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3EI4P,EH ]43BE1IITAJ 3A

14ME HA MEEl,l q14 IHCK]4OT n POn3 BOA
250 mg, Qr,rnvr-o$inoxenn ra6nern
500 mg, Snnna-o6inoxenn ra6nenr
1000 mg, <pnnu-o6noxeHn ra6nern

KBAI| I4TATYI BEH ]4 KBA]ITI4TAT14 BEH
$nnnn-o6noxena raOnera coApxra 250 mg
Sunu-o6noxena ra6nera coApxu 500 mg
Qnnv-o6noxena ra6nera cogpxra 1000 mg

nperneA Ha erKcllnnuteHTure, au4ere 6.

QAPMAqEBTCKA OOPMTA
ra6neru.

-o€in
cr4Ht4, lqorFHaBegrn, 6uxoneercnn, Ma3HI

500
AonruaBecril, OnKoHeercnn, nltasnn Sn

, AonrHaBecrn, Ma3Fth $nnlu-o6noxeHn r

Kn u H Ll r{ K],t OCO E t= HOC]'],|
Tepa n e erc Kvr uH Aunaunn

ra6nernre ce nH4nqrpaHn KaKo
res ceKyHAapHa reHepannsaquja, raj eospacnn
4rjarHocrraqnpaHa ennnenc nja.

Ti e uH4t4qhpaHa KaKt) dono,nuumenua
napqn1anHn HanaAil co ttnv 6es

Ha Bo3pacr nag 12 ro4nHn;
MnoKnoHilqHLfl xana,qn xaj BogpacHta u
MnoKnoHnqna enunerncnja;
npnMapHo reHepany|3npaHyl
aa412 roAuHkt co L4lhonarc;Ka reHepan

Lr HaqltFt Ha npt]4MeHa

ra6nerrn ce 3eMaaT
. Ta6nernre Moxe Aa ce 3eMaar co vnn

4.
4.

a Ao3a ce AaBa noAeneHa Bo ABe eAHaKBil

E HA NEKOT

AB
M .

M .

paqeraM.

nru-o6inoxex n ra6neru.

Ta6nern.

, 3a neKyBaFbe napqnJaflHn HanaAil co
u aAonecqeHTn HaA 16 ro4nnn co

3a neKyBabe Ha:
reHepaflu3aqhja, KaJ BO3paCHU n

HaA 12 roAnHV co jyeenrnHa

HanaA[ KaJ BO3paCHV tA RE aAonecqeHTu
enunerncnja.

4Oeonno Kont4L{ecrBo



AO uH[TnlanHa T'epaneBrcKa Ao3a oA 500
AO3aTa MOXe Aa Ce 3roneMyBa 3a 250

oAroBop. Mallcnuanna Aosa e 1500

mepanulia xaj 'eospacuu (> od
co menecHa motuHa noeoneMa od 50 xg
Ao3a e 500 mg ABa narn Ha AeH, co roja

OA Kfl14H14'{K14OT OArOBQp 1,1 OA

Ao 1500 mg, ABa naryt Ha 4eH. MeHyea
nnh co Halil€rnyBabe sa 500 mg,

nuqa (uad 65 eoduuu)
Ha Ao3a'ra ce npenopaqyBa

$yHrqnja (ara4rlre no4ony

6y6pexna Synguja
a Ao3a Mopa nHAnBnAyanHo Aa ce

naLlneHTh ynarcTBoTo 3a
3a 4a ce Kopt4cTt4 oeaa ra6ena 3a

Ha KpearnHnH Ha naqnenror (Clcr)
co renecHa rexhHa nororeMa o.q 50

cnopeA 6y6pexnara $$nrqnja.
>e Fra Ao3aTa e np[Kax{aHo Ha AonHaTa

, rpe6a Aa ce sxap ape4HocraL Ha
n3pasreHa Bo ml/unn. Kaj Bo3pacHlt n

rg, Clcr eo ml/uun. Moxe fla ce o4peAlt oA

rcaj eospa'cuu u etdonecrleHmu od 16 eo)uuu
noLrerHa Ao3a e 250 mg ABa narn Ha AeH, Koja no ABe HeAEnn rpe6a Aa ce

mg ABer naril Ha 4ex. [on4raMy Ha cencn2
mg AEla narn Ha AeH, Bo 3aBncHocl' oA
ABa nerTn Ha AeH.

eodu,uu) u adonecqeumu (od 12 dct 17

MOXe 4a Ce noqHe yure oF npBnoT AeH oA

Kaj nofiapn naq[eHTn co HapyuieHa
na 6y6pexnara Qynrqnja").

KpearilHr4H (mg/dl), onope4 cneAHara

72 x cepynltcKn Kpearhnrax (mg/dl)
(x 0,85 sa xeHn)

u aAonecqeHrn co Hapyilena 6y6pexna

,73u2) = Cler (ml/rrlrnn.) x1,73
BSA, apegxocr (m2)

Ha Ao3ara xaj eospacHn

CrA 500 4o 1500 mg

Qt4 500 4o 1000 mg ABa narr Ha AeH
OrA 250 4o 750 mg ABa
Qt4 250 4o 500 mg ABa narn Ha AeH

BFe KaJ naqreHru Ha
(  r ,



npBnoT AeH oA TepannjaTa co
o4 750 mg.
Anjann3aTa, ce npenopaltyBa AononHnTeflHa

ce npenopaqyBa Aa ce npnMl4 y.qapHa

on 250 4o 500 mg.

co HapyureHa 6y6pr:xHa Synrqraja, Ha neBernpaqeraM rpe6a 4a
arcAn cnopeA 6y6pr+xHara $ynxrlraja, Kfl hp€HCOT Ha neBeTupaqeTaM 3aBUCll

$yxrqrja. ()eaa npenopaKa ce Ha cl-y4nn KaJ Bo3pacHn naqueHTyl
a 6y6pexna {yrr xrlraja.

a4onecqeHTn u AeLl€1, Clcr ao mlluual 13 m2 Moxe Aa ce oApeAil oA cepyMcKt4or
(mg/dl), cnopeg cne4Hara Soprvryna cpopuyna):

ml/ur,rH.) = Brcnta (lcm) x kts
cepyMcKt4 KpearuHt4H (mg/dl)

.55 xaj Aeqa noManut oA 13 rogrann;

.7 xaja4onecqeHTn oA Ma![Kh non;
Ha Ao3ala xaj goenvurrua, Aella n co TenecHa TexnHa noMana oA

Kor4 rMaar HapyueHa 6y6pexna $ynrqraja:

