
1. IIMEHAMENI,IqI,IH
Alyokast@ 10 mg, $

2. KBAi'II4TATIIBEH II
EAHa tpt,lru-o6,roNeua
explroa:reureu ua 10 mg
ENqunneHcu co no3Har
m$ naKTo3a MoHoxIa4Par u 1

3a,4enama nucma na

3. OAPMAIIEBTCKA
@uru-o6loNenu ra6leru.
Bex, oxpyrnu, 6uronsercuu

4. KJIIIHI,ITIKI{
4.[ Tepanenrcnu

o Alvokast@ ce
Teparrr4Ja KaJ
yMepeHa

afoHncTlr co

ffpenopauaua 4osa o4
cp acTMa 14

ra6ne'ra, elnalr na ,4en (

Onurru nnenoDarn
'llepaneorcruor e$err ua

)TxTe npBI4OT AeH OA

Ha naqueHrnre uu ce
r{ofa HuBHara 6orecr e noA

3EI{PEH AJ 3A OCOEIIHI{TE IIA JIEKOT

IIPOII3BO.II
ra6lern.

ATI,IBEH COCTAB
Alvokast@ coApxlr MoHreJIyKacr HarpLyM

dumlr-o6loxena ra6lera Alvokast@ co4pxa 89'30
(coja).

noznedneme eo den 6.I.

ra6nera.

BO JreKyBaISero Ha acrMa KaKO AOIOJIHI{TeIHa

ecueHTlt Ha Bo3pacr saA 15 roAunn co cla6a 4o

KOHTpOna Ha oonecra
gejcreo. Kaj naqueurme co acrMa, KoI4 ce Ha

repannja co Alvo KOT noMara u Bo onecHyBaBe Ha cI4MnTOMI.ITe Ha

CE3OHCKH AJlEDTHCKII

xaj xou He e flocrlrrHara cooABerHa KJII'IHLqKa

rropHr,r Koprl4Kocrepol4Al4 14 co [pI4MeHa sa 6gra-

r eo npo$u,'raxca Ha acrMa KaJroja 4ouuHLtraurua
npH Hanop.

4i2 [o:upane H HaqIrH Ha

Iosupal6e:
naufleuTn Ha Bo3pacr saA l5 roAlul co acrMa r'lJI 14

ra*" -"ptt"*" pIIHI'IrIlc e e4na if unra-o6:roxega

Bp3 napaMeTpl4Te 3a KOH'IpOna Ha acTMa ce JaByBa

Alvokast@ l0 mg rf unr'l-o6loxenu ta6lerlt

cB 3eMaar co LrnI4 6eg xPaua.

Aa npoAoJIXaT Aa rll 3eMaurr

JIa, KaKO H 3a BpeMe Ha Bno

Alvokast@ ce
KOMNOHEHTA E

-',;,q',.1t--\

uTe
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Alvokast@ se
Ax KOr,r Ja coApxar

rroTpeoa oa npunaro
co cra6o Ao yMepeHo

MOXe Aa Ce
e nocTl4tHaTa coo

ee aa 6nae ce Kopltcrr.r
4.4).

docmanuu dosnu/
ce ra6rerr4 oA l0

ce ra6.reru ga

TTIHLI.
ce ra6ngrr.r ga

ce HaMeHern 3a
r:pe6a 4a ce

Konrpauu4nxaquu
o llogsara

uercoja o4 nouomnare

Ilpe4yupegyrane u rrpeTna3JIIrBOCT

nr:ure rpe6a 4a ce
Ha aKyTeH Hanaa

ynorpe6yna r,IcroBpeMeHo co Apyrl4 MeAuqI4HcKI,I
cylcTaHrlr{ a-MoHTenyKacT.

Ao3ara Kaj naqueHTr.r co peHarHa r,rHcyt[uqllenquja
ollrreryBalbe. florara e LIcTa 3a MaItrKIl I4 xeHcKIt

Ha ApyfrrTe TpeTMaH[ 3a acTMa
TepaneBTcKIl pexr{M Ha naqueHTor-

KaKO AOTTOJTHITeIHa TepanI,IJa KaJ rIaqfieHTI,I KaJ KOI,I

KOH',rpOJra Ha oonecra co IrHxaJIaropHI,I
dera-aronucrr co KparKorpajHo 4ejcruo. Alvokast@

3a Koprr,rKocrepor.rAr4 3a r.rHxuurarlnja (Br4Aere

Qopuu:
Ha BO3paCT HaA 15 rcA Hh n nooraprl

5 mg sa ne4r,rjarpucKl,I [aqrIeHTIt Ha ro:pacr og 6-

4 mg aa ne.qujarpucKlt [auI4eHTI,I na rospacr o4 2-

ynorpe6a.
.IIOBOJIHA KOJII4TII,II{A HA TCTIHOCT.

Ha aKTHBHaTa CynCTaHqI4Ja, COJa, KITKHpITKII Il Ha

Ha neKor HaBeaeuu ao 4elor 6.1.

