
1.

3EIIIIEH I43BEIIIITAJ 3A

I{ME HA JIEK

OCOEI,IHI,ITE HA JIEKOT

Endoxan

2. KBAJII4TATI4BEIFI 14 KBAHTATATI4BEH COCTAB

Endoxan 500 mg
1 nuja-rra coAp)Kr4: 534.5 mg cyclophosphamide 1 H2o (ernunarenrno ua 500 mg
quxnoSocSaruz4)

Endoxan I g
1 nujana coAplta: 1069 mg cyclophosphamide I H2o (exeunarenrHo Ha 1000 mg
rluKroQoc$anu4)

6esno4eH

6e:eoAeH

3. OAPMAUBBTCKA @OPMA

Endoxan 500 mgl I gsujutu:6el lparuc,x 3a pacrBop sa unjemuparre.

4, KJII4HI4ITKPIKAI'AKTEPTICTI4KI,I

4.t TepanenrcKrrrrHAr.irnarlurr

Endoxan e xeMorepan0BTcKu JIeK HHAVqr4paH 3a ynorpe6a Bo norvr6uuaquja co Apyrr4
aHTI{HeOTIJIaCTHIIHI4 neKOBllI BO XeMOTepaIIeBTCKH TpeTMaH Ha CJTeAHLIBe TI{IIOBH Ha paK:

Endoxan rparroK 3a pacrBop ra unjenruparre:

I4u4yxquja Ha peuzcuja n KoHcoJIItAarIHoHa repanuja Ha aKyrHa rulu$oqurua leyremraja (Ann)
tr4H4yxquja ua penrucllja ua Xoqrcunr-osa 6orecr
Hou-Xoqruu luna$orvr (ucro rana H KaKo uouorepanl.lja Bo 3aBucHocr oA xr.rcroJrorxKrror rr4rr 14

cTaAI{yMoT Ha OoJIecTia)
- Xpouuuna rulu$ou,nrna reyreuluja (XnD rro Heycnex co craHAapAeH TperMaH

(ch lorambuc illprednisone)
I4H4yxqzja ua peuucltja Ha ruIa3Maqurou (ucro raKa Bo rcona6unaquja co prednisone)
A4jyeaHreu rperMaH :Ha paK ua gojr,:a no pecercquja Ha ryMop HJrH no uacrexronauja
fla-rujarvrneH TperMarr Ha HarrpeAHar paK ua 4ojna
Hanpe4uar oeapuja-re u KapunHoM
Curno-ruerouen 6ponxvrj aneu KaprIHHoM
Jyznr-on (Ewing) capKoM
Henpo6racrorr.r
Pa6AolruocapKoM naj 4eqa
Ocreocaprou

Kon4r.rquouuparbe rrp eA ru orcHa rpaHcnJraHr a1uj a ua cJryqaH Ha:
- Teurxa ar.r'acrrq:rra i*rerr.rnja KaKo MoHorepan

mo6yrun
aHTr,rTpoM0orIvTeH

Anyrua ML{eJror;rAHa rr aKyrHa lvu$o6nacrHa
up a1uj a\uj a uru 6ycy rSaH

co ryocHa TeJrecHa

{"( 1



Xpouuuna MfieJIoLIAHa neyxelruja so Kolvr6uHaquja c,o qeJrocHa lieJrecHa upaguja4vtla utm
6ycyr$aH

3a6eleruxu 3a KoHAIaqI'IoHI4paBero npeA aJloreHara rpaHcrrJraHraqrEja Ha Kocr(eHa cpueBr.rHa:
r4ugurcagujara 3a ynorpe6a na Endoxan npr{ TpaHcmraurraquja ru no,,*""uru cprreBgHa rr ilpLr
rlperxoAHara KoHAl{quoua tepanuja 3aBvIc],1_ oA cJIo)KeHa xonct'elaqzja Ha $ar<rop^ ^ 

tu cexoj naqueHr
oAJIyKI4re Mopa Aa ce Hocar vlJ4krBu[yaJluo. Mefy suauajuute {axropu cnafiear craAnyMor sa 6olecra,
nporHo3ara (pu3urrHara rpyna), npl4poAara I,I ycnexoT Ha rrperxoAHvTe ,rperMa14 Ha npprMapgara
6olecT, Bo3pacra Ha naqrleHTor I,I orlrlTara coctoj6a KaKo r4 nocroerieTo Ha cooABereH Aapr4TeJr Ha
KOCKeHa CpqeBHHa.

- Asrour4yHu 6olecrl4 co rerIIKa rlporpecr4nua Sopua r{a Jryfiycerr ue$pur u Bereuep-ona
(We gener' s) rpanylorvlarosa.