AeH oA repannjara co fleBer[paqeraM ce nruqujanHa A€a oA 15 mg/kg
3aTa, ce npenopaqyBa AononHuTenHa Ao3a 5 ao '10 mg/kg

xenamanHa Qy,nxquja
norpe6no nphnaroAvBaFbe Ha Ao3ara Kaj co 6naro h co yMepeHo HapyuJyBabe

xenaTaflHo Hapyuytsabe, KnnpeHcoTHa qpHnol'Apo6. Kaj narlraexrn co
MOXe Aa yKaxe Hia nocToelbe Ha

co KnilpeHc Ha KpeaTnHnH noMan oA
Ha oApxyBabe sa 50?i.

r n e$rKacHocra Ha'Tinalvo KajAeqa il
Henna AocranHn noAaroqt4.

mepanujar xaj adonecqeumu (12-1

ce
oA
co

ks
ks

He
HA
HA ua uncyQnqnenqnja. f'lopa4ra roa, raj

1.7'3m', ce npenopaqyBa HaManyBerlbe

Krupenc na
KpeaTuHr,rH

ara Ao3a e 10 mg/rg ABa naru Ha AeH.



oA KnhH9tr{t(r4oT ollfoBop 14 oA , Ao3ara MOXe Aa Ce 3roneMlr flO
ABa narh Ha AeFt. MeHyaauero Ha H€ Tpr@$3 Aa Ce n3BeAe CO 3roneMyBiabe

HaManyBabe 3a n0Bette c)A 10 mg/rg, 4aa Ha AeH, Ha ceKon 2 ne.qenn. Tpe6a Aa ce
najuanrre e$ercruexn 4osn.

ro rajAeqa co'reflecHa rexuHa oa 50 kg e ncro xaro raj Bo3pacHu.

o.q 20 kg rnu noMaflKy no4c,6po e Aa 3anoqHar
KaJ Aeqa 14 KaJ aAoneclleHrut co TerecHa

co 100 mg/ml opaneH pacrBop.
HaA 50Kg e lrcro xaxo raj Bo3pacHhre.

ce
oA
4 t

Konrpann4nKaqxx
Ha aKTnBHaTa CyncTaH$n)a, Ha nr4Fronh4hHcKta AepnBarn nn]t na neroj

Ha neKoT.

floce6nn npeAynpeAyBalba r MepKn Ha

co cerauJHiaTa Me,qhqnHcKa npaKca, na repannjara co Tinalvo rpe6a 4a
BeAe nocreneno (n,puuep: raj Bo3pacHri t4 co TenecHa TexnHa norofieMa
kg: 4osara rpe6a flocreneHo Aa ce Ha 3a 500 mg, ABa naru Ha AeH, Ha ceron 2-

n; raj Aella noc'rapn oA 6 rvreceqra, xaj h aAonecqeHTu co TenecHa TexilHa

4zt 6u4e noroneMo oR 10 mg/xg ABaa oA 50 kg HanaanyBabero Ha Ao3ara He
Ha AeH Ha ceKoil 4eel He4enn;).

uHucrpaqnja xa Tinalvo xaj naLlheHrn HapyuryBalbe na 6y6pexHara Synrr4aja
Aa 6n4e norpe6no nprnaroAyBabe Ha . Kaj naqraeHTu co cepuo3Ho xenara.nHo

na 6y6pexHara OyHKrlnja (ara4ere ro
, npeA Ao C€r oApeA[ Ao3aTa Ha aqeTaM, ce npenopaqyBa Aa ce HanpaB[

4.2).

crea, o614 sa c;auoy6ilcrBo v1 cyvlqv'AHnn4ev .t oAHecyBabe 6nne npnjaeenra raj
Kor4 6nne neKyBaHn co aHTn neKoBl4 (axnyvysaj(n ro h

or). Mera-aHarn3nre Ha pa Hnre nnaqe6o xonrpon vpaHn KnnHnvKrl
yKaxyBaaT Ha Mano 3roneMyBaFbe Han Ha aHThenhnnnTilqHn MeAhLll4HCKn npo

oA cynrlt44Hn nAeM n o4HecyBarue. He e MerxaHr3MoT Ha ph3ytK.

3a BpeMe Ha TepianhjaTa nallueHTnTe .qa Ge cneAaT 3a nojaBa Ha 3Halln Ha
nlunu Ha cyullt4AHn nAen n n rpe6a Aa ce".np$eMe cooABereH

flaqnenrure (ra nyfero Kor4 ce rphxar Hna) rpe6a garce coBeTyB-aar 4a 6apaar
lnpecnja ulwrin Ha' cyt4quAHh n1en unv

4

floverna 4osa:
lllmg/rg ABa narn Ha Aell

Maxcnuanna Ao3a:
30mg/xg ABa narx Ha AeH

1150 mg .q,Ba naru Ha AeH mg ABa nar14 Ha AeH

500 mg A,Ba naru Ha AeH 1500 mg ABa narn Ha AeH

noMoru npr nojaara Ha 3Halln Ha



noAaTollr4 0a Aella He BflnJaHne Ha neKoT Bp3 pacToT 14 Bp3
. He ce no3Har[ 4onrorpajnnre Ha neKor aps cnoco6Hocra 3a yq€)tue,

, pacror, eHAoKpt4Ht4re Synrqnn, n Bp3 noreHqnjanorsa pafarue.

u e$nxacltocra Ha neBernpaqeraMHe e LlenocHo yrBpfleHa KaJ .qoeHqnrba co
a Ha Bo3pacr floMana o4 1 roAnHa. 35 Aoenqrba Ha Bo3pacr nouana o4 1

a Kon hMane napquiannn nanagn 6nne
ne Ha Bo3pacT noMana oA l5 MeceLlh.

BO KnnHnqKnTe cTyAt414, a OA HytB CaMO

14xreparqnlt co Ap'yrr Megltqlt HcKtl u Apyru Sopun Ha HHreparqrja

no.LlaTolll4 OA KnnHnqKnTe m3BeAeHn KaJ Bo3paCHn nOKaXyBaaT
ra6nenare Tinallro He annjaar Ha KoHqeHTpaqnh Ha nocrojnnre
rnenrnLlh (Senuroran, xap6anaa3ennH, nponqHa KncernHa, Seno6ap6rrr-ran,

rhH, ra6aneHTnH, nphMlr4oH), Ho t4 oBne He annjaar na SapnaaroKnHer[tiara
Tinalvo.

u xaj aospacHnre, r,r raj negrajarpncKn KOn npnMane neBernpaLleraM ao 60
ne 6une ga6enexaHn KnuHhLtKt4 cnrH nHTepaKqhn Ha Apyfl4 neKoBl4 14

qeTaM.

roro oApeAyBabe Ha eapN
(4-17 roguur) co, ennnencnja

Kn're nHTepaKLlyt4 Kaj Aeqa n raj
AeKa AOnOnHnrenHaTa nepopanHa

co neBer[paqeliaM Heutana annjanne na cepyMcKt4Te KoHqeHTpaqt A Ha
peMeHo ynorpe6ennre rap6auasenun n Bannpoar. floAaroqure yKaxryBaar Ha

Ha KnnpeHooT Ha neBeT[paqeTaM 20o/o xal Aeqa Kon ce Ha repannja co
ja Hie eH3uMtare. Heva norpe6a oA

Ha AO3aTa Ha neBeTupaqeTaM Bo CfiYLlan.