HaMeHara 3a oBaa
r4HXUrnampHIt Hr4crr,r co KparKo AejcrBo. Bo cnyuaj 4a uua norpe6a

NOBEKE I,iHXAJIAIII4U HA co KpaTKo AejcTBo Bo oAHoc Ha Boo6nqaeHo
rpe6a 4a ce co ne4naru 4a no6apaar coBer oA AoKTop.
He cMee Aa ce KaKO 3aMeHa 3a L TXaIIaTOpHI4 HJIH rrepopanHl

KOn yKat)t(yBaar AeKa Ao3aTa Ha nepopaflHll

lpv Hr.rBHa Ko-aAMunrc'rpaqlrja co Alvokast@.

repaflr4ja co JreKoBI,t [porl4B acrMa (BxnyqyBajfut ro

Herraa
rpe6a 4a

Hr,rKorau Aa He ro ynorpe6yBaar Alvokast@ ga

Ir ceKofam Ia ja vMaar AocTanHa cooABeTHara
a. flpu aryren HanaA Ha acrua rpe6a 4a ce

Ka eo3r.rHo(br4nr4ja, Koja Bo HeKoI4 cnyqaH ce
na Chrug-Strauss clrHApoM (cocroj6a roja ce

). Orue cryrau o6l4qHo, Ho He ceKorau ce

perKr4 cny{ar4 KaJ

) uoxe Aa ce
co BacKy

co ct4cTeMcKI4

unpaHr.r co peAyKqnJa r,rnr4 npeKI4H Ha TpeTMaHor co flepopalnHl4



KOpTr4KOCTepOr4Ar4. He e r4oxjryqe
aHTaIOHIICTII Ha neyKOTpI4eH LAa e

,{or<ropor rcoj ro aolu
BCr(ynHTr]CeH r.rcun, eBarl
KoMnnl,txatlr4r4 u/unrz ueeponafrlrja.
Henoeara cocroj6a n
flagueurure co acrMa
rpe6a 4a rpo4o:rxar 4a
Alvokast@ collpxn JraKTo3a.
nrorepauquja Ha raJraKTo3F,
Mafla[copnqr4j a Ha rJrrrKo3a-
flp0rasnoAure Kou coApxar +oja
rerlrKfi aHaabunaKTr4qHr.r
co no3HaTa npeoceTnr{BocT Hq npr
Ha re[rKa aneprlrcKH peaKrlul4 Frpr4

4.51IIH'reparqnu co Apyru
Alvokast@ Mo)Ke Aa ce
npr{MeHyBaaT Bo
raHTepaKur.rJ a, MoHTenyKacT
HE NOKAXA KJIIiHHqKI,I

neI(oBu: reo(bHnHH,
eclpa4uo.n/HopernHgpou 35/ 1
ber e perncTpHpaHo HaMany4ar+e
nra3MarcKara KoHqeHrpaquja i (AUnJIa3MaTcKaTa KoHIIeHTpaqI4Ja i (Al

co $eno6ap6zron. Moureny{acr
3apaA Toa npr{ HefoBa
KaKo (beHr4ror4H, ![eno6ap6nrp.r u
MepKr4 Ha flperfla3ranocr (rocp6Ho

BnVjanue na uonmeayxacm qpe
I4u eumpo cryAr4r4re yraxyea{r ,r
llogaroqr.ne oA KnnHlrqKa cfyAuj
po3r4rnr4Ta3oH (TrrlHqeH npeTpTaB
2CB) yrcaxynaar 4ena
Ilopa4a roa, He ce oqeryBa
ce vera6orH:upaar npery quoj
n a n o n n u u u n . \

In vitro cryI,vLrre noKaxyBaal
noManKy cl4rHr4(pr4KaHTeH cTe[eH

ner{ cTyArr}l Bo Kou ce BKryrIpHu
CYP 2C8 u CYP 2C9)
MOHTenyKacr 3a 4.4 narv.
MoHrenyKacr npr4 Ko-
Ha CYP 3A4. no noKroDr4rei
HegaKaHr4Te AejCrBa.

)

HO He e Hr4 nOTBpAeHa MOXHOCTa TepanlrJaTa CO
acoqprpaHa co nojaBa Ha chrug-strauss cr4HApoM.
Tpe6a Aa BHuMaBa Ha nojaBara Ha eo3HHoiDHnlrja,
Ha 6enoApo6Hr,rre cnMnroMr4. nojaBa Ha cpqeBrl

,{ororxy Kaj naqneHror ce jaBar oBI4e cIrMnroMI4,
pexr4M Tpe6a BHnMareJIHo Aa ce npoqeHar.
Ha acl]rrpHH 3a BpeMe Ha rperMaHor co Alvokast@
npr,rMeHa Ha acflxptrr unv Apyru HCAI4JI.

He 'rpe6a Aa ce npHMeHyBa Kaj flaq]reHTli co
narcra3a AeQr.rqneHrlnJa IdnI{ cllHApoM Ha

aneprncKr4 peaKqr4r4 (exryuyrajtrn
narlr4eHTr.r Kou ce anepDrqHr.r Ha coja. flaqueuru're
14H OA Kr.r K r1pr,r KJ.r ce co 3roreMeH pr43r4l( oA nojaBa

Ha npgllaparH Kou coApxaT coja.

r{ Apyru Qopulr na I,rHTepaKIlxu
KoMor4Haqr.{a co Apyfu neKoBn KoH pyrllHcKl4 ce

Ha repanfija Ha acrMa. Bo cryAuure sa
BO flpefloparraHaTa Ao3a 3a KJTHHUTTKa yloTpeoa

4ejcrno aps ifapuarorurueruKara Ha cJIeAHLITe
flepopanHu KoH'rpaqenTHBr4 (eTr.rHrrn

Arrf oKcr.rH u BapQapr.rH.
oA oKony 40o/o sa TIoBpIIIHHaTa IIoA KpHBaTa Ha

Ha MOHTenyKacT npH HgroBa Ko-aAMHHI4CTpaqI,Ua

ruera6orusapa npercy CYP 344, 2Cg u 2C9 u
co nHAyKropH sa CYP 3A4,2C8 n 2C9

pu$annnunu, Tpe6a Aa ce nperceMar 3roereMeHu
j ne4nja'rpucrra naureHru!).

