
fieuaqrnax 500 mg npauox 3a pacrBop aa nxjerruparue/r'rxQyauja-d"^r",lrr", 
looo mg npauox 3a pacrBop aa xjerrnparue/nx$yanja

["r"qrr,", 2OOO mg npaulox 3a pacrBop aa xjerruparse/rrQyeuja

2. KBMI4TAThBEH t'l KBAHTI'ITATI'IBEH COCTAB

E4xa erajana npauJoK 3a pacrBop sa rxjerrupau^e/ralsysraia coApxl4 534'5 mg

qraxno$oc$ar.,r A MoHoxl4Apar eKBHBafleHreu xa 500 mg qrar<noQocQaurg'

E4xa elljana npauoK 3a pacrBop sa r'r xjerrrpa.ru elua|yznia coApxra 1069 mg

qraxno$oc$aurlA MoHoxt4Apar eKB BaneHrex ria 'l000 mg qraxnoSoc$auug'

Egxa srajana npauoK 3a pacrBop sa u Hjerrrap-arse/rau$yer,tja coApxt4 2138 mg

qraKno$ocQaMuA MoHoxr4Apar eKBl4BalreHren xa 2000 mg qraxnoQoc$au ug'

Ja.{r4Fia nocne peKoHcl,rryquja: 20 mg qrarno$oc$aurag (6eseogeH)/ml pacreop (aa

BonyMeHor 3a peKoHcrhryqraja' eragere aen 6 6)'

Excu,unueucu:
3a qenocxara flhcra Ha eKcKqr4nueHo4 er'l4ere gen 6 1'

3. OAPMAI-IEBTCKA AO3TIPAHA OOPMA
[1 pau.rox 3a pacrBop aa uxjerrupaue/ra H$ysuja
6en rpucraneu npauoK

4. Knt,tHHqKf OCOEEHOCTI'I

3EYIPEH YT3BEIUTAJ 3A OCOEHHhTE
HA IIEKOT

1. 3AIUT],iTEHO ttME HA MEAhqt4HCKhOT nPOl43BOn

4.1 TepaneercKx ttHAxt<aqxx
l-lurno$ocQauuA Moxe Aa ce Kopl4cfll
xeMoTepanucKu fleKoBl4, Bo 3aBHCHOCT

l4HAr4r.lupaH 3a rpeTMaH Ha:

. XpoHu,rxa flhMQoqHrHa neyreuuja (CLL).

. Axyrxa nuu$oeurxa neyrenauja (ALL).

. Karo KoHAxqt4oHl,lpatse 3a rpaucnnaxraquja Ha KocKeHa cpqeBuHa, Bo

TperMaHor Ha aKfrHa nrtt$o6nacrxa neyreuuja, xpoHt4qHa MHenoreHa

neyxeurraja u aKyrHa MltenoreHa neyxeruraja ao xou6uHaquja co spaverue xa
qefloro reflo !4nu 6ycYn$ax.

. Hodgkin-oe nurvrQou, Non-Hodgkin-oa nuuQotu u Mynrunnv MuenoM'

. MeracrarcKu KapquHoM Ha oBapuyM u gojra.
o Aqjyeaxreu rperMaH Ha KapLll4HoM xa gojra.
. Ewing-oe capKoM.
. Curuo qenynapeH KaHqep Ha 6enure 4po6oeu.

caM unu eo xotl6uHaqhja co gpyrr
o4 nxgraxaqujara. [-lrarnoSocQatuu4 e

ru

W
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. HanpeAHar unx MeracrarcKx Heypo6flacroM'
o BuraflHo-3arpo3yBaqKo aBTot4MyHo 3a6onyBa[6e: TeulKu nporpechBHu QopMh Ha

nynyc HespHrt4c u wegener-oBa rpaHynoMaro3a'

4.2 floarpane r HaqrH xa YnorPe6a
fleuaqunax npauoK aa pairaop 3a uHjeKTupalbe/raH$ysuja rpe6a Aa ce Kopt4crt'1

caMo oA KnHHhqaph co l4cKycrBo io ynorpe6a Ha KaHqep xeuorepanuja'

AeMaqhnaH npauoK 3a pacrBop 3a uxjerrupaue/raxQysr'rja rpe6a ga ce

aAMhHl4CTpl4pa caMo Kora uMa ycnoBH 3a perynapeH MoHHTOpUHT Ha KJruHuqK'!tre'

6uoxeuucrure 14 xeMaTojroulKuTe napaMeTpr4 npeA, 3a BpeMe 14 nocfle

aAMuHr4crpaLl jata la fleKor 14 noA KoHTpona Ha cneqhjanucrt4qKo oHKorotrKl4

cepB14c.

ffotupa*e
floaltie Mopa uHAt4BHAyanHo Aa ce npunaroAar' ,{o:ure BpeMerpae}bero Ha

TpeTMaHoT,ulunntepanucKuTel4HTepBan[3aBucaToATepaneBTcKarauxAuraquia,
nporoKonor xa xott6uxupaxara repanuja' onuJTara cocroj6a Ha nallheHror 

'1

QylrqujaraHaopraHuTeKaKohoApe3ynTaTuTeo4na6oparopucKl,loTMoHt4TopuHr
(noce6xo MoHt4ropuHror Ha KpBHure rnerxu)'

Boxou6uxaqujacogpyrraqurocraruqhcocn'[qHaroKcl4qHocr'r'/toxeAa6raAe
norpe6xo HaManyBabe Ha Aogara unu npoAonxyBabe Ha uxrepeanure 6ea

repanuja.

Tpe6a Aa ce uMa Bo npeABhA ynorpe6a Ha xeMaronoercKh crt4MynupaqKh areHcu

(colony-stimulating $arropra h areHcu crl4Mynaropl4 Ha epurponoe3ara) co qen Aa

ce HaMafln pu3t4Kor oA MlrenocynpecuBHl4 KoMnnr4Kaquu ulnnn ga ja onecHu

aAMuHrcrpaqujara xa norpe6xrre goau.

npeA, Bo reK u HenocpeAHo no aAMnHucrpaqujara xa fleKor, 3a $opcupare xa

Alype3ara tpe6a 4a ce o6es6egu BHec Ha aAeKBarHa Korl4quHa Ha reqHocr'1 unu

ga ce ran$yn4xpaar co qen Aa ce HaManH pl4314Kor oA ToKct4qHocr Ha ypuHapHuor

rparr. nopa4ra roa, ,Qeuaqrnan npauoK 3a pacrBop sa rxjerrupar+eiux$yarja
rpe6a 4a ce aAMltHt4crprlpa Hayrpo. BhAere pen 4.4.

Bo paurnre Ha oAroBopHocrrre Ha neKapor e oAnyxara la ynorpe6a xa
qrxnoQocSaMrA GornacHo oneparrBH trTe repanrcKx BoAltqx'

MOXe Aa Ce Kopt4crar Kaxo onuTu BOAl4tll4:

b.

3a AHesex rperMaH:
3-6 mg/kg renecHa rexl4Ha (=120-240 mg/m2 renecua noapuluna),
uxjerrnpauu uHrpaBeHcKH.
3a uxrepuureHTeH TperMaH:
10-15 mg/kg reflecHa rex Ha (=400-600 mg/m2 renecua noeputuxa)'
uxjerrupaxu uHTpaBeHcKt4 co l4HrepBalrr 6ea repannja og2 po 5 4ena.
3a eucoro Ao3axeH hHTepMureHTeH TperMaH:
20-40 mg/kg renecHa rexuHa (=800-1600 mg/m' renecxa nospt-uuxa),
rnjerrupanu uHTpaBeHcKl4 co 14HrepBaflu 6es repa

loetare HaBeAeHh noAony,
Xeuamonowxu u solid mYuoPu

go 28 4eua.



z AeHa 60 mg/kg r4m4 4 AeHa 50 mg/kg renecHa rexr4Ha uHjeKrhpaHu uHrpaBeHcKl4.

goxonry c" 
-nprr"ryr" busulfan-cyclophosphamide (Bu/Cy).p"*11-n!^t:]:-fl:3:

x'a LluKno$oc$aMx4 Mopa Aa ce aAMl4Hl'lcrpr,tpa najmanry 24 taca no nocneAHara

Ao3a Ha 6ycyn$ax (alrAere aen 4.4 u 4.5)'

Aamouuvnu sa6onvearua 
^

Mecequo 500-1000 mg/m' renecxa noBptlJuHa'

cep-roaro ,rpy*y"arue xa xenaranHara $yxxqraja Moxe Aa 6uge acoqrpano co

HaManeHa aKr Baqr41a Ha qurnoQoc$arvrrag Oaa Moxe Aa ia npoMeHu

e+eKrhBHocra Ha rperMaHor co qrxnoQoc$aMr4A, 14 rpe6a ga ce 3eMe Bo npeABra

npu oApeAysalbe Ha cooABeTHara Ao3a r4 npu hHTepnper[palbeTo Ha oAroBopor

*6" ogbpu;rr" Aosa. Boo6raqaeHo ce npenopaqyBa 3a 25% pepyxtluia Ha Ao3ara

ao cnyvaj Ha BpeAHocrt4 Ha cepyMcKtl 6ranrapy6raH uery 31 - 5 mg/100 ml (= 6 0Ut-

0.086 mmol/l) xaj naqueuru co HapyuleHa xenararHa Qysrquia'

fl a ur,rexrr,r co uapvrue n a 6v6pexsa .6vx xuu ia
Kaj n'aqraexrra co napyu:exa 6y6pexxa Qyxxquia, oco6eno xaj naquexru co

cepuo3Ho HapyuJyBa$e Ha 6y6pexuara $ynxquja, HaManeHara .peHaflHa
excxpequ.ja Moxe Aa pe3ynrupa co 3roreMeHo HtlBo Ha qraxno$ocQauup t't

HeroB Te'MeTa6onuru Bo nna3Ma. oea Ntoxe Aa AOBeAe Ao 3roneMeHa TO(C!4qHOCT

ra rpe6a Aa ce 3eMe Bo npeABuA npr oApe4yBabe Ha Ao3ara xaj raxarre naLlreHrfi'

Boo6[,{aeHo ce npenopai{yBa 50% peAyxqu.ia Ha Ao3ara 3a cranKa Ha

rnoMepynapHa Qunrpaqraja no4 10 mliuuuyra'

UrarnoQoc$ar.lhA H Heroe!4re uera6onrru ce 4rjanraa6rnHh, haKo Moxe Aa

nocrojar pa3ni4Kt4 Bo Knr4peHcor' Bo 3aBucHocr oA cl4creMor 3a A[)anv3a uJTo ce

xopracira. Kaj naqueHru Kaj Kor4 e norpe6Ha guianuza, BpeMero norvteiy

agrrrrau racrpaqrajara Ha quxno$oc$arvrrag u guianueata rpe6a Aa 6tlAe

KoH3hcreHrHo (eraAere Aen 4.4).

flocrapu nuua
Kal nocrapu naqueHru, LlhKnoSocQaMHA rpe6a Aa ce Kopl4crr co ocooexa

npeTna3nuBocT, nopaAu qecroTo nocToebe Ha HaManeHa xenaTanHa, 6y6pexxa
rnta cpqeBa Qynrqraja, u Apyrh nponparH]4 sa6onyaarsa unu repanrja co Apyr
fleKoBr,t Kaj oBaa nonynaquja. llopa4u roa, Moxe Aa 6uAe Heonxo4Ho qecro

cneAe}be3anpucycTBoHaToKct4qHocT,KaKo]4npunaroAyBa}beHaAo3aTaKaJoBl4e
naqheHTu.

[leauiarpucxa nonvnauuia
Llraxno6ocqau!44 e aAM Httcrpr4paH raj 4eqa 6es6eAHocHrlor npoQrn Ha

qraxno$oc$arvrrag xaj ne4r,rjarpncKara nonynaqraja e cnuqeH ua oxoj xaj soapacHure

naq eHTu.