(500 mg qernpu naru Ha 4en) e nex ja 6norrapa ry6ynapnara cerperlraja v Ha
ro HaManyBa Kflt4peHcoT Ha npnMapHnoT Ha neBeTnpaqeTaM, Ho He U Ha

. 14 norpaj roa, KoHqeHTpaqhrrena oaoj Mera6onnr ocraHyBaar HncKn. Ce
n Apyln neKOBl4 l(On Ce eULtMnHrpaaT nO Ha atKrhBHa ry6ynapna cerper4aja Aa to

peHanHhoT KflrrpeHc Ha ,rror. He e npoyqyBaH eSeKTor Ha
aM Bp3 npofieneqraA n He e no3Haro Ha neBeTrpaqeTaM Bp3 ApyflrTe

KOh Ce ennMnHnpaaT npeKy aKTnBHa cerpeqnja (na npraruep HCAl4.fl -
uerorpercar).aHrnnn$nahlaropHn neKoBt4, cy

qeraM Bo Ao3a og 10t)0 mg Ha AeH ennjanne epe SapvraKoKhHernKara Ha
HnTe KoHTpaqenrnBn (ernnnnecrpaqn i l neEloHoprecrpen) r F.te AoBeAyBa Ao

Ha eHAOKpr4HnTe napaMeTpu xopMoH h nporecrepoH).
Bo Aooa oA 2000 mg Ha AeH snnjaHne Bp-3. "SapMaKoKnHeruKara Ha

n na aap$apuH t4 He AoBeAyBa Ao
peMeHaTa npnMeHia co A[roKcr4H,

neK0B14 KO14 BpUJaT

poMeHn H€ .nporpoMSr,lHcKoro Bpet/te.
t4 KoH-fp?qeflTnBtt u co Bap$apuH HerMa

Bp3 oapMaKoKtlHeTuKaTia Ha



Aa
3a
BO

noAaroll4 sa annjannero Ha aHTaqnrqilTe Ha

neua annjaHuer Bp3 cTeneHoT Ha
ce HaMaJryBa npn nclToBpeMeHa npil

nOAaTOLll4 3a nHTep)iaKU,tAn Ha aflKOXOfl t4

Oeprrntocr, 6pennenocr n narraquja

AOBOnHO aAeKBaTFtl4 nOA€rTOqn 3a
KaJ XL|BOTHn noKaxafle penpoAyKTnBH

noreuqnjanHnor pyr3t4K ser nyfero.
ra6nernre He ce npenopaLtyBa Aa ce y

HeonxoAHo.
14 co ApyrnTe aHTneHunenTnLl,t,
npoMeHar KoHqeHTpriaqnjara Ha neBerh

na 6peuenocr ea6enexaHo e
Oea Fra[,ranyBarue e noaer(e nspa

KoHqeHrpaqnjia npeg 6penaenocra).
Aa ce cfleAar. f'lpernHyaabero Ha

qnja xa 6oneq'a, roja uoxe Aa 6nAe

ce h3flaLryBa ao uajvnnoro MneKo
4a 6uge norpel6no fieKyBarbe co

o4Hocor xoplrcr/pnshK oA repan n1ara,

Bo
(av

4.7
He

Bnnjanne Bp3 cnooo6noc,ra 3a Bo3elbe
n3BeAeHn cryAnn sil anrjannero Ha

4en 5.3.). Heua KnilHnqxh no4aroqr h
n3BeAeHn KaJ )Kr4BOTHil He e rrBplqeHo

co MaunHn. flopaAn MoxHara
Moxe Aa ce jaeu conrrronen4qa nnn
Kor Ha repannjara nnn no

r4Bocr xaj naquerrrh Kor4l Bo3ar hnn
BO3aT AnA Aa He ynpaByBaaT co Ma[lJLtHr4

3a oBne aKThEtHOCTt4 He e 3acerHaTa.

4.8 Hecaxann gejcraa

AeJCrBa HaBeAeHn noAony ce
KOHTpOnnpaHn tfinHl4qKn cryAnn co

aM 3a cnre nH4nrallt,tr4. Oene
npoAonxeHn cTlllAuvt Co npnMeHa Ha

Ha neKor Ero npoMer. Hajvecro
,  h,:.BpTotraBhtla.,,EegoeAnocnnor

Ha neBeTnpailleTaM.

Ha IeBeThpaqeTaM,no 6psnnara na
a Ha x:paHa.

Lle'raM.

Ha JneBerhpaqeraM raj 6peuern xeHh.
ToKchr.+Hocr (en4ere ro Aenor 5.3). Hle e

3a BpeMe na 6penaenocra, ociBeH

npoMeHh 3a BpeMe na 6penaenocra Moxe

Ha K.OHqeHTpaqnJaTa Ha neBeTnpaqeTaM
Bo rpernor rpnMecrap (Ao 60 o/o oA

xeHn Kou ce Ha repannja co Tinialvo
repannja Moxe Aa pesynrnpa co

sa nltajrara n sa Serycor.

3aTOa AOebeTO He Ce npenopaLtyBa.
3a BpeMe Ha Aoelbero, rpe6a 4a

oAHOC Ha BaXHOCTa OA AOebeTO.

Bp3 penpoAylot4 BHnre cnoco6nocrr
pr43r4K rajnyfe He e no3Har.

3a ynpaByBarbe co MauruHl4
epa cnoco6Hocra 3a Bo3eue nnL4 sa

vHAnBtAAyanHa oceTn[BocT, KaJ HeKoLl
cr4MnroMr4 oA crpaHa ua l_lHC, oco6eno

Ha Ao3ara. 3aroa e norpebHa
co MaunHh. Ce coaeryBa nallreHTnre

cd Ao4era He ce norBp4n AeKa HnBHara

co erHan[3a Ha no4aroqn go6vreHh oA
3416 nallheHrn rpernpaHn co

ce HaAonorHeT[ co noAaToqn oA
raro n io noAarorln 4o6nenu no
aHn :,jHeCaKaHm AejCrBa 6iea:



un Ha Tinalvo e cinnqeH noMery cnre
arpncKh naqnenru) !t npu cnre norBpAeHt4

AejcTBa nprmjaBeHm Bo KnuHur{Ktl
noManu o4 1 rueceq) u oA
Ha JaByBabe no ct4cTeMn n opfaHvl

1 l
1 l

He noBpeMeHn (>1/1000 go < 1/100),
)

n r nnSecraqyrx
qecmu: Haso$apnnrurnG
nnQexqnja.