He op!2u neKoau
MoHreJryKacr e noreHreH unxn6urop na CYP 2C8.
sa raur:eparqr,tja co flpI,IMeHa Ha MoHTenyKacT It

Ha reKoBr4 Kou ce Mera6oJlrsnpa.ar npery CYP
se ro usxu6uoa CYP 2C8 Bo uH suso ycroBrr.

.qa rnrajae eps vera6olusal,ror Ha reKoBlt KoI,I
(Ha npl.rMep rraKrIdTaKceJI, po3r{rnl{Ta3oH 14

MoHTenyracr e cyncrpar na CYP 2C8 Ir Bo MHory
CYP 2C9 ra 3A4. Bo KIrHHnqKa uHreparqnja ,rer-

oHTeryKacr u relrtfu6posun (nuxlt6ltrop Ha rBam
ja :rolerrlyna clrcroMoKara x3noxeHocr Ha
HO pyrr4HcKo fip]rnaroAyBarbe Ha Ao3ara Ha

a ua rerrat|ubposr.rn unl Apyrl4 tr,toxtttt unxu6uropu

Aa ce cBecHI,r 3a MoxHocTa oA 3roleMyBal6e Ha



Bpf ocHona ua
lrHTepaKrlr4r4 Ha
rp4Meronpr4M). Ko-a4uunr.r
uHlu6urop Ha CYP 3A4
cLIqTeMCKaTa I4JIOXeHOCT Ha l

4,61.<Depru.rnocr, 6peuenocr
Bpplrenocr
Arlnlraruure cryAr4lr He yKax
nn{4 eM6pHo-$eranHr.{or pa3r
np$ue ua 6peueuocr ue yran
MoFrreryKacr rz nojanara ua
KO+r Ce peTKO npvJaBeHlr no n)
MQnreryracr Moxe Aa ce yn(
ranfraxaquja sa ueroBa nprlMer

Aoprbe
Crfauure usre4enu raj cr
MnpKoTo Ha cTaopqn (BrrAsr
rrlaJvuuoro v:rexo.
MQHreryxacr Moxe Aa ce )
nufiuxaqlrja ra ueloBa rrprlMe

4.1.E{exru rp: cnoco6nr
I4alxo ue ce oqeKyBa M(
ynPaByBarbe co Milurr,rHr4,
3avaeHocr.

4.{,Hecanaun er}enru
EeF r.BBeAeHr4 Knr4Hr,rirKH cry

o @nnv-o6loxenure
ACTMATIIqHH

o @ultnr-o6loNegure

Ta6rerlrre sa
ACTMATI4TT HII

Ta6:rsrure ga

3a epeMe Ha Ha KJrr,IHHqKI4Te

acprIHpaHLI co npHMeHaTa

$pierneuuuja ce janynaar
nnpue6o:

noAaTorlu oA cryAr.rr.rre, He ce npeABnAeHI4 KTqHI,IqKU B I(HIi

JIEKOBI4TE noreHrHu urxlr6uropu o,q CYP 2C8 (np.
a Ha MoHTenyKacT co I{'IpaKoHa3oJI, cHJleH

co He-cfirHI,lQr4KaHTHO noKaqyBalf,e Ha

Ha rrrrerHo 4ejcreo na lronrenyKacr Bp3 6peueuocra
rroAaTollu oA [pI4MeHa Ha JIeKOT 3a

Ha Kay3alJrHa [oBp3aHocr loMefy annl4Kall]Ijara Ha
(ua npunaep 4eQerru Ha eKcrpeMl4rerure)

HA TEKOT BO TMOM9T,

3a BpeMe Ha 6peMeHocT caMo AoKoJIKy I.rMa jacHa

noKaxyBaaT AeKa MoHTeJIyKaCT Ce I'I3rarIyBa BO

5.3). Heua noAaroIII4 Aann JIeKor ce I43naqyBa Bo

yBa 3a BpeMe Ha AoetLe caMo AoKonKy I'IMa JaCHa

E yrrpaByBarbe co MarrrltHll
ga nl.ujae Bp3 Bp3 cnoco6nocra 3a Bo3else Il
c9 perKu clyqaa Ha nojana na BprornaBltlla 14

npoqeHKa Ha MOHTeJIyKaCT U Toa:

o4 10 mg 6ea npoqeneru raj orony 4000
oa l) roat4Hu H [oBeKe;

o1 10 mg 6ea npolleHeru rcaj orory 400 naryresru
co acTMa I{ ce3oHcKI,I pr,rHr,rrrrc Ha Bo3pacr oA 15 ro4lrun u nouei<e;

oA
HA

OA

mg 6ea rpoueHeru raj oro"rry 1750 ne4uja,pucttlt
oa 6-14 roAlasu;