Bo rexor Ha rperMaHor co l1tlKnoQoc$auug, norpe6na e perynapHa KoHrpona Ha

6pojor na neyKoqr,rrr u rpou6oquru. Ce npenopavyBa npunalrAyqltbe Ha Ao3ara
axo ce nojasar uanuQecrur 3Haqr4 Ha Mr4eflocynpecuJa. /l'.. '1 
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Epoj na neyxoqrru/Pl Epoj xa rpouo6rqurr/Pl f[oaa

> 4000 >100 000 100% oa
nnaHupaHara Ao3a

2500-4000 50 000-100 000 50% og nrtaHnpaHara

AO3a

< 2500 < 50 000 Ognararue go
Hopuanusaquja urr
14HA14Br4AyanHa

oAnyKa

Be uonnue Br4gere ja gonlara ra6ena. Ceguttexror Bo ypuHa rpe6a pegoeno ga

ce npoBepyBa nopaAu npucycrBo Ha epuTpoLll''rt4'

Bo rou6uxupaHa repanhja Moxe Aa ce cMera Ha AoAarHo HaManyBatbe Ha Ao3ara'

HaeuH Ha aOuunucmPaquia
Llrarno$oc$arrituA e uHepreH AoAeKa He ce aKThBl4pa oA crpaHa Ha xenaranHure

eH3nM14. Cenar, raro u co Apyrhre qhroroKcl4t{H14 areHcu, npenopaqnuBo e

peroxcrr/lryqrajara Aa ia HanpaBu o6yvex nepcoHan, Ha cooABerHO MeCTO HaMeHero

3a Taa qen.

ha6opor Ha pacrBopor 3a peKoHcrHryquja na fieuaqrnax npauJoK 3a pacrBop 3a

ranjerruparseir,*rQysr,lja 3aB[c]4 oA Hai{uHoT Ha aAMuHt4crpaquja Koi xe ce xopucru.

hxSyauja
Axo pacreopoT ce Kopl4cTl.t Oa lV rau$yonja, leMaqxnaH npauloK 3a pacrBop 3a

raxjerruparse/uxQysraja ce peKoHcruryHpa co AoAaBalbe Ha crepuflHa BoAa 3a

rxjexqur unu 0,9o/o cTepuneH pacTBop Ha HaTpllyM xnopuA.
PexoxcTraryrapaxuor leniraqunaH npauJoK 3a pacTBop aa ranjerrraparue/ux$yauja

rpe6a 4ogarxo Aa ce Ay.nyupa npe4 uxQyn4Hpabero Bo 5o/o pacrBop Ha

AeKCTpO3a nnu o,9o/o pacTBop Ha HaTp,lyM xjlopl4A.

fiupexmna uujexquja
Axo pacreopor ce KopHcrl,t 3a AupeKrHa uxjexquja, ,Qeuaqrnax npauJoK 3a pacrBop

sa uxjerrupau etutt$yuja ce peKoHcruryupa co AoAaBabe Ha 0,9% crep,lneH
pacrBop Ha HaTpuyM xnopuA.
Be uonutte ruajre eo npeABhA AeKa caMo Aeuaqunax npauloK 3a pacrBop 3a

raxjerrraparse/ran$yauja peKoHcruryHpax eo 0,9% crephneH pacrBop Ha HarpuyM

xnopuA e noroAeH sa 6onyc uujerquja.
Aenar{rnax npauor 3a pacrBop ea nxierrrparue/rxQylt'tja peroHcrxryxpaH
Bo BoAa e xrnoroHrqex n xe rpe6a Aa ce Kopxcrx 3a AxpeKTHo xHjeKrxpax e.

3a gerannrre hHcrpyKLllru 3a peKoHcruryupalse BuAere Aen 6.6.

14xroaeeHcxa Ynorpe6a
14xrpaeexcrara aAMuHrcrparlraja xajAo6po e Aa ce cnpoeegf8a nax<l'ql$ysuja.

\



4.3 Koxrparx4rKaqxr't
- xl4 nepceH3rlTl4 BHOCT KOH

ruera6onuru;

- aKyrHx un$exqur;
- annasuja Ha KocKeHara cpx nh

3anot{HyBarSe Ha rperMaHor;
Aenpec!4ja Ha Koc(eHara cpx npeA

- uuSexquu Ha YPl4HaPHuor rpaKr;

- aKfrHa yporenrjanxa roKcrlqHocr oA Lll4ToroKct4qHa xeMorepanu'la vnu

pagujaqraoxa rePanuja;

- o6crpyrqula Ha yplrHapHure narl4ura'

- .qoebe (eraAere 4en 4.6).

Llraxno$ocsaruug xe rpe6a Aa ce Kopl4crh 3a rperMaH Ha He-MaflurHu

sa6onysaua, ocBeH 3a 14MyHocynpecuja so auranxo-3arpo3yBaqKl4 curyaql414'

4.4 l-loce6nr,r Mep(h Ha nperna3nxBocr r noce6xl npeAynpeAyBalba

NPEAYNPEAYBAIbA

3a Aa ce HaMaJrar HecaKaHure peKLlt4h Kot4 3aBucar oA 6psnnara Ha

aguranucrpaquja (xa np. oreKyBaue Ha nuqero, rnago6onra' Ha3anHa roHrecruja'

,Er"*" na crannor;, qraxnoSocQarvrrag rpe6a 4a ce ranjerrrapa vnv rx$yHpupa

nrrory 6aexo. BpeMerpaelbero xa rnQysrajara (ao paHr oA 30 rvrr'rxyrra Ao 2 'laca)
rpe6i na 6r4e agexearuo Ha BonyMeHor t4 runor Ha reqHocra xoia ce raxQyxgupa'

l'lpeg raxrpaaeHcKara Ynorpe6a,
pacTBopeHa.

cyncraxqujara Mopa Aa 6rge xounnerno

flexoeure 3a !4HrpaBeHcKa ynorpe6a ceKorauJ Mopa Bu3yenHo Aa ce npoBepar 3a

npr4cycrBo Ha qecrnqKt4 t4 Al4cKonopaquja npeg Hr4BHara aaMuHt4crpaqn;a'

qrarcno$oc$aurag, t nv 6rano Koi oA HeroB'lre

l-lpujaaexra ce axaQunarruqHu peaKqrlr, BKnyqr4renHo H The co cparanel

acoqhpaHh co ynorpe6a Ha q Kno$oc+aMhA
l-lprajaeena e MoxHa BKpcTeHa ceH3urt4BHocT co Apyru anKfinupaqKtl areHcH.

@aMuAMoxeAanpeA3B,tKaMueflocynpecuja(aHeMHja'
neyxoneuuja, Heyrponexraja u rpou6oquronexraja) u 3Haq[TenHa cynpecuja xa

r4MyHr4or oAroBop, turo Moxe Aa pe3ynrr4pa co reuKh, noHeKorauJ u $aranHu
r.rx6erqrara, cenca h cenrhqeH uox. hx$erquu npujaaexu npra repanuja co
qrarnoQoc$aur4A, BKflf{yBaar nHeBMoHur4 KaKo 14 Apyrr4 6arrepracru, $yxranuu,
Br4pycHlr, napa3uTcKl4 rrQexquu u uu$erquu co nporo3ou

flarexruure uxsexquu Moxe Aa 6u4ar pearruarpaxu. flpujaeeHa e peaKrr4BaLlHla

3a pa3lruqHu 6arrepucxu, QyHranHu, Bl,lpycHl4, napa3r4rcKtl rax$erquu r ru$exquu
co npoTo3oH.

t4n$exqrarare rou ke ce jaaar Bo reKor Ha

axnyvyaaj*r u HeyrponeHuqHa rpecKa, Mopa Aa Bo



oApeAeHn cnyqah Ha HefrponeHr4ja Moxe A? 6u4e ungr'rqnpaxa anruuuxpo6xa

npo$ranarca, no oAnyKa Ha neKapor' Bo cnyvaj Ha HeyrponeHuqHa rpecKa Mopa Aa

ce AaAar anrra6raorrarlr,r nlunn aaru$yaraflHu areHcu l-luxnoQocQatuug Mopa Aa ce

"4rrrr"rprp" 
co noce6sa nperna3nuBocr xaj naquerru co reulKl4 $yuxrl.uouanuu

owmemyeaba Ha KocKeHama cpK v Kai naLlHeHru co TeuKa uMyHocynpecHja'

Heonxo4eu e xeMaronouJKr4 MoHHTopl4Hr 3a cure naqheHTh 3a BpeMe Ha

rperMaHor. XeMaronouKrre napaMerph rpe6a.Aa ce npoBepyBaar npeA ceKoja

aAM|/lHr,lcrpaquja ra peAoaxo 3a BpeMe xa repanujara floqecr MoHt'lrop[Hr Moxe Aa

Oraae norpe6eu 
'aro 

6pojor na neyKoql4rure ce HaMaflu noA 3000

rnerxu/rvutxponurap (xnerxra/mmt1. npenopaqnuBo e nphnaroAyBalbe Ha Ao3ara

nopa4u na raenocyn pecrajara ( aragere ae n 4.2).

Oceex axo He e HeonxoAHo, qr'rxnoQoc$aMuA He rpe6a ga ce aAMhHr4crpllpa Kaj

naqueHrH co 6poj Ha neyKoquru noa 2500 xnerru/tuuxponurap (<nerxra/mm" vlt(nt

6poj xa rpou6oquru nog 50 000 xnerru/urrponurap (KnerKu/mm"))'

Bo npuxqun, 6pojor xa KpBHure Knerxh t4 rpou6oqurure eo neprQepHara xpe

MOxe Aa ce HaMan[ no6p3o, t4 BpeMero norpe6no 3a HopManu3aqhia MOxe Aa ce

3roneMr4 co 3roneMyBabe Ha Ao3ara xa qraxno$ocQauu4'

HaAhpure Ha HaManyBalbe Ha 6pojor Ha neyKoqurure u rpou6oqnrure
goo6u.{aeHo Ce nOCTurHyBa Bo npBaTa Bo BrOpaTa HeAefla oA TperMaHoT'

Kocreuara cpx ce onopaByBa penaruBHo 6pso, u KoHqeHrpaLll4l4Te Ha KpBHnre

KnerKlf Bo nepraQepxara KpB ce HopMan u3upaar no oKolly 20 Aeaa'

Tperuaxor co qunoQoc$auA Moxe Aa ne 6rAe uHAuqr4paH unu rpe6a ga ce

npeKuHe, r4nu Ao3ara Aa ce HaManx, xaj naquexrra xaj rou ke ce pasaujar reu:xu

u x$exquu.

Teulra uuenocynpeoaja Mopa Aa ce oqeKyBa, oco6exo raj naqneuru nperxoAHo

rperupaHu co utunn uCroapeuena xeMorepanlia ulunu paguotepa n uja '

YpuHapeH rparr u pexanxa roxcu'{xoct
f]pra repanraja co qurnosocQarvrug npujaaeH ce xeMoparxqeH qucrl4T, nuenur,
yperprr,tc r xeraarypnja. Moxe Aa ce passujar ynqepaquja/xerposa,

$ra6poea/ronrpaKrypa Ha MoqHuor Meyp u ceKyHAapHu ManurHurerh'
iporoxcuvnocTa Moxe Aa Hanara npeKuH Ha rpeTMaHoT. lpujaaenn ce cflyqau Ha

yporoKchr{Hocr co $aranex ucxog.
YporoxcuvnocT Moxe 4a ce jaeu npu KpaTKoTpaeH u npu AonropogeH rpeTMaH co
qrarcnoQocQanrrag. [lprajaaen e xeMoparuqeH qucrhr no eAHoKparHa Ao3a Ha

qrarnoQocQatrrag. Karo nocne4hqa oa Qu6posa, KpBapebe, Hnr4 ceKyHAapeH

MaflnrHnrer, Moxe Aa 6uge neonxogxa qucrerrouuja.
flperxogna hnu KoHKoMuranrxa pa4rajaqrja unu rpermax co 6ycyn$ax, Moxe Aa ro

3roaeMh ph3r4Kor oA xeMoparhqeH qucrl4r l4HAyqxpaH og quxnoSocQattu4.
Boo6uqaeno, ruuqujanxo qucrl4ror e a6arrepucxu. Moxe Aa cneAu ceKyHAapHa

6arrepucxa xonoxusaquja.

f1pe4 eanovxyBalbe co rperMaHor HeonxoAHo e Aa ce ucrJl.yvar)Mu -. rqa ce
rperrpaar oncrpyKqr4r4 Ha ypuHapHuor rparr (ara4ere nen 4.3). f.' 
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Ypuxapxuor ceAuMeHT rpe6a pe4oano Aa ce npoBepyBa 3a npucycrBo Ha

epHrpor.l4rl4 v Apytt 3Haqu Ha ypo/HeQporoKcl4qHocr'

ioogaerex rperMaH co mesna nlunu aacuneHa xuAparall ja ea $opcupara
Auype3a Moxe 3HaqureflHo Aa ja pe.qyqt4pa Qpereexqujara 14 cepuo3Hocra oA

TOKCT4qHOCT Ha MoqHhoT rvreyp. 3xavajno e peAoBHo npa3Herse Ha MoqHl4or Meyp'

Xlrrar,priara soo6r4.{aexo ce noBneKyBa HeKonKy AeHa no npeKrtH Ha repanut;ara

co qraxno6ocQaM[4, Ho Moxe Aa nep3ucrupa. fioronry ce jasu qHcr'1r co M'lKpo-

Vnu MaKpoxeMayphja, rperMaHor rpe6a Aa ce npeKuHe c' AOAeKa oeaa cocroj6a

He ce HopManu3upa.

l-lurno$oc$auuA l4cro raKa e
ry6ynapna HeKPo3a.

acoq paH co HeQporoKcl4qHocr, arnyvyeajxu

HucKa, cenaK nporHo3ara sa aQerrupauure naqueHTu e flouJa.