]ba Ha KpBTa m na nvluSHt4or cncreM

i naHqnronennja, neyrponennja.

]ba Ha uera6onr3Mor r Ha

.' HaManyBaFber Ha TefieCHaTa TeXnHa,

jarpncru HapyutyBatea
: 4enpecuja, xenpnja-rencra

:o6ng ea cannoy6r4crBo, cyt4r{r4gHt4
6ec, rox<lpysraja, naHt,tqHn

canitoy6ucrBo, HapyuJyBaFba Ha nhqHocra,

rba Ha HepBHt4toT cr4cTeM
qecm u: coMHoneH L1nja, rnaao6onra.
, KOHByn3rn, HapyuJeHa p:rMHoTexa, BpTorn

: aMHe3nJa, HapyueHo naMTebe
KOHLleHrpaqhj€t.

.' xopeoarero3a, Ayt cKr4 xesnja, xn nepxn Hesraj

ba Ha oq[Te
.' Al4nnonuja, SaMaTeH BnA.

Ha yBoro u na na6upnHTor

n, TopaKarHu u MeAujacTnHarHh
: 3acnfleHa KauJnuLla.

yBalba Ha racTpotltHTecTn HarHuoT
a6gou uxanxa 6onra, gr,ljapeja, 4ucnencnja,

: naHKpeaTnTl4c.

rpynn Ha nallneHrn (aoapacnn n
xa ennnencnja.

(aospacnn, aAonecqeHTn, iqellia n
uKilTe ncKycrBa ce na6poeHu cno,peA

MHory qecrh (> 1/10), qecrh (>1/100 no <
(>1/10,000 ga < 111000), runory perxm (<

Ha TenecHaTa TexnHa.

t, aHKCI4O3HoCT, nnCOUnnja,

, ncnxo3,r, a6nopuanno oAHecyBabe,
eMoll4oHanna na6rnnocr/npouenn na

fleTapruja, TpeMop.
KOOpl4nHaLlilJa, aTaKC4a, napecTe3hJa,

M14Cfln.

7



j a6HopManHn xenara,nHn
: xenaTanHa nHcyopl4qneHqhja, xenaTnThc,

anoneqnja, ef3eM, npypnryc.
TOKCl,l'{Ha ennAepMaflHa HeKpOJtn3a,

; MycKynHa cflaoocr, Mnjaflrhja.

HapyuyBaba r FIapyu)/BaH'a Ha
: acreHnja/3aMop.

Tpyeba n npoqeAypanHr KoMnrn
. 'cnyqajHh noBpeAu.

cnyqan Ha afloneLlt4ja, nocne
H qenoceH onopaBoK.

cnyqan Ha naHL[l4ToneHnja 6eule

Ha HecaKaHn r4eJCTBa Ha
n npn chTe uHgt4Kauvtn Ha ennnencnja.

3a 6$6eAH0cr oA ynorpe6a Ha

HA
n

Bo
(t'rt t

Ha nnaqe6o-KoHTponnpaHnTe cTyAnn

HecaKiaHn AeJcTBa
ncnnTaH!,il_It4.

Hr4or 6eo6eAx,oceH npo$nn Ha
qecro, 11.2o/o), arwatqnja (vecro, 3.4o/o),

oHanHa na6nnnocr' (vecro 1.7o/o),
5.6%) n nerapruja (vecro 3.go/o) noqecro

og 4-16 roAhHl4 Erro on"o" Ha Apyrure

KOTHNTNBHhTIE N
He ce pa3nnKyBat o4 nnaqe6o Bo oAHoc

-R Attention and Mramory cKopor, Memory
cnopeA nporoxi)n. Persynrarnre eo

Ha arpecnBHoTcf oAHecyBabe
Ha BanhAnpaH uHcrpyMeHr (CBCL

Llnre Kon 3eMane Tinalr,ro ao 4onrorpajxn

Ha xenaTo6nnujapHlroT cl4cTeM
TecToBl4.

HA KOXATA T HA NOTKOXHOTO

Stevens-Johnson-oe cnHflpoM, eptaTeMa

Ha MycKytft HocKeJleTHlroT crcTeM Ha GBp3HOTO TK]4BO

na annuraquja

o4 jaeyaarue Hia aHopeKchja e norofieMBO KOflrry TOnnpaMaT Ce AaBa 3aeAHCr CO

Ha TpeTMaHOT CO neBeTilpaqeTan, e

cynpecnja Ha KocKeHaTa cpqeB[Hil.

BorflaBHo e cfihqeH xaj cnre Bo3pacrHt4

r xaj negnjarpncKn nallileHru 4o6nenlr ea
Ha noAaroLlnre 3a 6es6e4nocr

Kal Bo3pacHn nar_lueHTnco r4cKflyqoK Ha 6rxejanopaflHnre, n
ufia noqecro 6eule perncrpr4paHa Kaj

HecaKaHnre 4ejcrea: noapa(arue
Bo pacnonoxeHr4e (vecro 2.1o/o),

(vecrcr 8.2o/o), a6nopnaanno oAHecyBabe
perncrphpaHn Kaj.qeqa n aAonecqeHTlt Ha

rp)/nn.

-cnena, nnaqe6iro-roHTponnpaH a crypnja ncnr4ryBarbe Ha 6es6eAHocra oA Tnnor
Ha Tinalvo Kaj Aeqa Ha Bo3pacr 4-16 roqnn4 co napqiljaflHn Hana4n 6wne

e$emn Ha reKor. Etano saKny'.{eHo AeKa
npoureHa Ha 6aganHnre BperqHocrn Ha

0omposite cKopor eo nonynaqnjara
Ha npoMeHnTe Ha oAHecyBaFbeTo n

QynxqroxrapaHr€ noKaxane KaJ nall]4eHTilTe rpeTnpaHn co
cnopeA craHAaplH3upalu MeroAt4 co

t3hild Behavior Checklist ). Meryr'oa,
cryAI!4 He, nOKaXAne BnOUJyB€tlbe



h l{a eMolll4oHanHOTo
He 6nno BnoueHo r3o oAHoc Ha

flpe4osrapaue

co Tinralvo perncrpt4paHa e
HnBO Ha CBeCHOCT, pecnnpaTopHa

nperqo3upaFbe, xeny,AHl,lKOT MOXe Aa
noapa(aruer. Herraa cnequ$nven

aHoT Ha npeAo3Ltp€tlbeTo e cnMnToMaTcKr4 Ll
Ha ercrpiarqnjara co gnjannsa

n,tera6onnr.