mg 6ea rpoqeue'ru xaj 851 ne4ujarpucru flaqueHrl.
Ha Bo3pacr oA 2-5 ro



rreAr{jaTpIrcKIr
[aq[eHTu Ha

Bo3pacr oA 2-5
roA|IHrl
(1 cry4uja o4 12
Heqe,'tr; n=46I)
(1 cryguja os 48

ne4ujarpncnu
IIaqIleHT|l HA

norpacr og 6-14
roAIIHtr
(1 cryauja oa 8
uele,rn; n=201)
(2 crysur oa 56

ol 15
t

K,racu na opraurr It
clrcreuu/ necanano
gejcrno

H4pynynara na
racrpoHHTecrrl HaJrHIlor

Onnnu napyuynama n
HapyuryBarsa Ha MecToro
na an.tunaqr.rja

EHA CKJIOHOCT KOHHapynyrarsa Ha KPBra t,t

flonpeueHuHapylyearra ua I,IMyHl'Ior
CI{CTEM

Bo xlttguqxure ucrlI4TYBarLa

6poj ua naquemu (rPaene
Moceufl 3a ne4ujarpucru
6es6easocuuor npoSr,rn na .n$xo'r.
IJe:rorynuo, 502 nearajarPuc{u na
MOHTeJTyKaCT co BpeMerpaelle oA

r,r:ru noeefte u 534 na\uemul12
. l

nDooun Ha neKor npx HeroBalA(
i

flo nyunarle Ha JIeKor Bo rIPQMer

HecaxaHrire peaKIrI4I't KoI4 ce Fpnj
ce HaBeAeHr.t Bo cneAHaBa Taqena

IrDI4MeHa Ha JIoKOT CO BKJIyqeH OrpaH[qeH

: ao 2 IoAI,IHI4 3a Bo3pacHll uaquenrn I't Ao 12

Bo3Dacr oA 6-14 roatlsu) HeMa npoMeHI4 Bo

Ha Bo3pagr oA 2-5 roAlanu 6ea Ha repanula co

3 veceqn, 338 ro nplruaa:reror 6 rueceqn

ranu nosei(e. Heua npouena no 6es6e4nocHuor

npr4MeHa.

lplrj aBeHI'I cneAHI4Te HecaKaHI'I AeJcrBa:

npn yno'rpe6a tro ny rarbe Ha neKor Bo npoMer

, Kracara Ha opmHn h cl{creM ' repuuHolornja

3a 3aqecTeHocT ce npeABllAeHrr Bp3 OCHOBa HaHa HecaKaHr{ AeJcTBa.
p0neBaHTHr.I Kil14HI{qK!I



coMHa6yJIIr3aM,

, afvrawja

I{JTHOCT, HeMI4p,

co arpecI4BHO

flu.rxuj ar:pucrl.r
HapyuyBal6a

flonpeneunH4pyurynama ua
HopBHI4OT CI,ICTeM

Pecnnparopuu, ropaKzrnHL
u ue4uj acrunamll

facrpouHtecrunalnr.r
H4pyuryBalsa

KoHqeHTpaIIUJaHApyuryeau,a ua
xenaro6urnjapuuor
CI{CTEM

(nxnluynajtru

qenynapeH 14

yrxyBarr,a Ha Koxara H
TIOTKOXHOTO TKI,IBO

, 'e:1:. -rt. .

. i , i : ;  ? "



Hapyuyoaru Ha
MycKynHTe, KocKHTe 14
cBp3HOTO TKHBO

APTA
BKnr{
MYcK'y

rrHJa, Ml.rJanrlrJa
'eajrtu rpvenu no
tnTe

flonpeueuu

Onuru uapyruynar+,a n
HapyuyBal6a Ha MecToTo

ua an,ruraquia

TMPEK:uiat 9ecrr,r
Acrer
M AJIAX

lalcm6ocr,
raHocT, eAeM

Iloepeneur.r

xKareropuja na gaqecresocr: Te
HecaKaHo 4ejcrao, npnjaeeua crr
KJraHr.rqKHTe ucnurynana: Muol
f lonpeueHu (> l /1000 to < l /100)
(< 1/10,000) .
tOerae HecaxaHu peaKIII4Ir c9 np
npr.rMane MoHrenyKacr, uo 6rle
naqueHTH Kor.r flpr4MaJre uaqeSo er

f Oeue HecaraHn peaKqHH ce npl

MoHTenyKacr, Ho 6u,'Ie llcro raKa r
n:ra(e6o Bo KJILIHLttrKH ticnHTyBaH,t

r"uuo,roruja 4etluuupaHa sa ceroja flojaBa Ha
peA uHr-u,IAeHIIara so 6a3ara Ha rloAarolllz o.4

uecrn (>1il0), qecru (21/100 to <l/10),

Perxu (>1/10,000 to <1/1000), MHory pernu

jaoeHr raro MHory vecru raj naqueurl ror
tacro raKa nprajaeeuH raxo Muory vecru xaj
KJIUHUqKLI I4CnltTyBarLa.

jaaeuu xaxo rlecru raj naqueHTI,I KoI't [pl'IMane

rlljaneur.r xaxo rlecra xaj naqueHru Kou npl'lMarne

flpr.rjaayeanero Ha HecaKaHnre AeJ
e oa roJreMa Ba)KHoc r. Ha oaoj
KOpHCTa HaCnpOTH pH3LTKOT OA yn

Aa rc npujaBr4 ceKoe coMHI{TeJI}

Sapvaxonnru:raHqa

4.9.Ilpego:upan e
Cuunmonu
Heua cnequQuuHrl noAarorrl'I 3a rl
3a XpoHI4rlHa aCTMa MoHTeJ'lyKacT

