha MaqFrvrHara u noepaftaBero n
Me Ha xeMoTepa[uuaTa rrarlu

vI BeLrcKr4 + 4 mg oHAaHcerpoH n Ho (no 8-12 uaca) HrH oHAaHcerpr)H 0.45
rn HHTpaBeHcKH + nepopanHo rrrJla (rro 8- l2 uaca). flo sanpuryBilrbe Ha
)a nvJaTa ABe'fe fpynLr [pHMane HCerpoH cHpyn Bo Ao3a o4 4 mg, ABa flaru

AeH oA xeMorepanlrjara qelocHa KoHTpofla

V

vI

(ltH

t-le

erfercr' Kaj 4o6ponorqure BKJIyqeHI,I Bo

Ar43Br4KaHH oA aHTr4-KaHIreporeHa, repanr,rj a.
re frphMane wilv ou4aucerpoH 5 mglm'

H, Eo reKor na 3 AeHa, Ha Hairerux
6ura nocrurHara rcati 49%o ot rzeH'rnre (5 mglm" i.v+ 4 rng oHAartcerpoH

Fro

!fa

H A

HA

p.o uxarl41%o oL raqueHTHre (0.45 m i.v+ 4 mg nraqe6o p.o).

l 0



wsewmal sa KapaKmepucmuKume Ha reKom

BpeMe Ha AB0jHO CJrr3na paHAOM Ha nnaqeoo-KoHTponHpa.Ha cTy,4r4Ja co
LreH14 438 nauneHTr4 Ha BO3paCT A 1-17 roAr4Hh, Ha HajTeuKr4or ,4eH oA

eMe3ara 6nna rocrurHara xaj 73% oA
2-4 ntg AeKcaMera3ou p.o) u rcaj ',71olt 

on
nt4JaTa r.{enocHa KoHrpona H

eHrHTe (oH4aHr;erpoH 5 nrg/m2 i .v
HTHTe (OHAiiHCeTpOH Or4pyn BO !,O3a A 8 rng + 2-4 mg AeKcaMera3oH p.o Bo reKor

H A xeuc,repannjena'). flo 3aBprrxyBal+e xeMoTepanr4JaTa ABeTe fpyrrH [pHMane
o cl4pyn Bo Ao3ut o4,4 mg, ,lea rHa AeH, Bo reKor ua2 Aelaa.

iJa
I]KJI

n
II

I}KJI qeHu Bo cTyl\LrJiila ilplrMHne Tpr4 oHAar{cerpoH ol 0.15 mg/x1; i.v. 30 M}rHyrr4
il noqeToK Ha xer4oTepatlvJaffa a sa 4 u 8 .{aca ro a[nr4Kaquja ua trpBtrm Aosa.

fHara Naj 56Yo oA rrarlr4eHTr4Te.Ha KOHTpOna Era eMe3itTa 0Hra I|
ra oTBopeHa, He-KoMrrapaTr4BHa 4r,rja co eAeH flpororol 6ula Hcrn{TyBaHa

acHocTa Ha eAr{a hHTpaBeHcKa Ao3a oHAaHoerpoH ol 0.15 mg/rcg, rpocne/q,eHa co
Bo3paor tol 12 ro4unra) u 8 mg (rcaj aeua HaI.BE nepopanHn A03r4 oA 4 mg (raj aeua

ill2 roluHrr.r); nnyneH 6poj ua nc utru:29. IlerocHa KoHTpona Ha riMe3ara
6vt rroc)THfHaTa rcai 42Yo oA narlueHTr4Te.