3afloqxer nHeBMoH]4T (noaerte og 6 trlecequ no 3anoqHyBarbe co
qrarno$ocQauug) ce qnHu AeKa e acoqrpaH co oco6exo eucox

l-lprajaeexa e xhnoHarpeMraja, acoqrapaxa co 3roneMeHa BKynHa BoAa Bo refloro'
aqnra aogxa uuroxcuxaqrja u cuHApoM cJrhqeH xa SIADH (cux4potvt xa

HecooABerHa cexpeqraja Ha aHTuAt4yperu'{eH xopMoH), noBp3aHo co

aAM h H r4crpa Llhjara x a qra rnoQoc$a r,, 44. n puja BeH 14 ce $aran x u ucxoAl4

Kap[Horoxcu,{xocr: vnorpe6a xai nauuexru co cpueeo ga6onveabe

Co repanralara co qraxno$oc$atrra4 acoqr4paH[ ce MuoKapAur]'lc t

MhonepuKapAurt4c, Kor4 rvroxe 4a 6u4ar npuApp(eHu co nepilKapAujanHa e$y3uja I
cpqeBa raMnoHaAa, u ]AMaa:, AoBeAeHo Ao rexoK, noHeKorauJ u QaraneH
KOHrecTuBeH cpqeB 3acToj.
Xucronaronou.rKl,loT nperneA npuMapHo uMa noKaxaHo xeMoparuqeH MuoKapAurl4c

Cexyx4apxo Ha xeMoparuqHr4or Ml4oKap Auruc u tuuoxapgnjanuara HeKpo3a

no;aLexa e eey34ja Ha KpB Bo nepr4KapAor. Aryrna xapgraoroKct4t{Hocr e nprjaeexa

no eAhHeqHa Ao3a Ha qrarcnoQocsarvruA noHhcKa oA 20 mg/kg'

llo repanucKt4 pexhMl4 tlJro BKnyqyBaar quKnoQoc$aMuA, npujasexu ce

cynpaBeHrpt4KynapHu aphrMl4l4 (ernyvyaajkra arpujanHa $u6punaquja vt

rieneperue;, 
- 
raxo u BeHrptlKynapHu ap',lrMht4 (ernyvysaj(ra cepr4o3Ha QT

nponoHraqhja acoqHpaHa co BeHTpl4KynapHH raxuapuTMuu), xai naLlueHTr4 co 14fl 14

6ea 4pyru 3Haqu Ha KapAuoroKct4t{Hocr.

Pusr4xor oA KapAHoroKcHqHocr oA qrarnoQoc$arvruA Moxe Aa 6uAe 3roneMeH, Ha

npuMep no BtacoKt4 gosu qrarno$oc$arvrrg xaj nocrapu naq[eHTu, u raj naquenru

KOU npeTxoAHo 6lue xa paAraorepanraja Ha perHoHoT Ha cpqero u/unr nperxo4ex
Hnr4 KoHKoMr4TaHTeH TperMaH co Apyru KapAuoroKcl4t{Hu areHct4 (era4ere.qen 4 5)'

nauueurure co pt43l4K $arropu 3a KapAuoroKcr4gHocr 14 naqheHTuTe co nperxoAHo

nocToeqKo cpqeBo 3a6onyBalbe rpe6a ga ce rpeTupaar co oco6exo BHhMaHue'

nvnMoHafl Ha roKcuqHocr:
I-lpujaeenra ce nHeBMoHt4r u nyflMoHanHa Qu6posa 3a BpeMe ta no rperMaH co
qrarno$ocQarvrra4. 14cro raKa, npujaeenr ce nyflMoHanHo BeHo-oKny3uBHo

aa6onyea*e A ApynA Qopura Ha nynMoHanHa roKchqHocr. l-lpujaeena e
nynMoHanHa roKcr4qHocr turo Moxe Aa AoBeAe Ao pecn paropxa 4enpecuia.
l4aro unrluAeuqara Ha nyflMoHafiHa roKct4qHocr l4HAyqhpaHa oA quxnoQoc$aMuA e

[\1 ';Ei'
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MopTaflhreT. flHeeiroHur Moxe Aa ce nojaar Ayp],l u HeKonKy roA!1Hu no no\teToK Ha

rperMaHor co quKnoQoc+aMuA.
l-ipujaeena e aKyrHa nyfiMoHanHa roKcr4qHocr no eAuHeqHa Ao3a qxKno6ocQattu4.

CeKVHnaDHU Mafl urHhrerrt
l(a'ro r, ,ral crrre qhroroKcl4qHh repanhu, TperMaHor co tluKno+oc+aM A Hocl'1

p14314K OA pa3Boj Ha ceKyHAapHu ryMop]4 h Hl4BHt4 npeKypcopt4 KaKO 3aAoqHera

nocne.quqa.
flocron 3roneMeH p!13HK oA nojaBa Ha KapqxHoM Ha ypuHapHtaor rpaKr ]'1

MefloAhcnnacTut{Hr4npoMeHr4Kot4BoHeKohcnyqaunporpeAupaaTBoaKyrHa
neyretuuja. flpyrr,r uanrarHu cocroj6t4 Koh ce nprjaaenra no ynorpe6a xa

quKno$oc$aM uA, Anu repanucKl4 pexl4Ml4 co qrrno$ocQauu4, BKnyqyBaar

nnuSouu, KaHqep Ha rr4pol{AHara xne3Aa u capKoMl4.

Bo xerou cnyqau, ceKyHAapHuor ManHrH[Ter pa3BueH HeKonKy roAhHu no

TperMaHor co tluKnooocsaMuA 6hn npeKuHar. l4cto raxa, npujaaen e ManurHhrer

no in utero H3no4yBabe.
Pusuxor oA KaHqep Ha MoqHl4or Meyp Moxe
npeeeuquja Ha xeMoparHqeH qucrl4T.

Bexo-ornygu gxo xenaranxo oa6onvaarbe
Kaj naquexrra Kou npuMaar qrKno$oc$aMuA
xenararHo 3a6onyBatbe (voLD).

npujasexo e BeHo-oKnY314BHo

l-locrojar AoKa3t4 AeKa LllropeAyKrl4BHa repanraja, xoja ce cocrol4 oA

qrarnoQoc$arvr14 eo xou6ttxaqr,tja co qenocHa reflecHa paArajaquja, 6ycyn$ax unu

Apyrr4 areHcu, xoja ce Kopt4crt4 npeA rpaHcnflaxraquja Ha KocKeHara cpqeB'1Ha'

npercraByBBa rnaBeH pt4314K $arrop 3a VOLD (sra4ere Aen O S) llo
qr4ropeAyKruBHa repanraja, eoo6r4'{aexo KnuHuqKuor cl4HApoM ce pa3Bl4Ba no 1 Ao 2

HeAenu no rpaHcnnaHTaqrajara u ce KapaKTepu3rpa co xena4e;xo 3roneMyBabe Ha

renecHara rexuHa, 6onna xenaroueranuja, acqur h xunep6ranrapy6nneuuia I
xoflTt4qa.
Meryroa, ucTo TaKa e npujaaexo VOLD xoe nocTeneHo ce pa3BuBa Kaj naL[4eHTr4

KOl4 Ce Ha AonropoqHa ,rMyHocynpeo4BHa repanuja co Hl4cKl4 AO3r4

qraxnoQoc$anug.
Kaxo xounnuraLuja Ha VOLD uoxe Aa ce pa3Bue xenaropeHaneH cuHApoM t4

npeKhH Ha Qyxrqrajara xa noeeke opraHu. llpr,tjaeexra ce cnf{au ua VOLD,
acoqr4paHr4 co qrarno$oc$aMu4 co Qaraneu ucxog.
Oarropra acoqupaHu co 3roneMeH pH3HK oA pa3Boj Ha VOLD eo acoqiljaLluja co
Br,,rcoKo-Ao3axHa qr4TopeAyKrHexa repanuja BKnyqyBaar:

- nperxoAHo nocroeqKo xenararHo HapyuJyBabe;
- nperxoAHa pa4raorepanraja na a6Aoueuor r
- nour onuT cTaryc.

Perracrpupaxo e HaMaryBa$e Ha hHLlhAeHqara Ha VOLD axo BpeMeHcKrlor
xHrepBafl 6ran najuanxy 24 vaca noMery nocneAHara aAMxHucrpaqnja ua
6ycyn$ax 14 npBara a4MuHt4crpaquja xa qraxno$ocQarvrr,tg (eugere ryen 4.2 n 4.5).

3HaqurenHo Aa ce peAyqupa npeKy

sa6peuexyaaar u Maxure He cMear Aa 3aqHyBaar Aeqa 3a BpeMe
qr xnoSocSauu4.



Xexure He cMear 4a sa6pervrexyBaar Bo reKor Ha rperMaHor u eo rex Ha 12

Mecequ no npeKuHyBabero rla repanujara.
Maxute He cMeaT Aa 3aqHyBaaT Aella Bo TeKoT Ha TpeTMaHoT u 6 rraeceqr nocne

3aBpujyBalbero Ha rperMaHor.

noAaroqure oA aHr4MaflHuTe cryAuu noKaxyBaaT AeKa eKcno3r4Llujara xa ooqHTr4 3a

BpeMe Ha $onrarynapen paseoj uoxe Aa pe3ynrhpa co HaMareHa cranKa Ha

uMnnaHraquu u ocrBapeHx 6peuexocru, KaKo h 3roneMeH pl'1314K og ttan$opttaquu'
Oaoj eQerr rpe6a ga ce 3eMe Bo npeABHA AoKonKy e nnaHupaHa 6peueuocr unut

BeuraqKo onfloAyBarbe no npeKhH Ha rperMaHor co qraxnoQocSauug.

Toqxoro rpaebe xa $onurynapHuor pa3Boj Kaj nyfero He e no3Haro, Ho Moxe Aa

6rAe noAonro oA 12 ueceqr.
cexcyanxo aKruBHure xeHu u Maxu rpe6a ga ynorpe6yeaar e$erruteex MeroA Ha

ror.rrpaqenqraja eo oaoj nepraog (ara4ere nen 4.6.).

Oeprunurer
Uraxno$ocQanara4 uxrep$eprapa co ooreHe3ara u cnepMaroreHe3ara. Moxe 4a
npeAu3BuKa crepunHocr xaj geara nona. Maxure rperupaHu co qraxnoQoc$auug

ce coBeryBaar 4a no6apaar KoHcynraLluja ea savyayBabe Ha cnepMa npeA

3anoqHyBa[6e co repanujara (aut4ere Aen 4.6).

flanra ke ce pa3Bue crepunHocr 3aBuo4 oA Ao3ara Ha qraxnoQoc$au14,

BpeMerpaelbero xa repanujara u roHaAanHara $ynxquja 3a BpeMe Ha rperMaHor'

Hapy[ueHo 3a3aDaByBabe H

l-lrarcno$oc$auuA Moxe ga anujae Ha HopManHoro 3a3ApaByBalbe Ha paHxre.

NPETNA3IIHBOCT
Anoneuuia
llpr,tjaeexa e anonequja, xoja uoxe Aa ce 3roneMh co 3roneMyBabe Ha Ao3t'1re.
Anoneqrajara Moxe Aa nporpeArpa eo kenasocr. Moxe Aa ce oqeKyBa noBropeH
pacT Ha KocaTa no npeKuH Ha TpeTMaHoT co neKoT un[ Aypn 3a BpeMe Ha

KoHTr4HyhpaH TperMaH, Ho Moxe Aa uMa pa3nuKu ao 6ojara unu reKcrypara

MaqxHHa u noepakatge
Aguunracrpaqujara na quxnoQoc$auuA Moxe Aa npeAu3BhKa MaqHHHa u
noepa(arse. Tpe6a Aa ce 3eMar Bo npeABHA MoMeHTanHure BoAr4qu aa ynorpe6a
Ha aHrueMeruqH[ areHcu sa npeaexquja u cnpeqyBa]be Ha MaL{HuHa r,t noepakaue.
Koxayruaqrajara Ha anKoxoJI Moxe Aa npuAoHece 3a qrxno$ocQauuA-
uHAyqhpaHHre Hay3ea 14 noepakaue.