200 mg/neu, Bo nepl4oA ot22 l':.et
oxory 1 He4era renor 6n,r aunq
cTyaHa He yKaxyBaar Ha KJII,IHnqKI
flpr.rjaneHu ce cryqal4 Ha aKyrHo I
BO npoMer u 3a BpeMe Ha KrItHHql
Bo3pacHr4 u ne4njarpncxu naqlIeH'
xaj 4ere Ha Bo3pacr oA 42 tr.teceu
aHant43n 6ea rcos:llcteurun co

ne4r.rjarpucxlr naqneurlr. Bo not

npujaneHra HecaKaHH 4ej crra.
Hajuecro nprzjaneHure Hecal(aHn

Ha MOHTenyKaCT u nr,ryuyeaar a6

14 ncHXoMoropHa x14IIepeaKTLiBHoc
HeMa noAarorlH AaJrH MoHTenYr

xeuo4ujarr.rsa.
oacrpaHn

)TBa pefl,rc.IpupaHn no nylxralse Ha neKoT Bo rlpoM

Haqr4H ce o6eg6eAysa KoHrI'IHyI4paHo cneAelse

rrpe6ara Ha J'leKor. Meguquucxuor lepcoHan rpe

I HeCaKaHO AejCTBO BO HaIIIIOHaJIHI'IOT IIeHTap

erMaH Ha npeAo3t par+,e co MoHTenyKacr. Bo cryA

5nr an:uqupaH xaj noopacnu naIIHeHTH Bo Ao3a

eJrn, a Bo IQaTKorpaj Hlr cTyAHlr co BpeMeTpael6e

rpaH Bo Ao3a Ao 900 mg /Aen.. lloAaroqvre oA on

cllruuQr,txaHruu HecaKaHH AeJcrBa Ha neKor.

peAo3r4palLe co MoHTeJIyKaCT nO flyllrrafbe Ha Jle!

r4Te HonlrryBalr'a. onne c-nyuan ce perllcrplrpaHl'I

u co npr.IMeHa Ha Ao3a oA 1000 mg (oxony 6l mg

r). Pe:yrrarrre on Krl'lHhqKure n la6aparopucrr
ies6eAsocsuor npoi[ra,r ua neKor KaJ Bo3pacHH

oJreMr.ror 6poj ua cJIyqaI4 Ha npe,{o3l4pa}I'e He

qejcrea coognercrByBaar co 6es6e4uocHuor npoi!

roM14HaJIHa 6olra, covnoleHTHocr, xeA, ltraeo6ol

nepHlo l l carHa I

]OMET

be Ha

rpe6a
ao 3a

to cry AUH
ro Ao3a Ao
rpaerLe oA
:e oA oBHe
cT.
) HA JIEKOT

>upanrl rcaj
, 61 mgikg
TOpr.rcKr4Te
)3pacHH I4

rlle He ce

>r npoiln,r
raeo6oma



C xor: RO3D CO3

CTEMCKI4TE

I,IH}IJI J]EVKOTDI4EHC

Haofa eo AhrxHHTe

rlnpaH co noJaBara Ha

<fa:a) u ce
H npoBoKarluJa co BHec
BO3AIX BO HOCOT r,r CeJ

oHTenyKacT e

AorlHara 6ponxoro

KynaqHJa co no

4ujarprcxn (2-14 ro
Ayrrupan 6pojor ua

cTyAHJa CO BO3paCHr4

opeAeH co nlaqe6o,
eHa or [oqerHaTa
eHa oa [oqerHara

6.lVo nacnpotn -4.6%o

uaqe6o.
cTyarruTe

u eoeuno(pnlure). Ba)(Hr.r [po-acTMarI4qHI4 M9AITJaTOpH Ce Bp3yBaaT 3a
(CysLT). CysLT rnn I peqenropor (CysLTr )

nyfe (nx,ryryrajr(lr rll Ir MfliHrlTe MycKynHu BJIaKHa 14

BO ) v Ha apyrlr npor,rHQnaMaropHll KJIerKx

ftu ru eo:lruo$ oApeAeHH Muenor.IAHI4 MaTLI.IHH I{nerKH). CysLT" e

14 aneprrrcKl,r plrHr,rrr,rc. Kaj naqraesrra co acrMa,
r4eHI4Te AOBeAyBaaT MyKO3Ha CeKperlr4Ja, 3rOJreMeHa

KynapHa nepuea6u:ruocr
Ar4rrrHr4Te naruurra. Kaj

Mr.rrparlr4Ja rrrTo pe3ynrr4pa co oncTpyKIII.{a

CysLT" ce
HTX CO aneprr4cKt4 prrHlrTllc, no eKcon3xIIHJa Ha
oA Ha3aJrHara MyKo3a 3a BpeMe na o6ere (fasu (paua

aBara Ha cr,rMnroMl,I Ha p HHTLIo. ,Iloxa:raso e Aera
T, uur:paHasalno, ce 3roneMyBa orlTnopor Ha fiporoK

rrToMu Ha Ha3anHa oncTpyKqnJa.
cyncranquja Koja co aucor atpuuurer u

KTI,IBHOCT CE BD3VBA 34 I I perlenTopoT. Bo unsuqrure cTyAI4I,I MoHTenyI(aCT

euer eo ulrcra gosa (5 uuxu6upa 6pouxottoucrprarqujara npe4usutraua co
a na LTDq. pnuor eiperr ce jaeyea Bo [epl4oA oa 2 .{aca ro

)opanHa a nr,rKarluj a. Bpc
e$exror na uonreryracr

nuor eiberr na 6era-aronucrrrre e aiIIlrIlBeH
co MoHTenyKacrja Ianxu6lrpa raro paHara raKa