HA NOCT BI]A

n3BeAeHa ,[BOjHo crena, paHI(oM3vpalat nraqe6o-rcoHTponnpiaHa cryluja co
Bo3pac;r ol l-24 Meceun (nocr-rcouqenrlucKa
>3 kg) 3a npoueHKa Ha eQnxacuocra Ha

na 670 ne,4rajarpncKu naur4eHTn H

Iiiu
oO

Eto
e0

Cl

Cl

n3EteAeHa oTBopeHa, He-KoM napaTu
Hocra Ha oHAaHceqloH rcaj 75

>44 HeAeJlu, TenecHa. TexHFra

crylr4Ja co eAeH npoToKoJr 3a rpor{eHKa Ha
Ha rBo3pacr oa 6-48 Meceqn. Crre Aeqa

HcerpoH Bo rrpeBeHqnJa Ha n BHara Hay3ea n noepakarue. Ha

ltrc
t;tL

H14r-lHTe BKJI)rqsss Bo cTyAHJaTa 6nre [naHnpaHI,I 3a eJIeKTit4BHa xupyptrtKa

neuqraja rroA orrrrrra auecresuja u /\SA craryc S III. Bo neprEo4or o4 5
l!{t4 yTHO rro BoBeAyBaBeTo Ha KOT [arlHeHTI4Te rlpl4Ml4ne eAI4HeqI{a ,AO3a

oA 0.1 mg/xg. K.aj naque Kor4 rrpnMale nlaqe6o cnope4eHo co

HCeTpOH rpynafB 0Hna. pefHcrpr4paH |OIE]\,I IPOUEHT HA HCIII4TAHIAqH rcAJ KOH CE

lac pOHl'lTeCTnHaJ'I Hl.lOT Tpa.KT I4 nOKaXy

l Jra HaJManKy eAHa e[H3oAa Ha no kame no reKor aa 24-\acoBHuor nepl4oA 3a

Hrca (lTT)(2]80ztr vs I l lZo, pr'<0.0001).

i3i.2 pruaKoKnHeT'I{Ka
tfr re olpanHa npr4MeHa Ha oHAir rlacurlrHo I4 Bo lornoJlHocr r;e atroop6l4pa oA

e$erl trp14 npBoro noMI4HyBalbe HI43 IIptJHor'

Hajeucoxa KoHueHrpaqrzja uo nna3Ma oa 30(6lropacno,'roxhBocra e orcony 50%
n s l' ' D I  ce nocru[HyBa oKo;ry 1,,5 qaca arr,ruraqr.rja Ha Ao3a og 8 mg. i3a ,qosH

I o JIeMH oA 8i mg, ce :rl6eleNyna norolteMa cl,icreMcKa pacnonoxHBocT Ha

na flponopql4oHanHo Ha Ao3ara, LIITO e oApa3

aFbe Hrr3 upHnor Apo6 nocne opanHa npuMeHa

nocJre nepopan Ha anl uxaqnj a, He3 Har{I4TeJI Hc)

HO rrq|aTa He ce MeHyBa rlpu llcroBpeMeHa

H oA OHila KOJa ou 0e oqeKy

MareHr4or erfercr HiI npBorr0 noM14Fl
oBl4ooKH Aosra. EuopaonoJroxHBocra
JrerMeHa npr{ rtprlcycT'Bo IIa xpaHa,

v Ha aHTaru4rAn. Cryllrlrre rcaj norBo3pacHH 4o6poeolutlt rloKaxa;le MaJII4

Hr4qr{:h nHcnrHnSIaKaHTHH npoMeHHBo opranHara 6r.topacnoloxuBocr (659'0) t4
Bp3aHo co Bo3pacra Ha llauileuror. llocrojarero Ha roryeJlprMr4Haqraja (5 uaca)

H BO OAHOC Ha [oJIoT, no [epopaJlHa

HA

HA

llL

!UI

LIKH Bo Aracrpn6yuujara na onAa
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rp eHa KaJ xeHil, l e 3aoeJ|€rl(aHa no
(: Mcril4 KJ'rUpeHC H BOJtytdeH Ha AucTp

rlnjara Ha oHAaHcerpoH e clh
BeHo3Ha rpr4MeHa (il '.) co KpaeH
ufyunja eo cocroj6a Ha FraM

HCeIpOHOT e eAr{aKBa rro r4HTpaMycKy

B BaFbeTo 3a np,oTeHHUTe OA nJra3M
TlOB HOCr nOMefy' I]na3r\4aTcKaTa KO
() HcerpoH. Ce elnununpa 0A cncreM

, KaAe ce uela6rclusvpa trpr3Ky noee(
ncopr6upauara Ao3a ce H3JriaqyBa He0A

E H CYP2D6 He eruiae Ha
Ko,KHHeTCKtr4Ts rrapaMeqpz Ha

KeKpaTHa npHMeHa.