Crouart,rrrc
Aguuxracrpaqnjara Ha qurcno$ocSauHA Moxe Aa npeAu3BhKa croMarl4rhc
(nepopanex rrryxoarruc). Tpe6a Aa ce 3eMar npeABuA MoMeHranHure BoAHqh 3a

MepKH 3a npeaexquja !,t cnpeqyBabe Ha croMarurl4c.

fl apa eeHogxa aar,, u x hcrpa uu ia
l-lurororcuvuuor eQerr na qrarnoQocSaMhA ce jaayaa camo no HeroBa arrraaqrja,
uro ce cnyqyBa maBHo Bo xenapor. flopa4u roa, pr43r4Kor oA noBpeAa Ha rKrlBoro
og cnyvajxo napaBeHo3Ho hHjeKrrpabe e Hn3oK.

)



[1pr,r cnyvajxo napaBeHo3Ho r,rxjerrrparse na qrarno$oc$arvrug, ux$ysmjara rpe6a
BeAHauJ Aa 6n1e npeK[Hara u eKcrpaBacKynapHuor pacrBop na qurnoSocSauug
rpe6a 4a ce acnupupa co KaHhna KaKo Aa ce cnpoBeAar c re Apyru coo4BerH
MepKu. Floepuruuara rpe6a Aa ce rcqr4cru co $usuonou:xu pacrBop, a
eKcrpeMurer[re rpe6a ga 6ugat Bo Mr4pyBa[be.

Ynorpe6a rai nauueHru co 6v6pexxu ou.rreryeaba
Kaj naquenrure co 6y6pexxu oureryBarba, noce6Ho xaj naquexrure co reuK
6y6pexnu oureryBaua, HaMafleHara peHanHa excrpequja Moxe Aa pe3ynrr4pa co
3rofleMeHo nfla3MarcKo HrrBo Ha qraxno$ocQarvr A HeroBnre Mera6onrrh. Oea
MOXe Aa pe3ynThpa co sroneMeHa roKcur{Hocr u rpe6a Aa ce Ma Bo npeABu4 npu
oApeAyBabero Ha Ao3ara Kaj oBlre naqheHr (au4ere Aen 4.2).

nauuexru co xenaranHu ouJreryeaba
Teulxure xenaraflHu ouJTeryBalba Moxe rqa 6ugar nponpareHu co uauaneu e$exr
na qurno$oc$auu4. Oaa Moxe Herar BHo 4a ja nporuexu eQr4KacHocra Ha

rpeTMaHoT co qurnosoc$auu( u rpe6a 4a ce uMa Bo npeABuA npu cenexquja xa
Ao3hre u uHrepnperaqujara xa oAroBopor Ha ceneKr paHara Ao3a (argere 4en
4.2). flopaau nopQuporexuor e$err Ha qurcno$oc$aMhA, naqueHrure co aKyrHa
nopQupuja rpe6a rpe6a co nperna3nnBocr Aa ce rperrpaar.

Ynorpe6a rai naurexru co arpexanerrouuia
Kaj naqrexrure co aApeHanxa nxcyQuqurexquja xora ce H3floxeHu Ha crpec oA
roKcr4qHocr Ha qurno$ocSaMuq t n Apyrx qxroroKculqHu areHcfi, Moxe Aa 6r4Ae
HeonxoAHo 3roneMyBatbe Ha Ao3ara Ha cyncTuryqhoH14 KopTr4Kor4Al4.

Ynorpe6a xai nauuexrr co .qnia6erec uenuryc
Ce coeeryaa nperna3nuBocr xaj naquexrrre co graja6erec Menr4ryc, 6nAelku
LluKnoSocSaM A Moxe Aa pearupa co r4HcynuHor 14 Apyrure xr4norfl KeMr4qH

areucu (sugere Aen 4.5).

Ynorpe6a xa uurnoOocdauu! xai nauuesru xou xeoaauxa 6une noffoxesu na
xrpvpu.rrn gadar
l-erepanxo, qr4rocrarhqure (rrrtery rou u qurcno$oc$auu4) ue rpe6a ga ce
aAMuHlrcrp paar raj naquexru xou 6une noAnoxeHu Ha xupypr.uKa uurepeeuquja
uajuanry 10 4eua npeA roa.

4.5 l4xrepaxqxx co Apyrx neKoBr,r x Apyrx Qopur xa rrrepaxqrja

l-luxno$ocSauuA e HeaKThBeH, Ho ce uera6onuaupa Bo LlpHhor gpo6, rnaeuo
npery CYP2A4, 286, 2C9, 2C1 9 u 3A4 Bo ABa aKruBHh Mera6on ru.

3a nnanupana Ko-aAMhHrlcrpaquja unu nocneAoBarenHara aAMuHr4crpaqraja Ha

Apyr cyncraHqrlL"l' vnv rperMaHu uro Moxe ga ja aroneuar eepojaruocra rnur
cepr4o3Hocra Ha roKcr,'rqHr4Te e$eKrr (npexy Qapuaxoxrxercru hnv
Sapuaxo4uxaucxu uurepaxquu) HeonxoAHa e BHuMarenHa uHAnBVAyanHa
npoqeHKa Ha oqeKyBaHuor 6eueQur Bo oAHoc Ha pu3t4Llure.

fiaquexrure Kou npr4Maar rarer xorvt6uHaqu Mopa Aa ce cneAar 3a 3HaqH Ha
ToKo4qHocr, 3a Aa Moxe HaBpeMeHo Aa ce HrepBexrpa. Flaquenrure rper paH



co ltuKno$oc$ aMVA u areHcu uJTo ja nauanyaaar HeroBara arrr'reaquja rpe6a 4a

ce cneAar ja norexqr,ljanxa pegyrquja Ha repaneBrcKara e$erruaxocr u

norpe6ara 3a npunaroAyBalbe Ha Ao3ara

PeAyqupaHara arrneaquja Ha qrarno$ocQatuu4 Moxe Aa P HaMafl,1

e$errrexocra Ha rperMaHor co qurno$oc$aurug Cyncraxquu u:ro ja

peAyLlupaar arrreaqujara xa qraxno$oc$aMuA BKnyqyBaar:

Anpenrranr
6ynponuox
Sycyn$ax: ,QononxurenHo Ha peAyqrpaHara aKruBaqu1a Ha

LlaKno$ocQauhA, noKaxaHo e AeKa KnnpeHcor Ha qrarnoQoc$auu4 e

peAyqupaH 14 nofly-xl4BoroT e npoaoHrupaH KaJ naqueHTu KO'!l npuMaaT

Br4coKr4 Ao3t4 qrarno$oc$aul4A noManKy oA 24 \aca nocfle BhcoKa Ao3a

na 6ycyn$an. Co ucrospeuena ynorpe6a 6una sa6enexaHa 3roneMeHa

r4HLlhAeHqa Ha xenaraflHo BeHo-oKny3uBHo sa6onyeaue 14 MyKo3l4Tl4c

(BHAere aen 4.2 u 4.4)
l-lranpoSnorcaqux: AononxrreflHo Ha peAyql4paHara aKruBaquja Ha

rlrarno$ocQartaraa (ropucren KaKo KoHAt4ql4oHa repanuja npeA

rpaHcnnaHraqnia ta KocKeHa cpqeeraxa), npuiaeex e penanc Ha

nocroeqKoro sa6onyearse eo cnyvaj rora qrnpoSnoKcaquH ce Kopl'lcrt4

npeA rperMaHor co quxnoQocQauug.
Xnopau$euutxon
AsonHu-axrrMuKort4tlt4 ($nyronaoon' urpaxoxaeon): a3orHr4Te

aHTuMHKort4qr4 ce ce no3Haru uxxu6uropu Ha ql4ToxpoM P 450 eHshtvture'

3roneruena Konr4qr4Ha Ha roKcHt{Ht4 AerpaAaquoHl4 npoAyKrH Ha

qraxno$oc$arvruA ce perucrpl4paHu Bo rorrr6raxaquja co uTparoHa3on'

CYP2B6 ra CYP3A4 rxxr6uropu (xeer'lpannr, praroxaerp):

xoagrrruxucrpaqujara Moxe Aa ia HaManu e$uxaclocra Ha

qurnoSocQatuu4.
flpacyrpen
cynQoxarrilra4u, np. cynQaAl4asuu, cynQarvreroKca3on u cyn$anupugr u.

Traorena: npujaaexa e jaxa rxxra6raquja Ha 6uoarruaaqu;ara Ha

qrarnoSocQarvrtlA npu xeMorepan cKH pexxM co BrlcoKrl Ao3rl, eo cnyvaj
Kora ruorena 6un agttutucrpr4paH eAeH qac npeA qrarno$oc$auu4.
oxgaucerpou: npujaeenu ce QaprvlaxoxuHercKl4 14HrepaKLll4t4 notuery

oHAaHcerpoH t4 Bt4coKt4 Ao3 Ha qrarno$oc$attl4A Kor4 pe3ynrupane co
HaManeHu BpeAHocrt4 xa AUC na qurcno$ocQauu4.
l-pejnQpyr (coK t4fl H nnog), praQarvrn Hql4H, KaHrapuoH : KoaAM H Hr4crpaquja

co CYP3A4 urxr6uropu vnh hHAylcopl4 Moxe Aa ja HaManrl

eQrracxocra unu na ja 3roneMu roKcht{Hocra xa quxnoQocQauug.

3roneuexu KoHqeHTpaqutt Ha qhroroKclti{xule laeta6onurl4 Moxe 4a ce jaear
co:

perucrpHpaHa e 3rofleMeHa cynpechja Ha KocKeHaTa cpx.Anonypu uon:
Asaruonprx:
uexpoea).
Xropan xuApar
l-lruerugux

3roreMeH oA xenaroroKcl4Lr Hocr (xenaranua



- .QucynQupaur
- l-nuqepangexug
- flporeaea uxxu6uropu: t4croBpeMeHara ynorpe6a Ha nporea3a

uuxu6uropu Moxe Aa ja aroneuu xoxqeurpaqujara Ha quroroKcl'lqHu

ueta6onutu. floraxaxo e AeKa ynorpe6ara Ha pexr4Mu 6asupaxu xa

nporea3a unxu6rrop e acoqupaHa co noBr4coKa uHqHAeHqa xa rx$exqur
u reyrponenuja Kaj naqueHrr4 Kot4 npuMaar qHKnoQocSaMhA,

goxcopy6uLltax H erono3r4A (CDE), eo cnope46a co NNRTI-6asupax
pexuM. 3roneuesa Hqr4AeHLla Ha MyKo3l4Tt4c e perucrpl4pHa npI
xoru6rnupaua repanuja co quxno$oc$aMug (CDE) u caKBuHaBhp'

- tzlxgyrropra Ha xyMaHHTe xenaraflHu h eKcrpaxenararH Te

MHKpo3oManHh eH3 Mt4 (np. qr'rroxpolr,l P450 exsr4l\rure): Mopa Aa ce 3eMe

npeABHA MOXHOCTa 3a XenaranHa unu eKcrpaxenaranHa uHAyKLlurja Ha

Mr.lKpo3oMaflHure eH3hMt4, eo cnyvaj Ha nperxoAeH nu KoHKoMhraHTeH

TpeTMaH co cyncTaHquu 3a Kou e no3HaTo AeKa uHAyq paaT 3roneMeHa

aKT BHocr Ha rre eH3nMH, KaKo ulro ce prSaunnu' Qexo6ap6ulox,
Kap6aMa3enhH, QeHhror4H,
KOpT14KOCTepOUA14.

- ,[a6paQexu6.