Moureryrac'r rI4 HaM1IJII,IJI eo3uHolplirl4Te Bo

uifepuara qupry,raquja 14 neAr4JaTpncKn naqueHTlr Bo oAHoc Ha

co MoHreJryKacr :uavajuo fo peAyllr4panaBo gpyra cry
or ua eo:nuo$uru ro flarr4rrlra (rrrepeno ao cnyryr'l) n no nepuQepuara

KJrHHrrqKHTe cuMnroMl4 Ha acrMa. Kaj oospacuu u
MOHTeJryKacr cnopeAeH co nnal(eoo, ro

ro nepl.r$epuara quprynaqraja co no4o6pynane na
KI4TE CI,IMTITOMI,I HA

MoHTenyKacr Bo ao3a oA l0 mg, eAsaru sa Aes,
[oAo6pI4JI: yrpnncr<uor FEV r (10.4% tacnporu2.TYo

), AM PEFR (24.5 Lluuu Hacrporlr 3.3 Lluutr
n snavajno ja uarr,ralul yno'rpe6ara na 6eta-aronnctu
oA noqerHara epeAHocr). PerncrpupaHo e H 3HaqajHo

evo no4o6pyeaue na rHeBHrr r4 HokHI4 cLIMnroMI4 Ha acrMa Bo oAHoc

IIaTr.tIxTa, aHTafo

I4AH KOII CE

H3BeAeHli

BO AOnO

CTI,IKII

cficreMcKrl JreKoBr4 3a o6crpyrranuu 6olec"ru na
peuenropr4re 3a neyKorpHeH.

LTD+, LTE+) ce norelrrHt4 ltu$lavaropulr
oA pa3nrrqHr4 x.nerxu (nuyuyeajliu ru rraacr

Hr{ narlr4eHTl.r 6erue gorcaNauo

Ha KJrr,rHr.rI{KHor eiberr ua
(% A noqerHaTa BpeAHocT 3a !{HxaJI}IpaH

AEJ



MOHTenyKaCT

e(DeKr 6eme

TITOMI4TE HA ACTMA.

8-Hegerua cryguja

.27Yo so MoHTeJIyKacT

ACTMATT,TTIHI,I

MeTa3oH, cooABerHo ga FEVr : 5.437o uacnporu
o/o; yno'tpe6a Ha : -8.700h Hacnporu 2.640/o). TpwuaHor co

IIOIIETEH OATOBOP BO OAHOC HA HHXANATOPEH

Ha IeH), Ho 3a BpeMe ua 12 uegetl|,J.a'ra crypuja
14Matlle eH rgpanucrr4 eQerr (% [poMeHa oA noqerHara

6eruroverasou, cooABerHo sa FEVr : 7.49%3a MOHTenyKaCT
13.3Vo; ynorpeda : 28.28% Hacnporr,r -43.89%). Cnope4eno

OEKJIOMETA3OH. KAI BI'COK oA naurreHTnre rpernpaHn co uoureryract 6eure
cJIt4qeH oop (ua npunrep 50o% oA naquesrare KoH nprrMr.rne

uuaa nogo6p na FEVr 3a oKony >llVo ol noqerHara BpeaHocr;
i 42%o ol'rnUuettTHTe KoH npHMHJIe uornelyracr).

I43BE,IIEHA KJII,IHI,IIIKA 3A Aa Ce npoueHl.i eq)I,IKacHocTa Ha MoIITeJIyKacT Bo
aneprlrcxu prrnlrrrrc raj acrruarrauma naqueHTu Ha

2 15 rolulrz co ce3oHcKL aneprl4cKlt pvtHr4Tkrc. Bo oeaa
MOHreJryKacT BO Ao3a oA 10 mg cnope4eu co nlaqe6o, AoBeAe Ao

HA AHEBHHOT CKOP HA CI,IMNTOMIITE IIPU

. ,{uennuor cxop Ha Ha pr4Hr4Tqc [peTcTaByBaaT flpoceK oA AHeBHr,rre
crvnroun (cpe oA Ha3ZIJrHa KOHTeCTUJa, pr,rHopga, KVBAI6e,

(cpe4Ha epe4Hocr oa Ha3anHa ronrecrnja noHa Hocor) 14 Ho

aerLe, noTerxKoTI4J a rrpr4
3HarrajHo no

NOKAXAH

(200 mcg,

HA CHMNTO

n nortnr,r 6y,uena). Cnope4eHo co nraqe6o, 6ene
npr,r ena,'ryaur.rja Ha uenoKynHara coc'roj6a og

Ha naq[eHTt.{Te H Kox ro BoAar neKyBarlero. Bo osaa cryAr4ja He
npr.rMapHa qen na etpnracuocra Ha JreKor no nogo6pyname na

raj ne4ujarpucru rraqueHTr Ha Bo3pacr oa 6-14
MOHTenyKaCT BO o4 5 mg, eAHarrr Ha 4eu sna.rajuo ja no.qo6p[

t[ynxqr.rja 8.710lo Hacnporu 4-16%o npoMeHa oA IIorleTHaTa
Hacnporr,r 17 .8 Llv.urt [poMeHa oA noqerHara.nuocr: AM PEFR 27.9

) rz ja narr.raln o4 6era-aroHrcru (-l | .7% Hacnporr.r 8.2o% npoueHa
no'rerHara npe4uocr) eo nraue6o.