TperlraHor Ha JIyq/ceH neSpur n Bereuep-oBa lparryJroMarosa Endoxan rpel5a Aa ce u3BeAyBa caMo oA
crpaHa Ha JIeKap co oco6eno r{cKycrBo 3a oBr{e cocroj6u r{ 3a yrlorpe6arauallndoxan.

floce6na :a6eleuxa:
.{oxonny Bo reKor Ha :repanzjara ce janu \vc"rprr co MuKpoxewarypuja r{JrH ruaKpocKoncKa xervrarypuja
ylorpe6a'ra Ha JreKor rpe6aAa ce npeKl,Iue cd 4ogexa eooroj6ata He ce HopMa;rg3rrpa

4.2 fiozuparbe rr MeroA Ha aAMrrHr{crpaqnja

,{orupan e

,{osara Mopa Aa ce r4HrtrBuAyaJru3vpa. Cnegnune ilpenopaKu 3a Ao3r,rparbe cie [pr4Mer{yBaar 3a Aer{a 14

B03DACHI{:

cyclophosphamide ce Kopucrlr xaj no:pacnu u xaj Aerla Bo reKor Ha cJro)K€rHr{ noJruxeMoreparrgt4, Bo
3aBl4cHocr oA pIr3I'IK rpynara Ha roja npznafaar rrallveHr]rre. Iloo6uqaeHo Ao3r4palbe 3a HHAyKrIujana
penmcuia I4 KoHcoJII,IAaIIHoHa repalaja nppr aKyrHa mllrsoqurna leyxeuuja .u uo.pu""" " 650 

^gl^,reJ]ecHa rIoBpIIrI4Ha (BSA) rou6unnpaH I{HTpaBeHcrn cyclophor;phamide, ueiy 4pyroro, co c5'tarabine u
mercaptopurine (npororoJr Ha rcpMaHcKara MyJrrrzrler{rpzuna cryAraja su tpet *u*, ua ALL nuj 

"o.puqr",1978-1983). 3a noHarauolrlHlz [e"raJr4 H IlHcrpyKIIHt4 Bo o.{Hoc Ha Ao3r.{parberio norJreAHere cooABerHa
nHreparypa.

Xp ou uqua n uu 6ouu m u a nev rcenui a:
600 mglm' BSA anrpaBeHcKr{ cyclophosphamide Ha AeH 6 so xona6zHaqraja
utm 400 mglm'BSA uHrpaBeHcKH cyclophosphamide Ha AeHotstrre 1 ao 5,
co vincristine z predinisone, Aa ce noBTopr4 Ha ceKou 3 ce4vluqz.

co vincristine n prednisone
r4cro raKa so Hola6uHaunia

Xourcuu-oea 6onecm:
650 mglm2 BSA uurpaBeHcKrr cyclophosphamide Ha AeHoBHrer 1 z 8, t4cro raKa eo xor{6uHauqia co
vincristine, procarbazine u prednisone (,,COPP nporoxol ,,)

Hou-Xourcuu nuu&on:
Cyclophosphamide Mo)(e .qa ce ynorpe6yBa npr4 rperMaH na nos-Xoqnun ruu$onr (NHL), no
3aBI4CHOCT OA XI4CTOJIOITIKI4OT TI/'rr U CTaAI{yMOT Ua 6Olecr:a KaKcl MOHOTepanuja rrJrr4 Bo rou6unaquja co
Apyfr4 aHTr{Heon n. Cle4uono ce oAHecyBa Ha eAHa craHAap,qHa repanuja sa NHL co

ATHI{TET:

mglrn'BSA unrpaeeHc)Ka cyclophosphamide Ha AeH 1 rcaxo

HH3OK HJIH IJ

,4a ce rroBTopu Ha ceKov 3 xo 4 ceAMr.rrlu.



NHL co HHrepMeAl{epen/wrcor Marrr{fHrarer:750 mglrlt' BSA raHrpaneHcKr{ cyclophosphamide ua 4eH 1

no norvr6uuaquja co doxorubicin, vincristine u prednisone (,,CHOP [poroKoJr "), ga ce [oBropr{ Ha ceKokr
3 lo 4 ceAMr4rrr4.

Ifnasuquum=ou
1000 mg/m'BSA r{HTpaEreHcKu cyclophosphamide Ha AeH
rroBToplr Ha ceKou 3 ceAuuqu.

1 so Kora6uuaquja co prednisone, Aa ee

Taxanape.reulEor ,,VBMCP nporonor" KaKo rrrro e HaBeAeHo noAoJry e npuMep 3a rroJrr{xeMorepaluja
xoja ce AoKDKiura xaxo eSexrHBHa Bo rp,erMaHor Ha rurrBMarIHToM

400 m{m2 BSA uurpaBerrcKa cyclophosphamide Ha AeH 1 so xoNa6unaqrEja co melphalan, carmustin,
vincristine u prednisone, lla ce noBTopu Ha cenor4 5 ce4ruuqu.

Parc ua dqirca
Cyclophosphamide Moxe,qa ce Kopl4crr4 rarco a4jynanreH r4 KaKo rrarrujarur,eH TperMaH 3a paK Ha gojr<a
eo Kor46HHaqIaja co Apyrl4 aHTI4HeorIJIacrutrHH JreKoBr{. Cle4nono ce oAHecyBa Ha ABa rrpr.rMepr4 Ha
Tepanr{cKu [poroKoJrr4 Korr ce AoKuDKaHo eQerrunnlr:

,,flpotoxon CMF": 600 rnglm2 BSA lrH'rpaBeHsKr4 cyclophosphamide Ha AeHoBH I H 8 so rcoru6znaquja
co methotrexate u 5-fluorouracil, 4a ce noBTopH Ha ceKor{ 3 lo 4 oeAMr4uta.