Kh I}BOJCTBA

rpy'na: aHTl4ennnenTnun.
:N03AX14.

cyncTaHqnJa, neBeTilpaqeTaM, e
2-orco-1-nnponuAun arlerernltu4), xoj

CynCTaHLll4l,l.

Ha AeJcrBo Ha neBerhpaqerau cd
e pa3n[LteH BO Oll,HOC Hia AOCerauHnTe

H3BeAeHn BO UH BUmpO n uH eueo
ocHoBHilTe KneTOqFiln KapaKTepucTr4Kl4

Te oA uH eumpo o.ryAtnnTe
1!.+

Hnso Ha Ca npery AeflyMHa
r npeKy HaManyBiaH'e na ocno6oAyBarbeTo
llorpaj roa, roj 4enyruno ja

HeBporpaHcnancuja HHAyqnpaHa co
ro AeKa neBeTnpi]LleTaM ce Bp3yBa Ha (
. Cneqra$raqHoro tuecro Ha Bp3yBabe e n
npernocraByBa AeKa roj e ernyqeH Bo

flenernpaqeraM h Apyru
Ha nporennor 2A Bo cnHanrfiqKara

aHTUKOHByn3nBHit 3auJT'nTa Ha
Ha oBne coonannja cer cMera AeKa

2A oA cnHanrmqKhre Be3HKynn
Ha neKoT.

paqeraM nMa nporeKrnElHo 4ejcrao o4
xaj roneru 6poj ar+rarvranHta Bt4AoBh 6es

uera6onnr Ha reKor e

Kr-llroHhpatue. Boo6nqaeno,arpecnBFroTo
BpeAHOCT]4.

Ha coMHoneHqnja, aruraqrja, arpecnja,
14 KOMa.

ncnpa3Hn co racTpl4r{Ha naBaxa nfilt co
npyr npeAo3hpabe co neBernpaqeTaM.
Aa BKnyqn Lr xeMoA}tjann3a.

60 o/o, 3a fleBeTnpalleTaM n 74 o/o sa

AephBar (S-enaHrnoMep Ha q-
He cnnqeH co Hnry eAFta oA nocTojHnTe

He e pa3jacHeT Bo qefiocT, Ho ce cMeTa
nllenrhqHta neKoBr4. flo4aroqnre o4
n 'yKaxyBaaT AeKa neBeTnpal{eTaM He

HOpMianHaTa HeBpoTpaHoM14chJa.
AerKa neBeTupalleTaM ro HaManyBa

naxn6wqnla na N-rnnor Ha KanqnyMoBt4
Ha KanqhyMoan joxn oA ytHTpaHeBpaflHlre

pe4ynqnjara na l-A6A-eprraLtKara h Ha
x n B-rap6ontAHtA. Bo uu eumpo cryAHh e

$uvnn Mecra Bo Mo3or{Horo rKt4Bo Ha
2A eo cnHanrnLtKara Be3hKyna u co

n]aTa Ha Be3ilKynrTe h er3oqnTo3aTa Ha
oeh floKil(yBaar pa3n[qeH a$nHnrel 3a

, r.rJTo Kopennpa c0 JaqnHaTa Ha
MoAen Ha ennnencnja xaj rnyeqra. l3ps
rqurjara noMery neBernpaqeraMo'tf 14
3a aHT[enhnenTuqHnoT MexaHn3aM Ha

n np!4MapH@.. reHepan]43hpaH]4
oa Aa noKaxyBa nporoheyneneen e$err.

Kaj nyrgi; a,q.tr,raHocra ua,neror eps
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Hn n reHepan43npaHyt HanaAn (en
) cauo ro norBppl'yBa umpoKt4or cneKTap

dononuumenua mct'panuja, sa neKyeabe

ce n3BeAeFlu 3 4aojHo cnenn, nn
n 3000 mg/4en, AaAeHn eo 2 no4eneHn

co qen Aa ce npilKaxe el$nxacHocra Ha
, npoqeHToT Ha nallyleHTn KOn

qecrora Ha jaayaa*,e na napqrjan
aosa (1 2114 uegenn), 6nn 27,7 o/o, 31,6

unn 3000 mg nenernpaqeraM,

nonynaqu,la
a e 4aojno cr'tena,

Ha repannjara Ao
Kaj ne.qnjarpncxn

npnMane QnrcHa 4osa

,6 % o4 naqheHTure Ha neBerrpaqerann n 1
oh

Co
noroJ'teMa peAyKt_lilla na Spexeenqrjara na n

7 ,2 o/o OA naq[eHTUTe Heli/tane HanaAn

nocmapu od lrli eodu*tu co Hoeo

CHOCTa Ha neBeThpialleTaftl KaKO MOHOTepan
rpyna, npeKy cnope,46a co

na4 16-ro4,tuHa Bo3pacr co HoBo
ce naqneHn4 co napqnjanHu

Ho-rsIoHI4r{H n HanaAtri. flaquenrnre 6nne
xo ocno6oAynarbe, oA 400 go 1200

Kaj
co

lg/AeH, Bo BpeMerpiaebe Ao 121HeAena, Bo
0 o/o Op, naLlneHTnTe reKyBiaHn Co neBerhpall

, 6eue nocrurHaro ocn
pa3nhKa naef11 rperuaHnre 6nna 0.2 o/o

oA nonoBnHa oA naqheHTuTe ocTaHaa 6e3
neKyBaHu co fleBeThlcaqeTaM n

OA Knt4HtiLlKaTa npaKTl4Ka,
xaj nltan 6poj niaqr,reHrn Kon 4o6po pea
qeraM (36 og 69 noopacmn naquenrn).

mepanu.l,a 3a neKyeafbe
uad 12 aoduruu co,lyeeuunua

Ha fleBeTnpaqeTaM e AOKaXaHa
a, co BpeMerpaeber Ha relpanrajara Ao 16

1 0

$opnnno npasnere/$oronapoxcl4sMafleH
Aejcrero Ha neKoT.

uanadu co unLr 6es cexyudepua
xajeoepizcuu u deqa nocmapu od 2 aodunu co enunencuja.