KaHTaphoH, 6exso4uasenuxu t

(DapMaKOAHHaMCKl4 HHTepaKUl4t4 H t4HTepaKUt414 CO HenO3HaT MeXaHU3aM KOt4

Herarusxo enraiaar xa vnorpe6ara xa u KnoOocdat laa

Korvr6raxrapaxa uflH nocneAoBarenHa ynorpe6a xa qrarnoQoc$aMtAA v Apyru areHcu

Co cnuqHa ToKCt4qHocr Moxe Aa npeA!43Br4KaaT rotu6uxupaxu (sroneuexlt) roKcl4qHh

eQeKrr.
r Moxe Aa ce jaBt 3roneMeHa xeMaroroKcr4qH oct ulunu uMyHocynpecuja

AOKOnKy qrarno$oc$aruu4 ce rou6rxrpa co cneAHhBe areHc :

- AKE utxn1uropu: AKE l4Hxu6uroprre Moxe Aa npeAu3BuKaar

neyroneuuja.
- Haranusynaa6
- flaxnurarcen: npujaeexa e 3roneMeHa xeMaroroKcl4tlHocr Kora

qra xnoQocsarrir uAor e aAM 14 H l4crpu pa H nocne u H$y3uja co na rn ura xcen

- Tujasnpxu At4yperr4qu (np. xl4Apoxnoprua3u4): perhcrpupaHa e

3roneMeHa cynpecxja Ha KocKeHara cpx.
- 3ugoay4ux
- Knoganus

Moxe Aa Aoj.qe Ao 3roneMeHa KapAuoroKct4qHocr AoKonKy qHKno+ocQaMhA

ce KoM6uHupa co cneAHuBe areHcu:
- Axrpaqrrnrxlt
- Murouuqux
- l-{urapa6ux
- Flesrocrarru
- Paguorepanuja na cpqeB[or peruoH unh 3paqe]be Ha qelroro reno Bo

rou6uxaquja co Bt4coKt4 Ao3h Ha qurnoSocQauug.
- Tpacrysyua6

Moxe Aa AojAe Ao 3roneMeHa nynMoHanHa roKcl4tlHocr AoKonKy
quKnoQoc$aMuA ce KoM6uHlrpa co cneAHltBe areHch: ,n';i ''
- Aurogapox i

i



- G-CSF, GM-CSF (rpar'rynoqrarex KofloHo-cl4MynupaqKu $arrop'
rpaHynoqurHo-uaxpo$areu KonoHo-crl4MynupaqKu $arrop): Cnopeg

oApeAeHu u3BeuiTar4 nocrol4 3roneMeH ph3r4K oA nynMoHanHa ToKct{qHocT

Kaj naLlueHTr4 TperupaHu co LlhroroKct4qHa xeMorepanu1a co

LluKno+oc$aMraA ra G-CSF ranra GM-CSF.

Moxe 4a AojAe Ao 3rofleMeHa He$poroKcuqHocr AoKoflKy qraxnoQoc$auug

ce rou6rxuPa co cfleAHltBe areHcu:
- ArvrQorepraqrax 5
- l4xAoueraqux: flprajaeexa e aKyrHa BoAHa uHroKc[KaLluJa npu

KoHKoMuraHTHa ynorpe6a Ha HHAoMeraqHH

Apvru uxrepaxuuu:
o Alroxon
3a6enexaxa e peAyqhpaHa aHTHryMopcKa aKThBHocr xaj xueorxu co ryMop'
npu ucroBpeMexa ynorpe6a Ha HhcKt4 Ao3H nepopanen qraxnoQoc$aut/tA tlt

. Eraxepqenr
Kaj naquenru co BereHepoBa rpaHynoMaro3a, AoaaBalbero Ha eraHepqenr Ha

craHAapAHr4or rperMaH co qrarno$ocSaruug 6un acoqupaH co noBhcoKa

l4HtlHAeHqa Ha He-KoxHt4 qBpcTu ManurHuTeru.

. MerpoxuAason
Ilprajaeexa e aqrrHa eHqeQanonarraja raj naquexr Koj npuMan lluKno$oc$attuA
14 MerpoHhAa3on. [lpttvuxara 3a roa He e jacHa

Bo cry,qraja co xt4BorHr4, noxaxaHo e gera rou6ux aquiata ua quxnoSoc$aung

co MerpoHuAa3on e acoqupaHa co 3roneMeHa roKcur{Hocr na qraxno$ocSamug'

. TauoxcuQeH
hcroaperr,texara ynorpe6a xa rauorcuQeH 3a BpeMe Ha xeMorepanula Moxe Aa
ro 3roneMl.l p143t4KOT Og rporr,l6oer,,r6orur{H}'t KoMnnrKaquh.

eraHofl (anxoxon).
Kaj xerora naqr4eHTu, aflKoxonor Moxe Aa ru noreHqhpa MaqHhHara

noapakauero t4HAyqupaH14 o4 qrarno$oc$auu4

neKoBt4
. EynponuoH
Meri6onrasMor ra qrarno$ocQarvrrag npexy CYP2B6 tuoxe 4a ro uuxu6upa
urera6onugnor xa 6ynponuoH.

. Kyuapuxu
l'lpujaaexo e 3roneMyBalbe (aroneuex pu3t4K oA rpeapeue)
(HaManeHa aHruKoarynaquja) xa e$error xa sapQaprx xaj

npnMaar eapQapran ra quxnoQoc$ararg.

o l-lrrnocnopux
3a6enexaxu ce noHucKH KoHqeHrpaquu Ha quKnocnophH

u HaManyBabe
naLlueHTu Ko14

Kal

BOnaqueHr Kor4 np Maar rotu6uxaqrja xa llurno$oc$atvtltA
cnope46a co naLlHeHrH Kot4 npuMaar caMo Lll4Kflocnopl,lH.

Bo cepyM



MOxe Aa pe3ynrhpa co 3a6onyBalbeTo rpasr-Hacnporl4-AoMaliuH (graft versus

host disease-GVHD).

o .QenonapusupaqK MycKynHhpenaKcaHTta
Tperuauor co qrarno$ocQaMllA npeAh3Buryea sa6enex,lrenHa H nep3hcreHrHa

utxu6utluja Ha xonfiHecrepa3ara. loronxy hcroBpeMeHo ce anfl qhpaar

Aenonaph3r4paqKu MycKynHu penaKcaHru (np. succinylcholine) uoxe Aa AojAe ao
nponoHrupaHa anxea. Tpe6a Aa ce npeAynpeAu aHecre3honoror AoKonKy

naqr4eHror 6un rperupax co qrarno$ocQauu4 10 AeHa npeA Aa npuMu onura
anecreouja.

o .Quroxcux, 6era-aqerun4t4roKcuH
Ce noraxano AeKa quroroxcl4tlHl4or rperMau ja napyulysa ancopnqrjara ua

IuroKcrrH x 6era-aqerunAuroKcHH ra6neru.

. Baxqunu
l-lopagra uMyHocynpecuexuor e$err Ha q!4KnoSocSaMr4A Moxe Aa ce o\reKyBa

naqr4eHroT Aa noKaxe HaManeH oAroBop KoH oApeAeHh BaKquHll:

uujerrupauero Ha xuBt4 BaKqhHH Moxe Aa AoBeAe 4o rax$exquja uHAyql4paHa

oA BaKqr4HaTa.

. BePanaurn
PerucrpupaHo e HapyuyBalbe Ha uHTecruHanHara ancopnLl4a Ha nepopanHo

aAMhHxcrphpaH BepanaMl4n.

r .[epuaarr xa cyn$oxunyPea
Moxe ga AojAe ao HaManyBabe Ha HuBoro xa uetfep Bo KpBra aKo

r4croBpeMeHo ce Kopt4crar AepuBaru xa cyn$oxranypea ra qrrno$oc$atuug'

4.6 Oeprrnr,rrer, 6Peuexocru Aoelbe
Xexu co norexuuian sa Pafabe
Kaj geBojqraba rpernpaHu co qraxno$oc$anru4 3a BpeMe xa nperny6epreror
celryHAapHrTe nonoBn KapaKTepucTl4Ku xajvecro ce pa3BuBaaT HopManHo, v uuaaT
peAoBHt4 MeHCTpyanHlr quKnycu.

fleeojvrarsa rperupaHh co qrarno$ocQanrag 3a BpeMe Ha nperny6eprer,
nocneAoBarefl Ho ocraHane 6peuexu.

Kaj 4eeojvr,1rsa rpert4paHh co qrarnoQocQarrau4, co 3aqyBaHa Qyxxquja xa
oBap[yMuTe no 3aBpuyBaEe co TpeTMaHor, nocToh 3roneMeH pu3hK oA

npeABpeMeHa MeHonay3a (npexux Ha MeHcrpyanHure quKnycr npeg 40-ro4uu:xa
aoapacr).

Koxrpauenuuia xai uaxvr u xexu
Xeuure xe rpe6a 4a sa6perrleuyBaar Bo reKor Ha rperMaHor u 12 tuecequ no
npeKhHyBalbe na rePanujara.
Maxure ue rpe6a Aa 3aqHyBaar Aeqa Bo reKor Ha rperMaHor u 6 ueceqn nocne
npeKuHyBaEero xa repanujara. 

..,;-",li,l_,;a
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cexcyanxo aKTrBHUre )KeH u ruaxu rpe6a Aa Kopl4cTaT e+uracuu MeroAh Ha

xonrpaqenquja Bo reKor Ha oBtae BpeMeHcKt't nepuoAl'l'

6pelaenocr
Aocrannra ce caMo nl4MuThpaHu noAarollll aa ynorpe6a xa qrarnoQocSaMuA Kaj
'6p"r"r, 

xexu. l4ma npriljaara 3a cepuo3HH Mynrhnn!4 KoHreHhranHu a6epaqru no

ynorpe6a Bo npBltor rpr4Mecrap.
Asrnanuure cryAux noKaxane TepaToreHocT 14 Apyra penpoAylcl4BHa TOKCUqHOCT

(aragere gen (5.3).
lAualku rn Bo Bt4A noAaroqhre oA npuKa3uTe Ha ta3onupaHr4 cnyqau KaJ xyMaHa

noninaqraja, aHhManHrre cryNAu A MexaHu3Mor ua gejcreo ua quxnoQoc$altu4,

HeroBara ynorpe6a, noce6xo Bo reKor Ha npB or rpuMecrap' He ce npenopaqyBa'

Kaj cexoj HHAl4BHAyafleH cnyvaj rpe6a Aa ce npoqeHul norexqujanxara Kopl4cr 3a

n,tajxara Bo oAHoc xa norenqrjanHuor p143r4K no $erycor.

!oetge
l-lrarnoQoc$autrA ce r3naqyaa eo uajvuxoro MneKo u Moxe Aa npeAh3BhKa

neyrponexrala, rpou6oquroneHra, Hr4cKo Hl4cKo Ht4Bo xa xeuorno6un u puiapea xa1

Aerero. llopa4ra roa, qrarnoQoc$attug e KoHTpa!4HAl'rLlupaH Bo reKor Ha Aoerbero
(eugere gen 4.3).

Oepunurer
urrxnosocsarrrra4 raxrep$eprapa co ooreHe3ara H cnepMaroreHe3ara. Moxe ga

npeAr3BxKa creprnHocr xaj 4sara nona. Kaj xexu qnrnoSoc$auu4 Moxe Aa

npeAu3BuKa rpaH3uropHa l4nu nepMaHeHrHa aMeHopea, a xaj Aeqara rpert4paHu co

rlrarnosocsarr/|ltA Bo TeKOT Xa npeny6epreToT, onhrocnepnraia unra asocnepuuja.
Kaj rvraxure rperupaHu co quxnoQocSaMuA MOxe Aa ce pa3Bue onurocnepttuja
unr/| aaocnepuuja. llpeA rperMaHor co qurno$oc$aurrag xaj Maxh, rue rpe6a ga ce

r,rxQoprr/trapaar 3a MoxHocra 3a KoH3epBHpabe Ha cnepMa npeA 3anoqHyBabe Ha

TpeTMaHOT.

4.7 Bntjaxne apr cnoco6xocr 3a Bo3elbe xnt.t paKyBalbe co MaulllHl't
[laqueurure KoH ce nogoxeHu Ha rperMaH co qurno$oc$aMuA Moxe Aa uuaar
HecaKaHu 4ejcraa (ernyvyaajkra MaqHhHa, noepakase, 3aMaeHocr, 3aMareH BuA,

B 3yenHr xapyLuyearsa) Kot4 Moxe ga enrajaar xa cnoco6xocra 3a Bo3ebe n,l
paKyBalbe co MauuHt4. Ognyrara Aanv Aa ce ynpaByBa co MoropHo Bo3,lno ulll Aa
ce paKyBa co MauJuHH rpe6a uu4neugyaflHo Aa ce AoHece.