HUr rIO[

JaTpLICKa II0II)/ IaqHJil

lTe
[(a

u3l

(rrr

:i- I
It3

roiqr4Hr.r. C)eaie pursnnKa Bo rfa

u adonec4eumu (ua eospacm od I
gu.jarpncrcnre rraur4elrrn Hra
xHpyprxKa r4HrpeBeHrIHJa or4no 3

afoneH Ha 're)Kr{Hara') e 3a oKoJIv
oA 5-2tl t{ecerlr4 (n==22) Ho

HCil

rkj

rrKy

HIrrrnTe Ha Bo3pacr ol,3-tl2 foAr4HH

nauneHThre Ha Bo3pacr oil l-4 n,t
yean 6.7 qaoa crrope4erHo oo 2.9 .r

tarytzlara Ha Bo:lpacr oA 1-4 MecerIH
Ha reJrecHa no2;a raj rroBolpoAeHnrre

yBaF,e Ha ancoJryTHaTa BpeAHocT Ha

w61t uuja Ha Kr4llpocory6r.l n Hvr neKo B

JTTaTHTe oA cryllHJa cnpoBeAeHa KaJ

6u BOBeAeHil tsO OrrUTa aHe0Te3Hla

HCeTpOH CnOpe,]leHO C0 BO3paCHH n

H nopacT co TeJrecHaTa TexuFra
palSuttuu crl 0Hr4e raj nala4n

I,Jl14 14 BOI)/MeHOT Ha AHCTpH

TI C JI.LITIHA BpQAHOCT noli'lef y pa:|nl4q

o Ba[beTo Ha Ao3aTa ctIOpeA Ten

€t,CO paHH co Bo3pacTa v Ja r43e

TI

OFI

I in
HA

HceTpoHoT Kfu ileAHJaTpHcKr4 nau
cnp,oBeAeHa ronynaqr4oHa rpa

tcaj 74 ner4ujarpcurn

) n 4l xrhp)/prxKu naq.nenr (Hat\/l

oA aFranH3aTa OHro yTBpAeHo rca yrro'rpe6utaHa"

6psnua u creneH Ha ancopfluuja lr Hava,reH
yqHJa (npnnafoAeHo Ha rereicHara re)(HHa).
a ro rrepopaJrHa, HHTpaMycKynapua (irn.) n

y-x(r4Bor oA oKony 3 qacet 14 BonyMeH Ha
oa 140 L. Cr,rcreucKara pacronoxrzrBoc'r Ha

14 r,rHTpaBeHo3Ha arrJurraqrzj a Ha,JreKor.

e: 70-76%o. He e yrBpAeHa ArrpeKrHa
uHja 14 aHTueMerr4r{Frhor e$err Ha

Kara u,LrpKynaqnja rperexHo rpeKy rrpHhor
KparHH eH3HMcKr4 rrarr4rrrra. floualrl, o I 5Yo

rpeKy yplrHara. HeAocraroKor Ha
(faprurarcorcuHerr4Kara Ha oHAaHce'lpoHor.
HAaHCeTpOHOT He Ce MeHyBaaT rrOCJre

do 17 zoduuu)
I l-4 r'receuu (n:19) ua r<orrr rpe6a Aa r4M ce

IeKa KnfipeHcoT r{a or{AaHcerpoH
0o4 nobaseH Bo oAHoc Ha rraqneHTr{Te Ha
Ma crnqHa BpeAHocr co KnnpeHcor Kaj

opeAHuor flonyxr,rBor ua ernulruaquja
nau,HeHTHTe Ha Bo3pacr o,a 5-24 Mecerlu H

HHeTCKTTTe rrapaMeTpr4 npncyTHa Kaj

Aa ce Aonxlr Ha BHcoKHor nporleHT Ha
rrooJTeAoBareJrHo noBHcoKr.ror BonyMeFr Ha

KaKO OHAaHCerpOH.