,,Ilporoxol CAF": 500 nrg/m2 BSA lrrrrpaBeHcKr4 cyclophosphamide Ha AeH 1 so xoN{6znaquja co
doxorubicin z 5-fluorouraqil, ga ce noBTopr{ Ha aeKor4 3 lo 4 ceAMr{qr4.

Ha np e du am oe a nui a"t eu KuD uuHoM :
750 mglm'BSA unrpaeenrcKu cyclophosphamide ua 4eH 1

Ha ceKorr 3 ceAuuqu.
500-600 mglm' BSA uHryraneHcKrz cycl'rphosphamide ua
noBTopr.{ Ha ceKou 4 ceAuprrlu.

so xoru6uHaquja co cisplatin, Aa ce rroBropu

4en 1 no rolr6uuaqaja co carboplatin, ga ce

Cumuorcnemoqeu rcapquuoi:W ua 6enu dpo,6oeu;
Cyclophosphamide ce anJlt{rlnpa so ItoN{6laHaquja co Apyrr{ aHTr{Heruracrr4qHH JreKoBu, TaranapeqeHr4or
,,CAV npotoltoJt" KaKo IrIT'o e HaBeAeHo rroAoJry e nplrMep sa e$exnarHa rroJrr.rxeMorepanuja.

1000 mg/m2BSA I4HTpaIleHcKI'r cyclophosphamide Ha AeH 1so roN,r6uuaryuja co doxorubicin n
vincristine, Aa ce noBTopr{ Ha ceKor{ 3 ce4uuqu.
J)tuuz-oe caprco.u:

,,flpotorconor VACA" oA ctygujara Intergroup KaKo rrrro e HaBeAeHo noAoly e npuMep 3a
rroJrr{xeMorepanuja xoja e,qoKa)KaHo e$elc'rnnna Bo rperMaHor na Jyuur-oB capKoM :

500 mg/m2 BSA zurpaBejucKlt cyclophosphamide eAHarrr ceAMrlrrHo so Koiu6raHaquja co vincristine,
doxorubicin L4 actinomyoin D, 3a n:oHaraMorrrnr reruwr, norJreAHere cooABerHa MeAHTIHHoKa
Jrr.rTeparypa.

Ocmeocaprcou:
Cyclophosphamide ce liopncrn Bo reK Ha cJrox(eHr{ rroJrprxeMoreparrnl 3a Heoa4jynauren
(npeoneparaneu) kr ardynaureu (noc'roneparanen) TperMaH. Cne4ugor nporoKoJr Ha Mylrz-
t4Hcru-rylluolF,?.].r:r^ara c"ryrcia 3a ocreocapnou (MIOS) e npanaep 3a' a4fyianrua repanuja: 600
mglm" BSA raHrpaBeHcKH oyclophospharnide :ua2 -Ta,26-Ta,39qau 42-pa ceAMHqa oA



Heapo1nacmoa:
3asucHo oA craAnyMor Ha 6orecra I4 Bo3pacTa Ha rraqueHTor, cyclophosphamide ce anJrr4r{r4pa Bo
paMKI{Te Ha pa3rut{Hl4 xeMoreparrr{cKH nporoKoJrH. ,,Ilporoxo.not OPEC" e [puMep sa xou6uuupaua
repaluj a Ha HanpeAHar uerpo6lacrou:
600 mgm' BSA unrpaBeHcKt4 cyclophosphamide Ha AeH 1 so xoM6zuaquja co vincristine, cisplatin u
teniposide, .qa ce rIoBTopI4 Ha ceKon 3 cegnnuqra. 3a nonara.MorrrHr{ Aerarrv norureAHere coo,rlBerHa
M eArrrllrHcK a rIIdT ep ury p a.

P a6d onuocaprcou rcaj d eua:
3asucHo oA craAr{yMor t4 xkrcroJrorrrKuor THn Ha sa6on;rnarr,eto, cyclophosphamide ce Kopr{cr}r Bo
paSJII{qHH IroJllzxeMorepanplcKl{ nporoKoJll4. Boo6u.raeHoro Ao3r{pabe Koe ce Kopr.rcrr..r xaj naqzeuru no
III cra4lryu (nocronepauzBeH MaKpocKoncKlr pe3r{AyaJreH ryruop) u fV cra4lrylr (pa^:4enulr ueracr:asu)
e 10 mglkg TT uurpaneucru cyclophosphamide no 3 nocleAoBareJrHr.r AelroBH, noBTopeHo HeKoJrKy
rlarH Bo ront6nnaqaja co vincristine pr actinomycine D (,,Ilporolco.n VAC" Ha Intergroup
Rhabdomyosarcoma cryaraja-Il ), 3a fiona'rauorxHr.r AeraJrpr, ilorJreAHer€, cooABerHa MeAHrIr4HcKa
rrhTeparypa.