l2-uege,rna cryquja Ha raj rospacu naquerrut 6eure perurcrpnpaHa

lHa peAyKrIHJa Ha ara rrpn Hanop (EIB) (lrarcuruaneH naA Ha
Yr ot 22.33Vo so uo rpynara Hacnporu 32.40%o no nraqe6o rpynara;

ero 4o epaftame 4o 5%o oA rloqerHara BpeAHocr sa FEVr 6eme 44.22 uun
Ha MoHTeJryKacr 6ene ronglrcrenreH 3a BpeMe Ha60.64 uauyrrE).

cry4uja. Pe4yrquja 6eue perncrpupaHa r4 Bo xparrcorpajua cryluja xaj
naquelrTl4 Ha og 6-14 ro4ltrz (uaxcurr,rlureH naA sa FEVI oA

26.l1Vo eo uaqe6o rpynara; BpeMero Ao
Ao 570 pa3nlrKa oA BpeAHocr ra FEVr 6ene 17.76 MUH Hacrrporr4

.98 uruytr). I4 eo gnere erperror Ha JreKor 6erue sa6ereNaH ua rpajor og
AHEBHIIOT UHTEPBAJI HA

x nepceH3HTllBHOCT Ha acnlIpl4H KOI,I

TeparrHJ a uluttu tepopastuu
co MoHTenyKacT eu co nnaqe6o, sHauajuo ja nogo6plrr

ua actva (FEV1 HacnpoTa -1.7 4%o npouena oA rroqerHara



HaMaJreHa [orpe6a oa
BpeAHocr)

5.2 (Dapuaxorcnnercrcu
Ancopnquj a
flo [epopanHa an,ruxaquja
KoHrIeHTparlHJ a Bo [na3Mara (
rlunu-o6loxeua ra6,rera oa 10
6uopacno,roNlr eocr no fl
epr 6uopacno,roxh eocra u C
KJIItHItq KH I,ICTIHTVBAII]A CO

oA BpeMero Ha 3eMarre na o6pox.
Marcuva,rua ronqeHrpaquja eo
ra6,rera :a qeararse o4 5
6nopacnoroxueocr rro nepopan
,'IeKOT Ce 3eMa CO XpaHa.

lucmpu6y4uja
Hal, 99o/o oA MoHTeryKacr ce
gucrpu6yquja npu cra6u,rua ro
[3BeAeHfi KaJ CTaOprIr4 CO np

Ml.rHriMar'rHa 4ncrp6yqnja npery

Ao3ara pef r.rcrpHpaHa e M
OCTAHATI,ITE TKUBA.

Euompauc$opuaquja
MoHre,r; racr noanex Ha e
[pr4MeHa Ha TepaneBTcKr4 ao3r.J o
He MO)r(e aa ce AeTeKTHpaaT
Wn cumpo cryAr4ure co
MeTaoonH3aMoT Ha MoHTeJryKacT
r4crure cryAyr{u 6eue AoraNan
npH npHMeHa Ha TeparreBTcKH A
2C19,2D6 u tn2C9.
Mera6o,rurnre Ha MoHTenyKacr

Etu.wuna4uj a
fl,ragnarcruror K;rupeHc Ha Mo
nepopaJrHa annuKaqr.rJa Ha
oA paAuoaK rHBHocTa oeue H3M
ypr4Hara. Oeoj noAarox saeaHo
MOHTenyKaCT yKaXyBaaT AeKa
r4cKryr{HBo IIpeKy xonqKaTa.

Kapaxm cpuc m u x u Ha na 4 ue H m u :

-27 .78% HacnporH 2.09% npoveua oA noqerHara

6pso ce pecop6npa. MaxcralrarHa

ce nocrr,rrHyBa 3 vaca (Tmax) no auuraqltja ua
mg rcaj eo:pacHr{ naIII4eHTIr Ha rJlaAHo. Cpequara

anrraxaquj a e 64%o. Craugapgnuor o6por ue e,rujae
Ee:6e4nocra u etflrxacuocra 6ea goxaNaut no

(a na Qurru-o6roxena ra6:rera o4 10 mg He3aBItcHo

ce nocrr.rrHyBa 2 \aca ro anlaraquja na
xaj eospacur.r naIIHeHTLI Ha rJIaAHo. Cpe4Hara

an,rnraqnja e 73%o u ce HaMaJIyBa na 63% 4orolrcy

nra3MarcKr.rre [poreI4HH. BolyueHor ua
Bo nJTiBMara eoro,ry 8-l I L. Cry4ulrre

Ha paAr.roaKTrrBeH MoHTenyKacT yKa{yBaaT Ha
BHo-Mo3oqHara 6apuepa.24 \aca no auuxaquja Ha

na roHueHrpa4rja Ha paafioaKrxeua varepuja so

n Nle'ra6o,'rrigaN,r. Bo cryAurme I,I3BeAeHH co

reror xaj Bo3pacHH H aetla, 3a BpeMe na "steady state"
BO NJIA3MATA.

xenaTaJrHH Mr.rKpo3OMLI yKaXyBaaT .4eKa BO
yqecrByBaar llllroxpoM P450 3A4, 2A6 u 2C9. Bo

AeKa [ra3MarcKaTa KoHqeHTpauHja Ha MoHrenyKacT
ne ru uuxn6upa qllroxpoM P450 3A4,246, 1A2,

M14H14ManeH TepaneBTcKH eq)eKt.