4.8 Hecaxaxr gejcrea
Oper$enqrarare Ha HecaKaHure gejcraa HaBeAeH eo ra6enara noAony ce go6rexu
oA KnrHur{Kure r4cnuryBaba h oA nocrMapKerhHllJKt4Te rcKycrBa u ce 4eQuuupaxr
co cneAHara xoxeeuquja:

Mxory vecrr (> 1/10),
9ecru (>1/100 < 1110),

llorvranry vecru (>1/1000 < 1/'100),
Perru (>1/10000 < 1/1000),
Muory perxu (<1/10000),
HenosHara Spex$euqrja xa jaeyaaue (xe uoxe Aa ce npoqeHu p.Q.floora n H lare
no4aroqra). /'..:'
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OpraH cxreM xnaca
rsoct

HecaxaH eQeKr OpeKSeH qrja

U4x$exqnu r
uxQecraqnr

-l4xQexqrau',

nHeBMoH1414'

Cenca'

t{ecru
Floruanxy vecrut
floManKy ,{ecru

Sexrrxu, Man rHH ta

necnequQnqupaxr
Heonna3Mu
(BKnyqurenHo qucrt4 l,l

nonrnu)

A xa neyr<er'rraja'
Mt4enoAhcnnacrhqeH chHAPoM

Cexyxgapxr,r ryuoPro
Kanqep xa Mor{eH MeYP

Kaxqep na yperep
Crxgpola Ha flu3a Ha ryMoP
Non-Hodgki-oB nuMSoM
CapKoM
Kapqrxou xa 6Y6Pexxn xnerxu
Pexanex nenBtaqeH KaPLlt4HoM

KaHueo Ha rupol4aHa xne3Aa

Perxn
Perxu
Perrr
PerKu
Perrn
Mxory perrn
Hen03Hara gecrora
Henosnara qecrora
Hen03Hara qecrora
Hen03Hara qecrora
Hen03Hara qecrora

HapyuyBarba Ha KPBra

r nuu$xttot cncreru
Mraenocynpecria
fleyronexu.ia
Heyrponexuja
Oe6prnxa ueyrPonernja
Tporu6oqraroneuuja
AHeMuja
!nceuuxupaxa uHrPaBacKYnaPHa
xoarynaqvtja
Xeuonrrnqex yPeMILleH cHHAPoM

ArpaHynoL$4To3a
Ilrau$oneurja
Hauanexo HtlBo Ha xettorno6ux

Mnory vecrr
Mxory vecrn
Mnory vecrr
Llecru
noManKy ,{ecrn

flouanxy vecru
Mxory perxr
MHory perKn
Muory perxn
Hen03Hara qecrora
Henogxara '.{ecrora
Hen03Hara gecrora

HapyuyBalba Ha

14MyH14OT CHCTeM

14MyHocynpecnja
Axa$rnarrrvna/aHaQrnarrouAxa
pearqrja
XInepceH3t4rl4BHh peaKqut4

Axa$rnarrrvex u:or

Mnory vecrn
['loruanry vecru

[louanry vecru
MHory perKH

Engoxprnr
HapyuyBatba

CnnApor.,t Ha HeaAeKBarHa cexpeqrja
xa A.4x (SIADH)

Perxr

Mera6onsr u
Hyrp14T14BH14

HapyuJyBalba

Axopercrja
AexnAparaLlrja
Xnnoxarpeurja
3roneueto Ht4Bo Ha rnyxo3a 80 KPB

HaManeHo Ht4Bo Ha rnyKo3a Bo KPB

fiouranry vecrut
Perxvr
Mxory perxr
Hen03Hara 'lecrora
Heno3Hara qecrora

[lcuxujarprcxn
HaDVtllVBarba

Kon$yana cocroj6a MHory perKh



Hapyruyaasa xa
HepBeH crcreM

[1epra$epxa xeeponarrja
nonuHeBponaruja
Heepanruia
Konaynaru
3aMaeHocr
npoMeHh Bo ,.{yBcrBoro 3a BKYC

Hauanexo qyBcrBo 3a BKYo

llapecresrn
HeBporoKch.{Hocr"
Crax4porvr na peaePu6nnna
nocrephopHa neyKoeHqeQanofl arr4ja

C14HApoM xa exqeQanonaruja'

flouanxy vecru
[louanxy recrn
florr,lanrY vecrr
Perxn
Perxu
MHory perKn
Mxory perxu
Muory perxn
Hen03Hara qecrora
Henoguara qecrora

HenosHara qecrora

Hapyuyeaua Ha oKoro

3auarex er4
HapyuiyBarbe Ha BnAor
Kor.rjyrrrerrnc
EAeM Ha o(o
3roneMeHa naxPnuaqnja

Perxu
Perxn
MHory perKLl

MHory perK[
Hen03Hara qecrora

HapyuyBaba Ha ysoro
r na6rprxror

I-nyaocr
Tr.rxrryc

noManKy qecrh
Henogtara qecrora

Cpqear xapyu:yeaua

KapAuoMxonaruja
MhoKapAhrttc
Cpqeaa cna6ocr"
Taxurapgrja
Bexrpuxynapra apwunia
CynpaaexrpraxynapHa aPurMt4ia
Bexrpraxynapxa $u6Pnnaqnja
Anruxa
MnoKapAeH HHSapKr
[lepuxap4rrnc
Arprajanxa Qu6praquja
BeHrpr,r KynapHa raxuKapAnj a
KapAuoreH uoK
flepnxapgrjanxa eQysnja
SpaAhKapAhja
[lannnraquu
nponoHrupaH QT-rxrepaan xa
eneKrpoKapArorpaM

[louanry vecrr
l-louanry vecrlt
noManKy.{ecr}r
floManKy.{ecrlt
Perxu
Perxn
Mxory perrn
MHory per(t4
Mxory perxu
MHory perK
MHory perl(r4
Hen03Hara gecrora
Hen03Hara qecrora
Heno3Hara qecrora
Hen03Hara qecrora
Henogxata qecrora

Heno3Hara qecrora

Bacxynapxr
HapyuyBarba

LlyBcrBo Ha ronnuHa
XeMoparrja
Tpou6oeu6onrsau
XhnepreH3nja
Xranorexsnja
6enogpo6en eu6onngau
Bexcxa rpou6o:a
Bacrynnruc
nep14QepHa ncxeurja

flouanxy vecrn
Perkt,
MHory perKu
MHory perK[
MHory perKh
Hen03Hara \recrora
Hen03Hara qecrora
Heno3Hara qecrora
Heno3Hara vecrora



Pecnnparopnr,
TopaKanHul t4

MeAHacrhHanHh
HapyuJyBa15a

Axyrex pecnrParoPeH AhcrPec
ct4HApOM

Xponrvxa rxrePcrnqnjanxa
nynMoHanHa Sh6Po3a
Senogpo6ex egeut
Sporxocnasaut
AncnHea
Xunoxcrja
Kaunhqa
Haeanxa KoHrecrnja
Opo$apraxreanna 6onxa
Pnxopea
Khaarse
SenoApo6to BeHo-oKnY3rBHo
sa6onyaaue
Spoxxnonrrnc o6nurePaxc
Aneprrcru anBeon14T14c

llxeatitoxhr
llneapanxa eOy3ria

Mnory perxn

Mxory perrn

MHory perKr
Mxory perxu
Mxory perxn
Muory perxr
Mxory perxn
HenosHara qecrora
Henosxara qecrora
Hen03Hara gecrora
Henoaxara \.{ecrora

Henogxara qecrora

Hen03Hara qecrora
Henogsala '{ecrora
Henogxara qecrora
Henosxara qecrora

[-acrporxtectnxanxu
HapyuJyBatba

Myro:xa uuQnauaqrja
Xerriloparn,rex eHTePoKonurllc
AKyreH naH(pearrr
Acr{ur
Crouarrruc
Auiap{a
[1oepafuue
Oncrnnaquja
Maqxura
A6aourxanxa 6onxa
14HSnaMaquja Ha naporl,lAHa xne3Aa
Facrponxtecrunanua xeuoParuja
Uequrrc
Konurrc
EHTep14T14c

qecru
MHory perKu
Mxory perxut

Mxory perxu
Mxory perrn
Mnory perxu
MHory perKl
Mxory perxu
Mxory perxr
Hen03Hara qecrora
Henosxara qecrora
Hen03Hara qecrora
Henogxara qecrora
Henognara qecrora
Hen03Hara qecrora

Xenaro6rnujapHn
HapyuJyBa16a

XenaranHn $yxxq. xaPYu:Yeaua
Xenatrruc
Bexo-ornysueno qpnogPo6no
a6onyeatse
Xenarorr/lerannja
Xonrnqa
Xonecrarcxta xenar!4Thc
Xenarotorcraqxoct'o

ulecru
Perru
MHory per(r

Mxory pexu
Mrory perrn
Mxory perxu
Heno3Hara qecrora

KoxHh n cy6xyraur
HapyuJyBa16a

Anoner,lujall
Paur
AepMar14ruc
Iracxonopaquja Ha Hofiure^
AhcKonopaqtaja xa xoxata ''
Stevens-Johnson-oB ct4HAPoM

Toxcnqxa enuAepManHa He(ponh3a
PaArjaqnoxen epurett
npypr4ryc (axnyvyaaj(r ja4ex nopaAH
gocnaneHue) I

Mnory vecrn
Perxr
Perrr
Perxr
Perxn
Mxory perxut
Mxory perxut

Mxory perxr
.Mrory.perxn

i\r



MynrnQoptuex eprrena
cr,rxgpot'it Ha nanMapHo-nnaHTapHa
eplrrpoAucecreauja (Para-xora
cnxgporu)
Ypruxapnja
EphreM
Orox xa nnqero
XunepxIApo3a

Henosxara qecrora
Hen03Hara qecrora

Hen03Hara qecrora
Hen03Hara qecrora
Henoexara qecrora
Heno3Hara qecrora

Mycxynuo-cxenetxut
nopeMeryBa$a H

nopeMeryBatba Ha

cBp3HO TKI4BO

Pa6Aouronnsa
TP'-{eBu

CKnepoAepMa
MycKynHr rp..{eBu

Mu.janrnja
Aprpanruia

Mxory perxu
Mnory perxu
Henogxara qecrora
Hen03Hara qecrora
Heno3Hara \iecrora
Hen03Hara gecrora

Penanxr !4 ypr4HaPHr

HapyulyBalba
l-lncrur
Mraxpoxeuarypuja
Xeuoparruex qncrrr
Maxpoxeuaryprja
Cy6yporennjanxo KPBaPelse
EAeM Ha s!4Aor oA Mo'rHhor MeYP

Ota6po3a $ cKnepo3a Ha MoqHuor
Meyp
6y6pexrn oureryBalba
3roneuexo Ht4Bo Ha KpearhHtrH Bo KpB

Pexanra ry6ynapxa Hexpo3a
PeHanHn ry6ynapxn HaPYUYBalba
Toxch,{Ha xeSponarrja
Xeuoparuvex yperphrlrc
KoHrpaKrypa Ha MoqHvor MeYP

HeQporex Au.ia6erec nHcunuAYc
Arunuqxr4 enhrenHu KflerKvt Ha

MOqHhOT Meyp
3roneuena ypea Bo KpBTa

Muory recrn
Mrory vecru
Llecrh
t{ecru
Mxory perxu
Muory perrn
MHory perKh

MHory perK[
Muory perrut
MHory perKu
Henosxara qecrora
Hen03Hara gecrora
Hen03Hara qecrora
Hen03Hara qecrora
Hen03Hara gecrora
Hen03Hara '{ecrora

Hen03Hara qecrora

Cocroj6r 3a BpeMe Ha

6peuexocr,
nyepnepuryM h

nephHaranH14 cocroi6n

npeABpeMeHo nopoAyBal6e Heno3Hara \tecrora

HapyuJyBarba Ha
penpoAylfiHBHr4or
chcreM u Ha AojKrre

HapyuJyBalba Ha cnepMaroreHe3ara
HapyLuyaarua xa oaynaqnjara (perxo
rapesepsh6.hnHh)
An,lexopea'"
Asoocnepirhia/acneprua' "

Onrrocnepuuja'3
HenroAHocr
Oeapnjanra rxcyQnqnexqrja
Onurouexopea
TecrrrvnapHa arpoOria

t{ecru
flouanry ,lecrn

Perxu
Perxu
Perxur
Hen03Hara qecrora
HenosHara qecrora
Henoexara qecrora
Henogxara qecrora