Ilodzomevaar+'e nped aaoeeua mpaucnnaumauuja ua rcocrceucLlp4gguHe__a)ou aK))mHa r4ueJrouoHa u
arc.vmu a nwvt& o 1nacmu a nqtrceuuj a :
60 mg/kg TT utrrpaeeucxu cyclophosphamide no 2 nocnegoBaleJrHa AeHa Bo xonr6aHaquja co rlerrocHa
TeJrecHa p aguj a\uja Hilr4 co busulfan.
I4s6opor Ha cooABereH JIeK xoj rte ce ron6usnpa co cyclophosphamide 6apa roce6Ha crpyr{Hocr
6upjku repanucKllTe pa3yJITarI{ KoIr ce Ao6usaar co pa3JraqHure rolr6u:clal\upr Mo)Ke 3HaqHTeJrHo aa
Bapvpaar, Bo 3aBr4cHocr oA [pr{Mapnara 6olecr a uejrunzor crzrAr,ryM.

Ilodeoma)tean'e nped anoeeua mpaHcnaaumauuja ua rcocrceuq_lpUgsu1s_4pu xpouuuua uuenoudua
nqtrcemuja:
60 mglkg TT znrpanencru cyclophosphamide no 2 nocne4oBaleJrHu AeHa Bo rcoru6uHaquja co r{eJrocHa
reJrecHa up a4uj aguj a vrrrkr co busulfan.
Bo c-iryraj Ha xpoHt4r{Ha MHeJIoI4AHa JreyKeMzja, 4nere Mo)KHr{ napujauru ga xon6uua4uja co
cyclophosphamide fte AoeeAar Ao crarrHu TepaneBToKr4 pe3ynrarr,r.

Ilodzome)teaH'e nped anozeua mpaucnnaumauuja ua rcocrceus-lpggsws-)rtpu meuwa anttacmuuHa
aueuuja:
CreAHuse I4HcrpyKIII{u 3a Ao3l4parbe ce oAHecyBaar Ha rroArorByBarbe 6es qe.nocua reJrecHa
paguja\uja, r<oja roo6uuaeHo He ce IrcBeAyBa Bo crryqar4 Ha rerrrKa anracruqHa; ageuuja:

50 mg/kg TT rznrpanencru cyclophosphamide AHeBHo no 4 nocne4oBareJrHt4 AeHa KaKo ruouorepanuja
r{Jr}r Bo rco*r6uuaquja co anti-thymozS4e globulin.

flpz nocroeH'e Ha (Danxosz aueirar.{a, AHeBHara 4osa rpe6a ,\a ce HaMaJru, oA 50 sa 35 mg/kg TT
r{HTpaBeHcKlr cyclophosphamide AHeBHo, no 4 nocle4oBareJrHu lleHa.

Terurca npoepecueua Qopma ua qtn)tceu uebpum, Beeeuep-oea z,eaH)iltor4amosoi

,{osuparre no cnyvaj Hav.B. atnwxaquja
Lluusujatmo 500 - 1000 mglm' BSA i,v.

Merog Ha aAMrr
i. qr:$ri

Vnorpe6ara
ouronoruja,/

losara n Bpe
4t:,^w

Bprrrr4 caMo oA oTpaHa Ha JrrsKapr{ co r{cKycTBo oA

r)4.

KaKO 14 r{HTepBaJrHTe Ha Ao3Hparse
Ha pexaMor ua rolr6vHnpanara

3aBVCaT OA COOABeTHaTa

xeuoreparuja, orrrrraraTepaneBTcKa HHA



3ApaBcrBeHa cocroj6a Ha narlaeHTor, riiano H raloparopucKr4Te napaMerpr4 (oco6eHo 6pojor Ha KpBHr4
xrerru). .

flpu ynorpe6a so xolr6rrnaqaja co Apyfia qr.rrocrarrirlu Kou uMaar cr:aqta roKcr{r{Hocr, naoxe6a fte
6r14e norpe6Ha peAyllt4parbe Ha Ao3ara rrJrn 3roJreMyBarbe Ha r{HTepBruror Ha Ao3r{pa6e.

Vuorpe6ara Ha cyncrarlql{H KorI critrMyJrr4paar xeMaronoe3a (KoJroHo-cruMynupar{Hra Sax:ropn u
cyrlcraHql{H KOI'I crrrMyJrvpaut epl4Tponoe3a) ruoxe Aa ro HaMzurar pr{3r{Kor oA MrzeJrocy[pecaBHr{
KO M nJrr{Karr uu u l ulu 4a j al ol ecu ar a/{}ii11lHkrcrpaqzj ara na norp e6 uzre Ao3rr.

flpel aa ce sarroqHe co roparuja norpe6no e Aa ce HcKlyrrr4 flocroerbe ulutmycneruHo rperr4pa cexoja
olcrpyxquj a Ha yprrHapHaor rpaKT, BocnaJleHr{e Ha MoqHHor Meyp, ulrSexquu u eJreKTpoJrr{TeH
ruc6atattc (zugu rcl 4.4)t.