Hil Bo3pacr noneiy 3 u 12 roAI4HH Koll

ereKTHBH14 xl4pyrxKr4 saSarn noKaxaJre

KnnpeHocr 14 BonyMeHor Ha Aucrpn6yunja na
Kaj anara rapaMerpr4 e 3a6enexaH

rc 12 roAnruHa Bo3pacr BpeAHocrr,Ilte 6nle
vt Lrcl:.vraHraura. Co HopManl43uparbe Ha

crropeA TeJrecHara Te)I(I4Ha, ()BI,Ie napaMerpu
BO3piaCHH fpynr4 Ha IIaIII4eFITI4.

HaTa|Texr4Ha rv KoMrleH3apa [poMeHHTe
qyBa cHcreMcKara pacnonoxr4BOcT Ha

HercKil aHanv3a no I4HTpaBeHcKa anJlilKarquja

rIHeHrrM co MaJII4fHorvr (Ha Bo3pacr oa 6-48

Bo3pacr ol, l-24 BA HA
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pame (0.15 mg/kg HHrpraBerrcKr4 Ha ce
) rczrj ra[HeHrure Har eospacr Q4
xeHocr Ha JreKor (AtlC) c,ru..
jarpucrcure KhpyprlKr.t naqneHru (
reuru (eospacr 4-78 ro2luura) H xupypl
,reHa Ha cIHrtHr.4 AO3H OHAitHCeTpOH.
xoAHo yTBpAerraTa rroBp3aHoc.r' H
jarpracxnte oHKoJrorrJrriu trarIr4eHTH
Hocln sa AUC ot 170-250 ng.h/ml.

:,ra C. @apvraxorcuHerr{Ka rcaj uegu
i roaunn.

'ou 4 uaca, co npnMeH a na 3 [ocJreAoBareJrHr4
l-48 Mecerru pe3ynrr4pana co crdoreMcKa

ra co r43JroxeHocra perr4crpupar{a Kaj
-24 ueceqn), ne4rajarpucKrrre oHKoirorlKn
rKr4re narlHeHrn (nospacr oa .l-12 ro4uHn) no
Onaa npe4Hocr 3a AUC cooaBercrByBa co
r AUC u eSurcacHocra Ha reKOr Kaj
Kor4 noKax(yBaar 50-90% oAroBop npn
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Oa4aHcerproH KaKo eAr4HeqHa ur
llaqueHru oA rrofiynaqrzclnara {
3 (i%o xupyptllKll IIaUlIeHrI,I
lloryraquoHr{Te npecMerKr4 rrox
On4anceq)oH KaKo eAr4HerrHa r4
(8-  l2  roauHn ) .

BeHcKa Ao3a: 0.1 unw 0.2 mdkg.
raKoKr4rFrercKa aHanpr3a: 64Yo co KaplIaHoM 14

.re; ALJC rpr4 Ao3a oA 0.15 mg/kg.
rBeHQKa Aosa:2 mg (3-7 |oIU,IHI4) utrw 4 mg
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nolpe6uu noceOuu ycnoBu 3a qyBa

Aa ce qyBa Ha MeCTa HeA0CTanHLrI
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ycKynapHa rpr4MeHa Ha oHAaHcerpon raj
upHHol Apo6, cHcreMcKnor KJrr{peHc Ha
H CO [pOAOnXyBarbe He. BpeMe[o Ha
l00olo opanHa 6uopacuol0r)r(r4Bocr sapa1r4

noMlrHyBaFbe HLr3 rIpH Alpo6).

r Ha nocebeH urereH e$er,rr rcaj ryie np:
u c'ty/].}ltj 3a oe3oeAHocT, ToKcHrtHocT llo

KcnrlrHocr h KaHueporeu noreuqujal.
aKyMyJrnpaar Bo MreKor na craoprqn (co

JOHCKT4 KaHanr.r OI,UTO AOKaXaHO AeKa
Ha cpueBr4or MycKyn flpeKy 6ror:aAa sa

KJll4Hr4qKara czrun$nKauTHocr ua onoj

liro3a MouoxrrApar, nqeFrKapeH cxpo6,

nnnqenyno3a, nporLrJreHTJTLIKOJI, COpOT,ITaH
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