Koxrexntanxr,
$aunnulapw n
TEHETCKH

nopeMeryBal6a

[4xrpayrepnxa cMpr Ha Qerycor
OeraflHI ManSopMaqr4!4
PerapAaquja Ha pacr Ha Qerycor
Ourreryearsa xa $erycor
Kapqrxorex eQefi Kaj HoBopoAeHl4re

Henosxara qecrora
Henoonara qecrora
Henosxara qecrora
HenogHara qecrora
Heno3Ha.T-a qecrora

(e{



Onu.rrtr napyu:yaarsa ut

cocroj6t4 Ha Mecroro
Ha aAMuH14crpaquja

Tpecxa
Mopnnqr
AcreHrja
3auop
I-pagna 6onra
l-naeo6onxa
MynrhopraHcxa nxcy$rquexquja
PeaKLlht4 Ha Mecroro Ha

rnjerrnpaue/r xQyxAnpase
(rpou6osa, HeKpo3a, $ne6rrrc,
BocnafleHhe, 6onxa, orox, ePr4TeM)

Mxory vecrr
9ecrn
9ecrr
9ecrur
Perxn
MHory perKu
MHory perKu
MHory perKu

k'lcnvrryaarsa 3rofleMeHo Ht4Bo Ha naKTar

AexuAporeHa3a Bo KpB

3ronenaexo Hr4Bo Ha C-pearrueex
npoTenH
llpouexu ao EKF
Hauanena LVEF
3roneueta renecHa rexuHa
Hr,|cKo Ht4Bo Ha xeHcKu nonoBu
XOPMoHl,l

Hauanexo H!4Bo Ha ecrporeH Bo KpBTa

3ronenaeuo H!1Bo Ha roHaAorponnH Bo

KPBTA

noManKy.lecro

noManKy..{ecro

[louanry vecro
flonitanxy vecro
Mxory perru
[louanxy veoo

Hen03Hara qecrora
Hen03Hara qecrora

3ronelren p 3HK !4 TexuHa 3a pa3Boj Ha nHeyMoHt4rt4c (BKfly'{yBajkr SaraneH
ucxoA), Apyn4 6aKrepucru, $ynranH , Bl4pycHH, nporosoanHx u napa3hrcKl4

uHOeKLIHH; pearruaaqraja Ha flareHTHl4 uxQerquu, BKnyqurenHo Bl4pyceH xenarhr,

ry6eprynosa, JC ar,tpyc co nporpecuBHa MynrHSoKanHa neyKoeHqe$anonarhja
(ernyvyeajkra u cnyqau co QaranHta ucxoAr4), Pneumocystis iirovecr, Herpes zoster,
Strongyloides, cenca H cenrrqeH utox (arnyvurenHo cnyqa co SaranHu r4cxoAt4).
2srnyvyaajkra 

Qaranu r ucxoAtA
3sxnyvyeajkra aKyrHa Mheflor4AHa neyKeMuja u aKfrHa npoMuenoqurHa neyxeuuja
ouauu$ecrxa KaKo raxcy$raqraexquja Ha KocKeHara cpx, naHquroneHrija,
HerrponeHuja, arpaHynoqt4ro3a, rpaHynoqhroneHhja, rpoM6otll4roneHuja
(KoMnnuqupaHa co KpBapetua), neyxonexrja, aHeMHja

"uaHn$ecrna KaKo Mlteflonaruja, nepu$epHa HeBponaruja, non HeBponaruja,
HeBpanrhja, 4rcecresuja, xunoecresuja, napecre3HH, rpeMop, 4ucreauja.
xunore3r4ja, napocMua.ouauu$ecrxa KaKo rnaBo6onKa, HapyueHa MeHTanHa $yurquja, rp\leBn u

a6HopManeH BHA oA 3aMarneH B A Ao ry6r4ToK Ha BuAor.
'Perrcrpupaxa Bo BpcKa co afleprucKa peaKLlr4ja
EBxnyvyaaj 

kra $araneu ucxo4
?oAexa uH q AeHqara Ha qhKno+oc+aMr4A-acoqr4paHara 6enoApo6xa toxch,{xoct
9^ H]4CKa, npOrHO3aTa 3a aseKrupaHhTe naqueHTu e nouja.
'uXenaranna raxcyQraqrexqrja, xenaranHa eHqe$anonaruja, acLlnr,
xenaroueranuja, xonrhqa, 3roneMeH 6unupy6un Bo KpBra, 3rofleMeHr xenaranHu
en3uMr,r (ASAT, ALAT, ALP, gama-GT).
' 'Moxe Aa nporpeAupa Ao crenuflo
''Ha Anaurure u neruquTe

"nepsncrexrxo

3a6eneurra



Hexou KoMnnuKaqrll KaKo uJTo ce rpou6oett6onraau, Al4ceMr4HrlpaHa
uHTpaBacKynapxa roarynaquja h xeMottl4Tl4qKo ypeMuqeH cuHApoM Moxe Aa ce
jaBar KaKo pesynrar Ha nocroeqKoro oa6onyearue, xo Qpex$exqujara Ha oBtae

KoMnlrnKaquu Moxe Aa ce 3roneMu nopaAu xeuorepanutjara co [euaqmnaH npauJoK
3a pacrBop aa uujerrupase/uuQyauja.

IloMiaeveatse xa Hecaraxhre aeicraa
llprajaayearsero Ha HecaKaHure gejcrea no craBalbero Ha neKor Bo npoMer e oA
noce6xa BaxHocr. Toa oaoauoxyBa KoHTt4Hyl4paH M Ht4Topt4Hr Ha oAHocor
pusrar/ropucr og ynorpe6ara Ha neKor. 3gpascreexure pa6oruuqu rpe6a 4a rut

npujaeyeaar cure cycneKrH HecaKaHu peKaquh Ao HaquoHanHhor cl4creM 3a

$a pua xoau runa n qa.

4.9 flpegosrpatse
Ceprosxu nocneAhqu oA npeAo3upar+e co quxno$oc$anarag ce uaxuQecraqutu xa

ao3Ho-3aBucHr4 roKct4qHocri4 KaKo urenocynpecr.ia, yporoKcl,tqHocr,
KapAuoroKcuqHocr (exnyvyeajxu cpqeB 3acroj), BeHo-oKny3uBHo xenararHo
aa6onyaarue u croMarhruc (eugere Aen 4.4).
flaquexrure xaj xou r4Ma npeAo3t4paue rpe6a ga 6ugar cneAeH[ aa paseoj ua
ToKct4Lt Hocrt4, oco6exo xeMaroroKcHqHocr.
He nocrou cneqm$uvex aHruAor sa quxno$oc$aur4.
Llr,rxnoSoc$anlhA u HeroBure lrera6onuru ce grajanraa6unxn. [1opa4u roa, 6pso
cnpoBeAeHa xeuogujanuaa e HHAr4r.lupaHa npu cyl4qt4AanHo hn14 HeHaMepHo
npeAo3upalbe.
flpu npegosuparue rpe6a Aa ce npe3eMar cynyprt4BHu MepKh, arnyvyeaj(r
cooABereH, xajroe rperrritar sa unQeKqu KoH t4croBpeMeHo ce npucyrHt4,
uuenocynpecuj a unv Apytu roKc14t{Hocrt4.
flpo$ranaxca Ha qucl4T co mesna Moxe Aa ce Kopt4cl4 co qen npeBe atluja unu
nr4Mr4rxpatue Ha yporo(cr4qHure eQerru oA npeAo3r4pal6ero co qurcno$oc$auu4
(BuAere gen 4.4).

5. OAPMAKONOUJKh KAPAKTEPl,ICTl4Kl4
OapMaKorepaneBTcKa rpyna: Axruneonnacrvv'Hu tli r4MyHoMoAynaropHu neKoBt4;

aHTrHeonnacrt4qHu fl eKoBr4. Anxunupavxr areHcr4. Aaorur aHano3H
ATC ro4: L01AA01

3a qrarno$oc$aMhA e noKaxaHo AeKa noceAyBa quroroKct4qHr4 e$errn Bo oAHoc
Ha noeeke ryMopcKr4 runoBu.

LlurnoQocSanrnA AenyBa na S- rnu G2-Qaaara oA KneroqHuor tt Knyc.

Ocraxyaa xejacHo AaJrH r.l4TocrarcKt4or eSerr e qenocHo 3aB!,tceH oA
anxunaqujara xa DNA ufiA n Apyru MexaHu3MH KaKo uJTo ce ranxu6raqraja xa
npoqecor Ha rpanc$oprvraqraja Ha xpoMarhH anu uaxn5nquja Ha DNA
nonuMepa3ara, Moxe Aa uuaar sxavajxa ynora. Mera6onuror aKponenH HeMa

aHTrHeonnacrur{Ha aKrhBHocr, Ho e oAroBopeH 3a HecaKaHuor yporoKct4vex e$err.

lzl nayxocynpecraauuor e$err xa qurnoQocQauu4 ce 6asupa ua $arror
quxno$ocQar,, 4A hMa uxxuorropex eQerr xa b-rcnerrure, CDJ+J-rnerrure
noMafl oncer Ha CD8+-T-KflerKure. Oceex roa, ce cuera ^C6ie'qn{no$ocQ

.
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noceAyBa u uHxu6uropeH e$err Ha cynpecopor Koj ja peryflHpa lgG2 xnacara xa

a{rurena.
BKpcTeHaTa pe3t4creHTHocT, noce6xo co cTpyKrypHo cflt4qHuTe q ToToKct4qHu

areHcu, np. raQocQar.ttraA, KaKo H Apyrhre anKuflupai{Kl4 areHch, He Moxe Aa ce

HCKnyq14.

5,2 Oapuaroxrxercxx KaparrepncrxKl't
l-{rarno$oc$aruu4 ce aAMr4H!4crpupa KaKo HeaKTr4BeH neK KoJ ce aKTuBupa Bo

qpxraor gpo6.

Ancopnquja
Llrarno$oc$arvrra4 6pso ra pequc KoMnnerHo ce ancop6npa oA Mecrara Ha

napeHrepanHa a4muxracrPaqrja.

,Qucmpu6yt-tuja
noruanxy og 2Oo/o oA r.luxnosocsaMuAor ce Bp3yBa 3a nra3MarcKr4re nporeuHu.

BpSyea6erO 3a nfla3MaTCKl4Te npgTenHl4 Ha HeTOBUTe uera6OnurU e nOrOfleMO HO

noMaro o47Oo/o [o roj oncer ce Bp3yBaa aKruBHuTe mera6onrru 3a nna3MarcKuTe

npoTeuHr He e no3HaTo.
Llrarno$ocQarr/|uA noMuHyBa Bo qepe6pocnuHanHara reqHocr u naajvuxoro unexo.
l-lrarnoSocQaruuA h HeroBure Mera6onHTh ja nouuxyeaar nnaqeHTara.

Mema6onusau
l_lraxnoQocQaurA ce aKTuBl4pa BO qpHt4oT Apo6 Ao HeroBure aKrhBHt4 uera6onuru
4-xuApoKcr4-ql4xnoQocsarvrra4 ra ango$ocQarr,lrag (rayror,,repxa $opua ua 4-
xHApoKct4-qr4Kno$oc$arran4) npeKy Sa3a-l tteta6onugau npeKy qrlroxpoM P450
(CYP) ensurrrrate. Pa3nu.{n14 cYP tasoexgut\rr np]4AoHecyBaar Ha 6uoaKruaaqujara
Ha qrlrnoQoc$arrrrug, BmyqyBajltr4 ru CYP2A6, 28,6, 2C9' 2C19 Bo Kor'r

uaxu$ecrupaar xajsncora 4-xugpoxcunasa aKruBHocr.,[eroxcmQuxaqrjara
rnaBHo ce ocrBapyBa npeKy rnyrarrox-S-rpaxcQepa3hre (GSTA1, GSTP1 r
anKoxonHara AexrAporeHa3a (ALDH1, ALDH3). Aea Ao qerupl4 qaca no

a4uuxucrpaqrjara Ha qrKno$ocQaMI4A, nfla3MarcKure KoHqeHrpaquu Ha

aKThBHHTe uera6onutu ce MaKchMaflHu, nocre uro cneAu 6pao xattanyaalse Ha

nfl a3MaTcKhTe KoHqeHTpaLlu14.