3a npeue aJIpI BeAHaIIT tlo aAMlaHcrpar\ujara Ha Endoxan, rarlrreHTr4Te rpe6a Aa BHecar cooABerHH
KoruqeBcrBa Ha rer{Hocrl'I opaJIHo rrJII{ npery ranSysuja, 3a Aa ce crvMyJrr4pa Auypelara co rleJr .4a ce
HaMruII4 pH3t4Kor oA ToKctttlHocr Ha ypl4frapHzor rpaKT. 3aroa, JreKor rpe6a Aa ce a1v.nHucrpkrpa Hayrpo
(nu4u rct 4.4).

flaqueurzre rpe6a 4a ze,6eruyBaar Aaja4ar rpejnspyr unu garrujar coK oA rpejn$pyr 3a BpeMe Ha
TperMaHor 6ugejfi:Ja ro& MOx€ 4a ja Havrianu eQuracHocra Ha cyclophosphamide.

Epojor Ha epr{Tpor{HTn Bo ypaHapHr{or ceAr4MeHT rpe6a
yrorpe6ara Ha Endoxan (nu1u gLer 4.4).

peAoBHo Aa oI,'.Ae npoBepyBaH 3a BpeMe Ha

Baxuo e Aa ce ocurypa,qoKa aHTI4eMerpIrrKVTe JreKoBr{ ce ynorpe6yBaar HaBpeMeHo }i AeKa peAoBHo ce
oAp)KyBa opiurHa xr{fr{eHa,,

Endoxan ce aAMl4Hplcrpptpa HHTpaBeHcKr{ KaKo 6orryc unjexquja r,rJrr4 KparKa uu$yzuja. O6r.rquo
r'rHrpaBeHcKtra arMvr[Hcqoaquja rpe6a Aa ce cnpoBeAyBa raxo unsysuja.

3a la HaMuuIu pI43HKor o4 nojana Ha HecaKaHrd peaKrlt4u Kor4 rrITo ce 3aBacHlr oA cranKara Ha
aAMlzHl4crpaquja (ua npuivrep, oroK Ha JIHIIe, fJraBo6oma, Ha3aJrHa xoHrecruja, fleqerbe Ha cKuurrrorJ,
Endoxan rpe6a ra6ule MHory 6aeHo IanjercrurpaH vJrr.r MHory 6aeHo a1nprrracrpupaH rpeKy uu$yzuja.

Bpeiraerpaemero Ha un$y:ujara Hcro raKa rpe6a la 6u1e cooABerHo Ha BoJryMeHor rz BHAor Ha
pacrBopor Irrro tpe6a 4a ce zH$ysvpa. lBpervrerpaerbero na au$y:ujara Mo)Ke Ia Bapnpa o4 30 nazuyrz
no 2 qaca.

3a napeHrep€ulHa aAMlrHu<npa1uja co ALlpeKrHa 6oryc r.rujexquja, Endoxan rpe6a Aa ce peKoH crprryrrpa
co Sv:uololxKa pacrBop (0,9% Harpayr{ xnopu4). Endoxan p"norr"t"ryHpaH co BoAa e xunoroHuqeH rr
He cMee 4a ce aHjenrupa AHpeKTHo.

3a aAIr'rltuucrpa[uja xaxo rauSy3uja, peKoHcruryupajre ro Endoxan ropucrejftu crepr{JrHa BoAa r.rJrr4

Qasnolournu coJreH pacrBop r{ AoAaAere ro Bo rrpenopaqaHuor pacrBop sa uu$ysuja.

flpe4 ynorpe6a uponepere AaJII{ Bo JIeKor HMa rrpucycrBo Ha B'ArrvtBvr r{ecruqKu r4Jrrr npoMeHa Ha
6ojara. flpeg rznrpaneHcKa alMvlHncrpaLlnja, cyrcraHqara Mopa qeJrocHo Aa e pacrnopeua.

3a6ereuxu npa nonroroslia H paKyBarbe
3a uo4roronxa ua2Yo kt3oltoHl4tleH pacTEtop Ha n KOJIHqHHa QH3I{OJrOIXKu
pacrBop (r.e. 25 mL sa Endoxan 500 me u 50 mL

Cyncrauqzjara ce pacrBol,a 6pso aro nuja.nara

silKti('
,Q(: RD\1r:

Endo
Y

<..*4.
'. +! v,i.
!l':/p "

Ano e uorpe6Ho, ocraBere ro pacrBopor Aa
ILeTO Ha paCTBOpyBar{OT.



3a r<parxorpajua uurpayeHcKa r.tr$ysuja, Ao.4aAere Ha npaMep Puurep-on parcrBop, $asuoloruxu,
rJIyKo3eH pacrBop Ha pacrBopor co Endoxan, sa Aa ce nocrr{rHe BoJryMeH oa 500 rnl,.