IloTpeoa oA nplrnaro
epeHo xenaTaJlHo o

co peHaJrHo
lrHr4paaT rrepKy

KAJ NAIII4ETITII

LrqHeHqHja (Child
annlrKatll,tJa Ha BI,ICO

AO3a 3a
unr4H. OBoj e(beKr He e

Ha ,4eH.

cTyAHr4Te 3a TO
HI4 npOMeHI4 Ha

HA TOCKAI{HOOT

CHMNToMI,I,

ce jaByBaar co
KA H3JIOXEHOCT ON

Kaj rraajnryun,
geu (>232 naru

Ha rexor).
aHI4MtuIHuTe CTyAr,tu, co
24 naru noBltcoKa oA

auja sa ![epruluocr xaj
TIATI' TIOBI4COKA

HpaHo e MaJIo

A[r4Te co eajaqu npr,r
excnosuquja,

a Bo oAHoc Ha
KAJ

qyBa Bo MaJquHoTo MJI
ce perr4clpupaHlr

lyKacT HaTpr4yM Bo
mg/m2 rcaj rnyBrlr,r 14

25000 naru noBlrcoKa o

BO AO3r' AO
CI{CTEMCKA

I,IJII4 BI'AJII4B}IOT C

BUMDO U UH BUBO TECTO

APMAIIEBTCKI{

TyMoporcHo Aejctro raj rlo4apu.

t t t  | l l

HA

AeJCTBO Bp3

cnopeA rrarlr4eHT

Ha 4o3ara Kaj nocrapr4 rr naqxeHTr.t co cna6o Ao
He ce urre4ewu cryAur,r co nprrMeHa Ha aexor r<aj

MoHTeryracr I4 HeroBI4Te ueta6o.nuru ce
rropaAv roa HeMa rrorpe6a oA npunaroAyBarle Ha
peHanuo orrrreryBarle. Herrla noAaroqr4 3a

KaJ naulleHTx co Te rKa xenaT,ulHa
>9).

oA MoHTenyKacr (20 u 60 rrarr,t rroBr,rcoKrl oa
e naA Ha nJIa3MaTcKaTa KOHqeHTparIHJa Ha

npu ynorpe6a ua npenopaqaHara Aosa o4 l0 mg,

HA JIEKOT

raj xuemnu :a6enexasr.r ce MHHr,rMzurHH,
AJIT, uurosa, $ocrpop u rpxrJrr4rleprrAn.
6ea: srorelt4euo Jraqerbe Ha nJIyHKa, r-acrpo-

cronnqa u joncrcu guc1atanc. Osue Hecaxasu
Ha Ao3r4 Kon AoBeAyBaar Ao 17 r'aru floBr,rcona

u3JroxeHocT flpn aflnr,rKarlr4ja Ha TepaleBTcKr.t
crBa ce jaByBaar no arrnuKarlr4ja na gosa o4 150

oA cl{creMcKa eKcnosuqr.rja npx KnnHI,IqKa

Ha Ao3a Koja AoBeAyBa Ao clrcreMcKa r43roxeHocr
npfi alnr4Karl4la Ha TeparreBTcKr{ Ao3r.r He e

unu penpoAyKTTr.rBHr,rre cnoco6Hocrfi. Bo
Ha craoprlr4 co npr.Meua Ha Ao3a oA 200 m{kglaeu

oA KJrr,rHrrqKaTa cncTeMcKa eKc[o3r,rqnJa)
Ha reJrecHara rexI,IHa Ha ularenqurrata. Bo

ercno:urluja 3a 24 nart noBl4coKa oA KruHl.rqKara
e noBlrcoKa r,rHrI[AeHrIa Ha HeTIeJIOCHa

JrHr4Te xrrBorHr{. He e perucrpupaua nojara ua
Ja Mr.rHyBa nJrarleHTpaHaTa oapr4epa u ce

no eArrHeqHa rrepopanHa annr{KarlHJa Ha
5000 mg/kg Kaj rnyBrlu rr craopqn (15000 mg/m2 ra

cooABeTHo). osa e varcHr\.ra,'rHa r,rcl] TaHa Ao3a 14 e
AHeBHa AO3a Kaj BO3paCHr.r naqrleHTr,t

rexuua o4 50 kg).
AeH (oxoJry >200 naru [oBr4coKa r.r3noxeHocr oA

) neua tporororcuuuo 4ejcrno Kaj myBrlu 3a UVA,
Moureryracr He floKaxa MyrareHo AejcrBo
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Erqrmuencu

. fyrtla rcantau (

noaaTorlu 3a

Porc na yuorpeda
Meceqfi.

Ilocedur
ce tryBa Bo

Ilarcvgarte

Ynarcrno ga

lla HeylorpeoeHa

A.o.o Eap
Kosapa 13 A
Cronj e

EPOJ HA O.IIOEP

.IIATYMHA
HA PEIIIEIINETO

3A ITYMTA-BE BO IIPO

MurporpracrarHa
Jlamosa uouoxr,rgpar
Kpocxapuelosa
Xr4porcunponul
Margecuvtu c,reaoat

. flolugt.ttttulalJrqoxoJr
o TnraHr4),N{Auorcr.rA
o Tarrc
o LIpBeH xen$o oKcI,rA
o Xolr xenego oronA
o Jleqr,rrr,rn

Ilnnounarr6u.rnocr

AOT MOpa Ce

a co PA/ALLIPVC
ce [aKyBaISa co:

TIME II A,IIPECA HA

rra poKor na ynorpe6a HA3HAqEH HA

crcrraArrpaI6e
3a[ITItTeH OA CBeTJTI{Ha U BJIara.

MaTeprjarr
oA Jre(oT Tpeoa Aa ce yHlrmrx

3ATIPOMET

BO COTTaCHOCT

I/mT/o
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