Enuuuuaquja
flnasMarcruor nonlD(hBor xa qraxnoQoc$aMr4A l!3HecyBa 4 Ao 8'{aca xaj soapacxu
h Aeqa. flnaauarcxror nonlD(t4Bor Ha afiuBHt4or Mera6onur He e no3Har.
flocne agnuxracrpaquja xa BucoKa lV gosa Bo paMKxre Ha anoreHara
TpaHcnnaHTaLluja na xocxeHa cpx, nna3MarcKure xoHqeHrpaqru Ha qhcrl4or
qrarnoSocQar.ara4 ja cne4ar nuHeapHara KHHeruKa oA npB pe4. Bo cnopeg6a co
KoHBeHLl4oHanHara repanraja co quxnoQocQauug, 14Ma 3roneMyBarbe Ha

HeaKTuBHure uera6onnru, luro yKaxVBa na carypaquja Ha aKruBH Te eH3uMcKl4

cucreMli, Ho He Ha craAuyMrTe xa uera6onugaM Kot4 AoBeAyBaar Ao HeaKruBHn
uera6onuru. Bo reKor Ha quKnycor Ha Bucoxo Ao3axHa repannja co
qrarnoQocQaruuA Bo reK Ha noBeke 4exa,4oaia Ao HaManyBaue Ha BpeAHocrure
Ha noBplluHara noA KpuBa Ha nna3MarcKuTe KoHqeHTpaqhH Ha MaTuqHara
MoneKyfla, uajaepojarxo nopaAr4 aBTo r4HAyKqujara Ha Mr4Kpo3oManHara ttera6onsa
AKT14BHOCT.



Llraxno$ocQalahA ta HeroBure uera6onurn npuMapHo ce eKcKperupaar npeKy

6y6peaure.

5.3 Flperxnrrrrxx noAaroqx sa 6es6eAxocra
Arcymua moKcuqHocm
Aryrnara TOKCHT.1HOCT Ua quxnO$OC$aMUA e penaTr4BHO x4Cxa. Oga e nOKaXaHO BO

cryAuure cnpoBeAeHu xaj rnyaqr.t, MopcKl4 npacutsa, sajaqu u Kyqr4l6a.

Xpouuuua moKcariHocr
Xpoxuvuara aAM Hrcrpaquja Ha roKcl4'lHl4 Ao3t AoBeAyBa Ao xenaraflHu ne3vv
xou ce uaxuQecTupaaT npeKy AereHepaquja cnegexa co HeKpo3a. hxtecrunanxara
MyKo3a He e 3acerHara. flparor xa xenaroroKcl4qHu eQerrra e 100 mg/kg Kaj 3ajaqu
u 10 mg/kg xaj xyve.

Mymaeen u KaHqepoeeH nomeHquian
Bo 6pojnra in vitro u in vivo recroBu noKaxaH e MyrareHuor norenqujan xa
qr4Mo$ocQaMra4. flo ynorpe6a xa qrxno$ocQaMr4A Kaj nyfero npouajAeHh ce
xpoMo3oMcKl4 a6epaquu.
Kaxqeporenocra Ha quKno$oc$attug e noKaxaHa Bo cryAnu co craopLll4 u rnyBql4

Pe n pody xm ueu a moKctt.t Hocm
TeparoreHuor e$eKr Ha qHKnoSocSaMhA e noKaxaH Kaj pa3nuqHu Bl4AoBl4

xr4BorH14, sxnyvyaajr(ra rnyBLlt4, craopqu, aajaqra, pesyc MajMyH14 H lryqurba.

UltxnoQocsaruuA Moxe Aa npeAu3l4BKa cKererHr, rKl4BHh 14 Apyril Man$opMallut4.

6. OAPMAqEBTCKn nOAATOql4

6.1 Ercqrnrexcr
Heua

6.2 14rxounarn6rnxocr
He e npruexnueo

6.3 Por xa ynorpe6a

2 roguuu oA AaryMor Ha npo!43BoAcrBo.

Xeuucrara u Qnsuvrara cra6unxocr Ha noflrorBeHuor peKoHcruryupaH pacrBop e
AoKaxaHa ta 24 vaca Ha reMneparypa og2oC Ao 80C.

O4 rrrurpo6raonouJKa rneAHa roqKa, peKoHcr[ryupaHhor pacrBop rpe6a BeAHauJ Aa
ce ynorpe6ra, ocBeH aKo peroxcruryqujara He e HanpaBeHa Bo KoHrponripaH[ u

BanlrAHpaHh acenruqH14 ycnoBu. Axo ne ce ucKopt4crt4 BeAHauJ, BpeMero u

ycnoBuTe Ha gyBabe Ha npHnpeMeHuoT pacTBop ce oAroBopHocr Ha KoprlcHtrKor 14

,oprrnro xe rpe6a Aa 6uAe noAoflro og'24 taca Ha reMneparypa op2oC 4o 80C.

6.4 Ha.{nH Ha qyBa}be

!a ce vyea Ha reMneparypa go25oC.
3a ycnoarre Ha qyBarbe nocne peKoHcruryquiara
BuAere Aen 6.3

Ha MeAHLll.lHCKt4OT npO,l3BOA,



6.5 Eaxyaarre (nprpoga x coApxrHa xa naxyaarsero)
1 6urcrpa, 6ea6ojxa 50 ml rrn-l-craKneHa erajana roja coApxr4 500 mg
quxnoQocQauhA, 3arBopeHa co 6pouo6yrun ryMeH 3arBopaq ra o6ea6egena co
flip-off cucreu co r.lpBeHo PP Kon,{e.

1 6racrpa, 6eo6ojxa 100 ml run-l-crarnera arajana xoja coApxrl 1 000 mg
qurnoSoc$au A, 3arBopeHa co 6porrao6yrun ryMeH 3arBopaq r o6es6egexa co
flip-off oacrenl co 3eneHo PP ronqe.

I 6ucrpa, 6es6ojxa 100 ml run-l-crarnexa eujana xoja coApxh 2000 mg
qurno$oc$auuA, 3arBopeH co 6poMo6yrr4n ryMeH 3arBopaq u o6es6e4exa co flip-
off cucren co xonro-KaQeaeo PP xon.{e.

Bujanure ce cnaxyBaH!1 co unu 6es 3auJrr4rHa o6BuBKa (Onco-Safe). Onco-Safe xe
4oaia eo KoHTaKT co MeAxquHcKr4or npou3BoA 14 oBo3MoxyBa AoAarHa 3auJrura npu
TpaHcnopr, uro ja sronenityea 6es6e4xocra Ha MeAuqr4HcKr4or u $apuaqearcruor
nepcoHan.

6.6 Ynarcreo sa ynorpe6a/paxyBalbe
3a ceron 100 mg qurno$ocQauhA, Mopa Aa ce AoAage 5 ml pacraopyBaq 3a
peroxcruryqrja.

l4a6opor Ha AhnyeHTor 3a peKoHcruryqraja xa Aeuaqunau npauoK 3a pacrBop 3a
uxjerrrparse/unSysuja 3aBxcu oA HaqhHor xa a4uranracrpaqraja.

fiupexmua unjextquja
Axo pacraopor ce Kopr4cl4 3a AupeKrHa rxjexquja, leuaqnnax npauJoK 3a pacrBop
oa nxjerruparse/ux$youja ce peKoHcrr4ryupa co Ao.qaBalbe Ha 0,9% crepuneH
pacrBop Ha HarphyM xnopuA.

hnQyeuja
Aro pacraopor ce Kopr4crr4 3a lV HHSy3hja, AeMaqunaH npauoK 3a pacrBop 3a
uxjerrupaue/ux$ysrja ce peKoHcruryupa co Ao4aBabe Ha crepunHa BoAa 3a
uxjerquu unu 0,9o/o crepuneH pacrBop Ha HarpuyM xnopuA.

Cnegxure KonuquHu Ha BoAa aa rrjerrrpaue unu 0,9oh HarpuyM xflopr4A ce
AoAaBaar xa erjanara xoja cogpxu fleuaqunax npauroK 3a pacrBop 3a
nxjerrupaue/uxQysrja:
Bujana og 500 mg: 25 ml
Bujana og 1000 mg: 50 ml
Bujana og 2000 mg: 100 ml

hxjerrupauero Ha pacrBopyBaqor ao eujanara co3AaBa a6xopuanxo eucox
nphrrcoK, xoj ucvesxyea orKaKo BTopara crepunHa tarna ke ce BMerHe Bo ryMeHr4or
3arBopaq ua eujanara. flpauoror flecHo ce pacrBopa co recHo npoMeuyBase Ha
aujanata, cosgaeajrtn 6ucrap pacreop.

Aro npauroror He ce pacrBop BeAHarx, ce coBeryBa pacreopor Aa ce ocraBu
HeKonKy Mnlyru. Pacrsopor rpe6a 4a ce aAMxHr4crpr4pa Kon Ky luro e MoxHo
no6peo nocne pexoxcruryqujara.



flocne pexoxcrraryqr,rjara, pacrBopor e 6ucrap u 6eo6oex Ao cBerno xonr.

,Qeuaqnnax npauJoK 3a pacrBop :a rujerrrpars etuusyzuja peKoHcr!4ryrpaH Bo
BoAa 3a rujexqura r4Ma ocMonapHocr o4 92 mOsm/kg.
,Qeuaqunax npauoK 3a pacrBop sa uxjerrrapau etuu$yeuja peKoHcruryupaH Bo
0,9% xarpuyru xnopr4A uMa ocMonapHocr oA 353 mosm h pH oa 4,6.

l4umpaeeucxa ynompe6a
hrrpaeercxara aAMrHucrpaqraja rpe6a ga ce npe$epupa Aa ce AaBa KaKo
rn$yauja.

lzluSysuja
Pexoxcrraryrparraor ,Qerr,raqunaH npauJoK 3a pacrBop sa ranjerrupau etulsysuja
rpe6a po4arxo Aa ce Aunynpa Bo 57o AeKcrpo3a r4ru 0,g% pacraop na xarpry,
xropxA npe4 uxgysrjara.

,tlupexmua uujexquja
Be uonuue nuajte eo npeABuA 4era ,[euaqrnaH npauJox 3a pacrBop 3a
uxjerrrpar+e/rax$ysraja peKoHcr ryHpax ao 0,9% crepxreH HarprjyM xnopr,tA e
noroAeH 3a 6onyc uxjerrrapaue.

lleuaqunax npauox 3a pacrBop sa rxjerrrparre/rxeyar,rja pexoHcrxrynpaH
Bo BoAa e xrnoroHrqex I xe rpe6a AxpeKTHo 4a ce r,rxjerrrpa.

flpu pexoncrnryquja u paKyBabe co ,QeuaqunaH npauJoK 3a pacrBop 3a
uujerruparue/ux$ysraja Mopa Aa ce noquryBaar npaBunara u perynarr4Br4re 3a
paKyBalbe co q[rocrarnLlr. Pexoxcruryqrajara rpe6a Aa ce HanpaB[ AoKonKy e roa
MoxHo Bo laminar air flow safety xa6nter. flepcoxanor xoj u.lro paKyBa co
npo[3BoAor Mopa Aa Hoch 3auJTt4THa MacKa u 3aururHh paKaBhq . Bo cnyvaj ua
npocunyBalbe, noBpr.rlhHara Mopa Aa ce ucnepe co BoAa. Axo r{euaqranaH npauJoK
3a pacrBop sa uxjerruparuelul$yznja ce qyBa (np. npra rpaxcnopror) na
reMneparypa xoja ja xa4uuHyBa MaKcuManHara reMneparypa, qrarnoeoc$aura4
Moxe Aa ce pacronr. Br,rjanrre oa uxjerrupaue Koh coApxar pacroneH
qrxno$oc$aunA Moxe Bu3yeflHo Aa ce npeno3xaar. Llrarno$ocsauug e 6en
npauloK. Pacronexuror quxno$ocSarrrug e 6ucrpa rnH xonreHuKaBa BhcKo3Ha
reqHocr (uajvecro KaKo KanKu ao aujanara). Brajanure 3a [HjeKrr4pa]be Kor4 coApxar
pacroneH qurno$oc$alrra4 xe rpe6a ga ce ynorpe6yaaar.

7. HOCT,ITEII HA OAOEPEHI4ETO 3A CTABAIbE HA nEKOT BO npOMET
IIex Cxonje looen, f'lepo Haxoa 6p.33, Cxonje, P.Maxe4oxrja

8. EPOJ HA OAOEPEHI,IETO 3A CTABA}bE BO NPOMET

9. AATYM HA NPBOTO OAOEPEHI,IE 3A CTABA}bE HA flEKOT BO NPOMET

10. AATYM HA NOCNEEHATA PEB]43I4JA HA TEKCTOT
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