4.3 Konrpaun4uKarIHr.l

Endoxan e KoHTpar,rHArrrlr4paH raj naqzeunE co :

- rlo3Hara xvllepceH3l{TrrBHocT xon cyclophosphamide, HeroBr4Te uera60luru; vw| eKcrlunr{eHcH
HaBeAeHr4 so Aeror 6.1;

- cepplo3Ho HapynyBarse ua Qyunryujara Ha KocKeHara cprIeBHHa (uuenocynpecuja, oco6eHo xaj
rIaqHeHTI{ nperxoAHo rperapaHl{ co aHTl4HeorrJlacrvrrrHkt afeH.cI,I u/uttu repanuja co spauerre)

- BocrriureHr4e Ha MoqHr4or Meyp (qNcrur)
- ypuHapHa oncrpyxquja
- cepr4o3Hrz rlHSercquu

Bzgere rcl 4.6 sa zn$oplra{ur{ 3a ynoTpe6a ga BpeMe na 6pelrenocr H Aoerr,e,

llpeA 4a ce 3arloqHe co KoHAI{III4ona:repanuja co Endoxan tpe6a BHVMareJrHo Aa ce npoqeHar orrrrrrr4Te
KoHTpavHAI'IKauI4H 3a airoreHa rpaHclrJraHTaguja na KocKeHa cprleBrrHa, KaKo ropHa Bo3pacHa rpaHr{qa
oa 50-60 roAHHIi, KocKeHa cpIIeBI4Ha saQareua co Meracra3u oA Manr4ruu (enlrre"rrr.ljanura) ryvropr{, KaKo
14 HeAOCTaTOX na HLA -LIAeHTI4TIHOCT CO AOHOpOT BO Clyqar,rTe Ha xpoHr,rr{Ha llhelougHa neyrcelruja.

4.4. floce6nu [peAyilpeAyBarba u MepKrr Ha rrperrra3Jrrrnocr npu ynorpe6a

Oanropare Ha pI,r3HK 3a roKcl4qHocr o4 cyclophosphamide 14 HrzrBHHTe saAorlrlierpr [ocneAzrlu onvrrraHu
oBAe I4 Bo ApyrH AeJIoBlr Moxe Aa 6nlar KoHTpaLIHAHIII4paHTT AoKoJrKy Endoxan He ce Kopr{crv sa
TperMaH ua cocroj6a onacHa rro )KtrBor. Bo rarceu cv.ya\uv, He,orrxoAHa e uugunuAyaJrHa npoqeHKa Ha
pH3r.rKoT HacrrpoTr,r oqeKyBaHaTa Kopr4cT.

feHepalHo, KaKo H Apyrnre aHTI{HeonJIacrHqHI{ JIeKoBrl, Endo;ran rpe6a co iuuuasue Aa ce KopHcrH
xaj nocrapu nal{veHru lana\ueHT:a KoI4 rrperxoAHo rrpaMiure paAzorepanuja. llorpe6uo e nsvtrareJrHo
Aa ce cneAar TIaIIHeHTI4Te co ocna6en vMyHoJIoIIrKa cucreM,4raja6erec MeJrr4T)rc, xpoHt4r{Hu sa6on5rnama
Ha I{pHI,Ior Apo6 vrrr4 6y6pe:ure lr nerte [ocroeqKu cprleBr{ sa6c,ryeaBa. Kaj ilaqraeHTr4Te co 4r.rja6erec,
Naera6oruel4or Ha fJII{Ko3ara, I{cro raKa, rpe6a BHI{MareJrHo Aa ce cJreApr 3a BpeMe Ha repanujara co
cyclophosphamide.

llorpe6na e nperna3JruBocr Kofa ce JreKyBaar naqHeHTH co
e$exr ua cyclophosphamide.

rrPEAvrrPEAvBArbA

aKyfHa nop$upraj a nopaAr{ nop$rEporeuuor

Muenocynpecaja. uuynocynpecuja" uuOexuuu
o Tperuasor co Endoxan Moxe Ia npen.lztsBurKa Ml{eJrocynpecra'ja r4 3Har{rrreJrua cynpecuja Ha r{MyHuor

oAroBop.
r Muoelocynpecujara aHAyIIvpaHa co cyclophosphamide Molr(e ra npeAr43Br4Ka leyxoneHuja,

ueyrpoleuuja, rpotr6oqnroneuuja (acoqnpana co nofoJreM pM3r4K oA KpBapelbe) rz anerrauja.
o Telrnara LlMyHocynpecxja 4one.qyBa Ao cepplo3Hr{, noHeKorarrr $aralull uusexquz. I,Icro rana,

npujaneuu ce cenca u cerITI4qeH ruox. Bo unQercqnu, npujaneuz npz repan:aja co cyclophosphamide,
ce BKJIyqeHH IIHeBMoHt4r4, KaKo Lr qpyrr 6axrepacxu, tfyuranulr, BkrpycHn, nporosojuu 14 rrapa3uTcKu
zu$enquu.
JIareHrHure
6anreplrcnu,

a

a

tr{utperqra Tperr{paHH.