KoHrponnpann cry4tAt co 1000 mg, 21000
, co BpeMerpaebe na repannjara 4o 18

rHane 50 o/o unn noroneMa pe4yxrlraja na
Hanet4n, Bo TeKoT Ha erqHa HeAera, co

u 41 ,31 o/o 3a n?/];naHTu Kon npranaane 1000,
n 12,6 o/o 3? nallneHT!4Te KOI nphMane

cry4uja, co 198 naqneHTlt n co
14 HeAenn 3a AoKaxyBalbe Ha e$nracHocra Ha

16 roAnHh aospacr). Eo oBaa cry4r,rjanaLlneHTLr (
oA 60 mg/kg/4en (4osraparue: ABa nar!,I Ha

6 o/o ott naqneHTnTe na nnaqe6o nuanet 50
n HanaAn, HeAenHo.

ua repanujara, 11,4 o/o oA HeMafle HanaAh HajManKy 6 ruecelqn,
1 ro4nxa.

3a neKye,at+,e napqujanuu uanadu unu 6es cexyudapua eeHepanusaquja xaj

e AomaxaHa eo 4aojno cnena cry4nja, co
co KoHTponrpaHo oc.no6o4yaaue, raj

cKopo AnJarHocrr4qilpaHa ennnencuja.
(xen;roaorlrapanr) tanh reHep anvsnpaHvl

rqa np[Maar nap6anlasenuH co'AeH, vnu neBernpaqeraM, oR 1000 Ao
oA TepaneBTcKLtOr O4roBop.

n tttE72,8 0/o ofl na:]ileHTnTe neKyB:lHr4
oA HanaAhre Bo nepno4 og 6 uecequ;

(95 % Cl: -7.8 8.2).
,qo 12 Meceqil (56,6 % r,r 58,5 % o4
cooABerHo).

aHTnenhnenrhqHa repanrja Moxe rqa ce
Ha AononHnrenHara repanuja co

Kal eo3pacHu u Kaj

4aojno cnena, i.iinar-le6o:xoHrponhpaHa
Kaj naqrgHTn Hap,'' 12 roAnHn co



reHepann3hpaHa ennnenchja co
oA naqneHTilTe nMane JyBeHhnHa

cryAnja Ao3ara Ha neBerTnpaqeraM 6hna
o/o Op, naq[eHTnTe Ha neBerrpaqerarrn n 2

50 % pe4yxqnja na AeHoBnre co
Ha repaniljiara, 28,6 o/o og

6 ueceqn, AoAeKa 21,0 o/o og

mepanu.la, 3a neKyeabe
Kaj e@pacHu u ,rcaj adanecqeumu Had 1

Ha neBernpaqeraM 6eule
cryAuJa co BKflyt{(}Hil Bo3pacHLl,

reHepann3npaHa ennnencnja co
BO pa3flnqHu cyilHAporr,rrn fiyaeHnnxa

anceHc-enhnenchJa Bo AeTcTBoTo,
). Bo osaa cryAhia, Ao3iara Ha

nnn 60 mg/kg/4en sa Aeqa, AaAeHa
oA naLlneHTnTe TpeTrpaHh co

'a uMane 50 o/o vnn noroneMa pe4yrqraja na
xa repannjatra, 47,4 o/o og

6 ruecequ, AoileKa 3i1,5 % oA
1 ro4nHa.

KuHeTCKl,l CBOJCTIBa
e BncoKor pacTBopnnB neK n necHo

SapnnaxoxraHercKt4 npo$nn, co Mann
npoMeHn Bo KnnpeHcoT H€l neKoT no HeroBa
fHo BnnJaHne Ha piacaTa, nonoT nnn Ha
aKoKnHercKnor npo{cnn Ha neBerupaqeraM

co ennnencnja.

nhHeapHara ancopnqnja, flecHo Moxe Aa
no nepopanHo,AaAeHal Ao3a, h3pa3eHa

na repannjara, He re norpe6no cfleAerbe Ha
e cnrnn$nKaHlHa xoprenaqnja noMery

KAJ
no

r xaj4eqa (ro4uocor xa
annnxaqnjia na rabnena, o4Hocno 4

lr aAonecqeHtrll

annnKaqr|Ja neEteTupaqeTaM
no op?flHi? annnraqnja e orony 1

KoHqeHTpaqiln Bo nra3MaTa ce
"Steady-state" ce nocr[rHyBa no ABa

KoHqeHTpiilljt4l4 BO nnasMara ce 31
1000 mg, flBa nar'r Ha AeH. C

flo

M
HA

co AaBabe xpalHa.

HanaAn Bo pa3nr4qHn cnHApoMh.
ennnencnja.

mg/4en, AaAeHa eo 2 noAeneHr Ao:3r4.
,3 o/o Qtfl nallneHThre na nnaqe6o hMane

HanaAn, HeAenHo.
HeMafle MnoKnoHhqHu HanaAyr

HeMafle MhoKnoHnqHV Hana+n Hajuanrcy 1

eeHepan u3u paHu moHu.tH@KnoHut.tHu
eoduuu co uduonamcKa aeHepanu3upaHa

eo 24-aegenna, 4aojno cfiena, nnaqelOo-
!4 orpaHrqen 6poj Aeqa co

reHepanr43t4paHu ToH14qHo-KnoHur{Ht4
ennnencnja, jyaennnna anceHc-

co ,,rpaHA [Ian,,-HanaAl4 npLl
6una 3000 mg/4en sa Bo3pacHn n 3a

2 no4enexr Ao3t/1.
n ,15,2 o/o og nallueHTnTe O4 nnaqg6O

Ha HanaA[Te, HeAenHo.
HeMane ToHl4r{HO-[gtoHnqHn HanaAn

]JeMane TOHI4LlHO-Kfl OHl,ltlH14 HanaAtl

npoAnpa npeKy renecHnre naena6paxn. l4rua
Lr l4HTep-uHAnBnAyanHn BapnlaLun.

annnxaqnja. Heua AoKasr{ 3a
eTo oA AeHoT BO KOe e AaBaH neKOT.

3ApaBn Ao6poBonqn e KoMnapabnnen co

nperqBnAaT nna3MaTcKhTe KoHqeHTpaqnll
mg/rg renecHa rexuHa. flopa4n roa, 3a

hTe Ha fleBeTnpaqeTaM.
BO nnyHKaTa n Bo nfla3MaTa

Bo nnyHKara h Bo nna3Mara 6nn 1 n 1,7
no AaBarbe nepopaneH pacrBop).

ce
o/o.

percop6npa. AnconyrHara 6nonoulra

no oKony 1,3 qaca oA Ao3upaFbero
AeHa, npn Ao3npa|te ABa naTn Ha IleH.