Molre Aa 6uAe rEnAuur4pana aHTuMEKpo6ua npo$ruraKca, rroBo o4pe4e

6ugar peaKTr.rBr.rpaHra. flpujaneHa e

fioroaojHu r4 napa3r.rrcKra uuserqnu.
peaKTHBarIr{a 3a pa3rHqHu

,t';:"
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oAJryKa Ha Jr
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Bo cny'raj Ha HeyrponrlHl4cKa rpecKa. Mopa Aa ce AaAar auru6uoru4uu/utu anru$ynra-nHrr areHcr{.
Bo upuuqnn, 6pojor Ha KpBHI4Te KII{lrKt4 u rpou6oquraTe Bo neprasepuara KpB Mo)Ke Aa ce HaMaJrr.r
no6pso, I{ BpeMero no'rpe6no 3a HoprManr.rsaquja Mollce Aa ce 3roreMra co 3roJreMyBarbe Ha Ao3ara Ha
cyclophosphamide.
Hajuucrara rpaHI,IIIa ua 6pojor Ha .[eyKorIHTr4 z :rpor'r6oqaru Bo KpBTa o6uqno ce nocrrzfrryBa Bo
npBara HJII4 BTopara FIeAeJIa o,4 TperMaHor. Kocneuara cpqeBr{ua ce o6soByBa peJrarunuo 6pso u
HI4Boara ua nepr.rSepHu KpBHt4 KJIeTKH, no npaBr{Jro ce HopM€uru3npaar lpz6luxuo za20 4eua.
Teruxa MueJlocyrpecujia rraopa la6u,ue or{eKyBaHa, oco6eno xaj naqueuru rperxoAHo rperr4paHr.{ co
ul ulu r{croBpeMeHa xeMorepanuja ul uttu pa4raorepamaj a.

llorpe6eu e BHLrMareJrpH xeMaroJrorlKr4 MoHr.rropr4Hr xaj cure raqr4eHTr4 3a BpeMe Ha rpcrMaHor.
- Fpojor Ha JIeyKoIII,ITra Mopa Aa ce acrraTyBa npeA cexoja Ao3a n peAoBHo 3a BpeMe Ha rperMaHor

(eo uurepnalra o4 5 Ao 7 re:na npeA 3arroqHyBarbe Ha rperMaHor H Ha ceKon 2 gema axo 6pojor
rIaAHe noa 3000 x.:rerxu/uuxpoJllrrap (xrerxu/urra3)). 3a AoJrrorpaeH TperMaH, l.cHepiltHo e
AoBoJrHo cJreAerie Bo HHTepBrrJrr4 o,[; oKoJry 74 lelrra.

- Epojor ua rpou6oqlrrl4 H BpeAHocra Ha xelrouo6unor rpe6a Aa ce :acilvtryBaar npeA ceroja Ao3a H
BO COOABeTHT4 I,rHTepEaJrlr no Ao3rrpiabeTo.

Vpunapen rpaxr u pesa-nrra roKcrrrHocr
t flpzjanenu ce xeMopafl4qeH Ilt4crrrr', uueroue$pr4Tr.rc, yperpkrrvc vr xenrarypuja npu repanuja co

cyclophosphamide. Mc,xte ga ce pasnzjar yJrrlepaqlrja/uexpo:a, $u6po:a/rcoHTpaKTypa 14 ceKyHAapHr.r
MIUII{IHVTETH HA MOTIHI{OT MEYP,

. VporoxcuqHocra MolK€) Aa npeAr.r3Br4l€ [peKrzH Ha rperMaHor.
o Kano nocJIeAHIIa oA 0a6posa, KpBatrlerbe, IrJrr.r ceKyHrapeH MilrnrHurer, Mo)Ke Aa 6r,r4e ueonxo4ua

qucrexrouuja.
. flpujaeeHr ce cryLrakr rra yporoKcr4qr{ocr co $araneu vcxoA.

' Yporolcclulr{Hocr Mo)I(e Aa ce jarn nprl KparKoporreH u rtpr4 AoJrropoqeH TperMaH co Endoxan.
llpujaaeu e xeMopafuqeH rlrdcrr{T no eAHHeqHH Ao3}r na cyclophosphamide.

t flperxoAHa:alrvr KoHKoruaraHTHapaP:da\uja rrJru TperMas co busulfan, rroxe Aa fo 3roJreMrr pr43r{Kor
oA xeMoparr4qeH rIHcTr4T r{HAyrlupaH {cA cyclophosphamide.

o Boo6uqaeHo, IEHIaqzja.lrHo Irucrllror He e 6axrepucxra. Moxce ra crerv ceKyHAapHa 6arrepucxa
rolonusaqzja,

t lpe,q 3anoqHyBarle co rperMaHor He{f,rrxoAHo e Aa ce ucKlJ rar vrlrrr race rperupaar oncrpyKrlr,rn Ha
ypnHapHnor rpaKr (su11u aet 4.3).