43 pg/ml ng'qaBjrb,e 1000 mg eAHau.r Ha
Ha ancopn$uJ?.e Ao3HOiHe3aBnceH u He
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Ha neBeTnpaqeTalM e npl46flnxHo
BOnyMeH Ha TeLtHOCTl,l BO OpraH[3MOT.

He ce MeTa6onmnpa eKcTeH3LtBHO
AO3a) e eH3fiMCKa XhAponn3a Bo a

He ce Ao6nBiA Co y't{ecTBO Ha
Ha aqeTaMyt,AHaTa rpyna Moxe Aa

14 KpBHure Kfle:ffh. Ucb L057

ce n 2 cnopeAHil nltera6onnra,
npct'eH (1,6 % oA

npcreH (C1,9 % ofl,QafleHara 4osa).
og 0,6 o/o oA AaAeHa]fa Ao3a.

ycnoBn He e yrBpAeHia eHaHTnoMepcKa
npnMapHr4or ueraOonrr.

Bo EUmpO yOrlOBl,t, fleEleTilpalleTaM h HeTOBhOT

noAaToqu _3a AncTpiloyqnjara ua nexor raj n
onnr cna6o ce Bp3yBaar' 3a nporenHnre

)Ta Ha rnaBHnre roo$opnnn na qrroxpolr p
1 n 1A2), rnyKypoHrn rpaHcsepa3ara (

. Bo uu eumpo ycnoBlt e yrBp4eHo
aTa Ha BannpouqHiaTa KnceIuHa.

Bo Ha xyMaHu xenaTolll4Tl4,
SUL nnn UGT141. JleaernpaqeraM
CY
co

. f'lo4aroqnre oA ciry4hhre sa nnrepaxqnja
Ha nepopanHut KoHTpaqenTnBn,

2D6

nx4yrqnja Ha eH3hMt4re. flopa4r
hnu o6piarHo Here BepojaTHa.

Ha ernMuHaqnja Ha neBerupaqeraM
Ha AaAeHaTa ,qo3a, Ha Haq[HoT Ha

AAM ja. Cpe4na BIpeAHocr Ha BKynHnor

l-na nar Ha enuuunaqnjfl e nperK! yphHara (oxony
paar Bo npBnre 4B qaca no AaBarbero Ha

o/o AaAeHara Ao3a. Kllruynarr,raHara ypilH
n,|eraoonrr e €i6 % n',24 o/o oA AaAeHara

KnnpeHc; Ha fleBeTHpaqeTaM h
Toa noraxyBa AeKa ennnanHaqnjara

co npoqecn Ha rfloMepyfiapHa $nnrpaqnj
uera6onnr 0o npoqecn Ha

ja. Enrau nnarlr,rjara Ha neBerrpaqeraM

. fleaernpaqeraM n HeroBuor npnMaF€H
oA nflia3Mara (<10 o/o). Bonynaexor ua
5-0,7 l/xg; BpeAHocr xoja e 6nrcxa 4o

j nyfe. l-naeen uera6onnqeH nar (24 o
rpyna. l-lpr,rnltapnraor uera6on nr

q!,rroxpoM P450 eo qpHnor Apo6.
perncTpupa Bo rofleM Aen oA TKUBa.tfa,
ne e $apnnaKoror.uKl4 aKTnBeH.

Kon eAeH ce 4o6naa co xr4ApoKcr,rnarluja
Ao3a), a Apyrhor co orBopabe Ha

Heu4enrn$rKyBaHu Mera6onnrn

Hnry 3a fieBeTupaqeTaM

npr4MapeH uera6onnr ne ja unxn6upa;at
(CYP3A4, 2A6, 2Cg, 2cgtgt1o, 2c19,

T1A1 AND UGTIAO) n Ha enoKc!4A
AeKa neBerhpaqeraM neua annjaHne Ha

M hMa uano ennjaHne Bp3 CYP1A2,
r:na6a un4yxqraja na CYP2B6 ra

BO UH eumpoV UH eUeO yCnOBn
u aap$apnH yKaxyBaar AeKa uH eulo
nnrepaxqnjaTa Ha neBeTnpaqeTaM 0o

Bo3patcHl,l e 7+1 L{ac n He ce MeHyBa co
ncTpaqnja Ann npn noBTopyBaFta

e 0,96 ml/vrr,tr/xg.

95 % og AaAeHara Ao3a, oA Kor4 93 % c;e
l-lpery Seqecor ce eKcKperrapa 0 3

eKcKpellhja Ha fieBerupaqeTaM u Ha
B0 npB[Te 48 qaca no AaBarbero Fta

HeroByror npnMapeH nnera6onnr e 0,6 n
neBernpaqeraM npeKy 6y6pesnre c;e

n na ry6ynapHa _.pgancopnqnja, a na
Qnnrpqqlria ,a,' Ha ry6ynapHa

co KflupeH()oT Ha KpeatT]4Ht4H0T.

1 2



nyre, nonyxnB0ToT Ha eruMr4Haquja Ha
qaca). Toa e noBp3iaHo co
(en4ere gen zl.2).

Ha neBeTnpaueTaM n Ha HeroB[oT
Ha KpearhHt4Hor n oeoj naparuerap ce

ue raj nallheHTyt co yMepeHo reluKa n

co anypnja 14 repMnHanHa $asa na
e oKorfy ',215 n 3,1 '.{aca 3a BpeMe

cooABeTHo.
Ha 4-qacoena 4njanneat ce orcrpanyaa Sl

HA
ce

Kaj

Ha hcToBpeMeHoTo HapyulyBalbe Ha

co 6naro il yMepeHo
BO KnnpeHcoT HaL neBeTnpaqerannor. Kaj

$yHrqujaL, Klylpr-rHcor Ha

non
(t1-12 eodunu)

a4MlrHt4crpraqnja Ha eAnHeqHa
oA 6 Ao 12 rogunn, non)/xr4Boror Ha

KaJ Aeqa Ha oBa,a Bo3pacr,
KaJ Bo3pacHn co enrnenc;nja.

nepopan Ha annrnxaqnja (20-60
neBerhpaqerann fipso ce ancop6upa.

no 0,5-1 qac oA a4nannncrpaqnj
n noBputytHaTa noA KpnBaTa Ha

h nponopLlr40HanHo 3roneMyBatbe
a Ha neBerhpaqeraM e oKony 5.taca, a

u de4a (od 1 ueceq do 4
annnraqujia Ha reBernpalleraM Bo

100 mg/ml raj HrclaopoAeHqnFba n Aeqa
Ao 4 roAnHh, perncrphpana e 6psa

Hnre nna3ManoKn KoHqeHTpaqnh 1
Oa KOKhHeTCKT4Te pe3yJlTaTU nOKaXyBaaT AeKa
e orKorfKy raj eoopacnn (7,2 vaca) a

Ha Bo3pacHn (0,96 nrl/rrrrnn/kg).

$apnaaroruHercKa aHafl n3a
roAhHr,r noKaxryBa ctrrxnSnraxrna

Ha reneciHara rexnna ) n

1 3

aM ce 3roneMyBa ea oxony 40
Ha peHanHara Synxqnja raj orraa

naeraGonnr e Bo Kopenaqraja co
3a yrBpAyBaHre Ha Ao3aTa Ha

6rppexna rancy$raqraenqnja (ara4rere

uucy$nqnenqrja, nonyxuBoror Ha
nnre p4njann3Hnor u nwpagnjanh3Hhlor

% oA neaerilpaqeraMor.

xenaranHo oureryBabe HeMa snavajnn
nallneHTla co TeUJKO HapyUyBaHre

or e HaManeH 3a oKony 50 %, uuro
(an4ere aen 4.2).

on 20 mg/rg raj 4er1a co ennnencnla, na
e 6 ,{aca. Brynnuor KnnpeHc Ha

Ha Kg renecHa rexnHa, e 30 % noroneM

Ha 4en) xaj 4eqa Ha Bospacr oA4 Ao 12
nTe nna3MaTcKl4 KOHqeHTpaLlVn Ce

Ha neKor. Marcnuannnre nna3MarcKt4
3MaTCKnTe KOHqeHTpaLlnn nOKaXyBaaT
AaAeHara Ao3a, l-lonyxnaoror Ha

Ha neKor 1 ,1 ml/nnux/kg.

oA20 mg/kg ao Sopua Ha nepopafleH
ennnenTuqltA Hanaqu, Ha Bo3pacr ofl 1

Ha neKoT yr nocTnrHyBabe Ha
no annnraqnjara Ha neKor.

Ha neBernpaqeraM (5,3 va,ca)
Ha neKor e no6ps (1,5 ml /uux/kg) eo

raj naqne4ii4 rra'.aospacr oA 1 ueceq
na rnl,tpen@r ( r.i'rnpencor ce 3roneM)/Ba
r na 4racrpn6yquja: Bospacrb, hcro raKa,

1 '  
:



co
Bo
Knt

Hne Ha ABara napaMerpn. Oaoj eeerrr e
Ha BO3paCTa n cTaHyBa

nonynaq]4oHn,sapn,|a KoKnHercKr4
Ha neBerupaqeraM rora roj ce AaBa

Koh .qoBe4yBaar Ao nH4yxrlnja Ha eHst,tMhre

noAatTotll,t 3a 6esSeAHocTa
oA npeTKnnHhqrc4Te
n KaHr_lepofeHoc'l-, He yKaxyBaaT Ha

h AeJcrBa Kon F{e ce ga6enexaHn Bo
Ha neKor xaj craopqh n Bo noMan

cnuqHh Ha xyNraHnTe, a Koh
Ha qpHuor 4pofi uro yKaxyBa Ha

TexnHa, qexrpnno6yJ'lapHa
HnBO Ha XenAtTa.nHntre eH3ilMt4 BO

Ha hcnuryBalbatTa 3a penpoAyKTl4BHa
ToKcl4r{Hocr eo pasaojor (

paCT, 3rOneMeHa iCMpTHC,CT Ha nernara)
Kaj sajaqn ce ga6ienexaHn urerHn

n KocKeHn aHoMannn h 3roneMeHu
sa n,tajrara. Cncrenltcrara

e$elrn e 4 - 5 na'rn nororneMa oA
n JyBeHnnHt4Te cryAnn Kaj

h HecaKaHh e{lerrn Br) Ht4Ty eAHa oA
go 1800 mg/kg Ha AeH (x6 na MRHD

OCOEEHOGTI,I
lrcTa Ha eKcq[n[eHT]t
Jadpo ua ma5nemqma

cTeapaT.
(hunu o6euexa:

: Opadlrry blue 03850643
, anyMnnyMcKn naK nHAuro KapMnH (E 132))

: Opardry Yellow 03852753
400, xonr xerne3eH orcn4,(E 172))

Opadry lVhite 04F58804
6000)

6.2
He

6.3
3 r r

Hrounarn6nrHoc-r

Ha Tpaebe

Gneqrajannn MepKut 3a qyBalbe

6.
6.1

6.4
npolr3BoA ne 6aper noceOnn ycnoBrl qyBa|se.

1 4

raj nouna4n Aeqa, ce HaMan,yBa
Ha oKo.ny 4-ro4nulna Bo3pacr.

nMa 3roneMyBalbe 3a oKony 20o/o na
peMeHo co Apyrn aHTnennnenTnr.tKl4

qpHhror Apo6.

3a 6es6e4nocr, Sapuaronornlara,
noceOen pn3hK oA nphMeHara Ha neror raj

cryAnn, Ho ce sa6enexaHu npn
KaJ il]yBql4 CO n3noX(yBalbe Ha Ao3n Ha

ga 6ngar co KnnHhqKo 3Haqebe, ce
oAroBop n ce KapaKTepn3upaaT co:

MaoHa nn$nnrpaqnja na qpnuor 4po6

KaJ CTaOpLlil, neBeTnpaqeTaMoT
KocKeHh aapnla1nnlnoManh aHoManun,

Hl4Bo Ha n3roxeHor cJrr4LrHo raxo xaj n'yfe
na $erycor (cupr na eu6pnonor,

Soptuiaqnn) Bo cnyqan Kora nocroera
xa sajaqn npn roja He ce ea6enexaHn

a na nyfero.
14 Kyr{14rb4 noKaxane AeKa He ce

TOr{Kr4 Ha pa3BOJ 14 CO3peBaFbe
mg/m

KpocrapuenosaHarpny'M, Konon4en cilnuKoH-rqnoKct4A,

6cP, rnrannyM-Ar4oKcylA, MaKporon

(xnnponltenosa 6cP, TUTaHhyM-A14OKCrrA,

TnTaHnyM-A14OKC|/IA,



n

6.0

9.

10.

MepKn He ce norpe6H[.

f'lxapnaa AC)O ,
66, Sapraqe

[1nax4nu.nre,

BoreH IOO Eapr,rqe -
.Kosapa 6p.134

Cronje

h EATyM HA

HA PEBI43HJA HA,

MepKx Ha npeTna3nltBocT npll
xre Marepnjanu

PVE/PE/PVDC.
, ErKynHo 60 Snnur o6noxenu ra6nern

Ha HeltcKopl,tcTeHnoT JreK

HA OAOEPEHyTETO

Cp6nja

n
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