' ypplHapHlzor ceAHMeHl rpe6a peAoBrro ga 6uge npoBepyBaH 3a npucycrBo Ha epurpol,u{Trz H Apyfg
3HauH ua ypo/ue$porol(cruHocr.

r CooAsereH TperMaH lco mesna ulutu 3acr{JreHa xu4paraquja :a $opcvpala Anype3a Mo}r(e
3HaqarerHo 4a ja peayqrapa $percreuqujara u cepr4o3Hocra oA ToKcurrHocr Ha MoqHvor Meyp.
3HauajHo e Aa ce Bprxu peAoBHo npmHerbe Ha Mor{Hr{or Meyp Ha naqrreHTure"

. Xenaarypujara eoo6atraeHo ce noBJreKyBa HeKoJrKy AeHa rro [peKHH Ha repanujata co
cyclophosphamide, Ho IvIo)Ke v Aa oc'la:ae. loxonxy ce janu qrdcrzr co MrzKpo 

"n" 
*unpo"enaarypuja,

rperMaHor rpe6a Aa ce npeKr{He ce AOAeKa He ce HopMaJrr{3r4pa cocroj6ara.
o Cyclophosphamide plcri) TaKa e aaoqlnpaH co ue$poroKcr4qHocr, nxnyuynajr(ury6ytapua HeKpo3a.

' IlphjaseHa e xunoHarlrcttuja, acoqrpaHa co 3foJreMeHa BKyrrHa BoAa Bo reJroTo, aKyrHa BoAHa
uHroxcuxaqzja, H cIlHApoM cJIUqoH Ha SIADH (cuu4ponr Ha HecooABerHa cercpeqaja ua
aHTaAlryperl{qeH xopMou), nonpraHo co aAMr4Hr.rcrparyujara ua cyclophosphamide. llpzjaneuu ce
$aranHu lrcxoArr.

Kapnuororcuqsocr: Ynorlle6a xaj lauuenrz co cpueso sa6oryearbe
o Co repanujara co cyclophosphamide acor{HpaHa ce MnoKapALrruc krMr4orrepu6ap1vtrvrc, Kor,r Mox(e Aa

6ular npHApPKeHIz co nepaxap aujane'a e$ysuja Ir cprleBa lgunoHaAa, u w{aar aoseAeHo .4o re)r(oK,
noHeKorar u $araleu rioHfecrrlBeH cpqeB:acroj. 

- 

15"i,*l;;-r XucronaroJrorxKr4or nF'erreA npaMapHo yKDKyBa lr1,l:;rg;
xeMoparr4qHr4or Mr4oKatr |Avrrvtc u ruuoxap4nj annarl-ftBxpOi

KapAr{r4c.'cexyH4apHo Ha

BH xeMHrreprzKapArryM.



Anyrua KapAuoroKcl4qHocr e npujaneua npz eAr{HeqHa 4osa cyclophorsphamide rroHrrcKa ol 20
mg/kg.
flocle reparlzcKn pexL{MI{ Ixro BKJly{ynaar cyclophosphamide, npujaneuqa ce cynpaBeHTprlKyJrapHn
apvrMr4r4 (nxlyuynajrtw arpujaswa $u6punaquja z rpeneperre), KaKo 14 BeHTpr.{KyJrapHLr apvrMnr4
(nruyuynajrtH cepplo3Ha QT rponoHraryula acoqupaHa co BeHrpr,rKyJr,apHr4 Taxr,rapurvnu), xaj
naqr{eHTn ao Hrrv 6es 4pyru 3Harlr4 Ha KapAnoroKcuLrHocr.
Puszxor oA KapAuoroKcl4qHocr o4 cyclophosphamide Mo;Ke Aa 6z4e ilroreMeH, Ha npr.rMep ro
BI4coKH 4o:lz cyclophosphamide xaj nocrapu rarIHeHTH, ra xaj naqueHTa Kor{ nperxoAHo 6me ua
paAl4orepa[uja ua pefl4oHor Ha cpllero uJuttu nperxoAeH t.urr{ KoHKoMt4t]eHTeH TperMaH co ApyfH
KapArioroKcurrHu afeHcu (yugu ael 4.5).
llaqneurure co pH3IlK Sarcropu 3a KapAIroroKcr{rrHocr, H naqpreHTr4Te r}o nperxoAHo rrocroeqKo
cprleBo sa6olyname rpe6a Aa ce rperr.rpaar co oco6eno BH[MaHr{e.

lly;rlro Harsa roncaqsocr:
. flprajaeeHll ce nHeBMoHI{T I{ rryJIMoHaJIHa Su6posa 3a Bperue r4 rro rperMaH co cyclophosphamide.

I4cro raxa, npujaseuu ce ITyJIMoHaJIHo BeHooKJry3r{BHo sa6orryname u rpyt:u $oprru Ha [yJrMoH€rJrHa
ToKcItrIHocr. flpzjaneHa e ry/xMoHzulHa roKcnr{Hocr rrro, Mo)Ke Aa ,[;oBeAe Ao peonrdparopHa
genpecuja.

. I4arco I.{HuLIAeHIrara Ha nyJIMoHaJIHa roKcuqHocT HHAyr{upaHa o4 cyclophclsphamide e Hr{cxa, cerraK
IIpOrHO3aTa Ha 3aCefHaTVTe naIIneHTI{ e JIOIXa.

o 3aAoquer rIHeBMoHItr (nonefte oA 6 uecequ no 3afloqnyBarbe co rperMaHoT co cyclophosphamide) ce
LII{Hu AeKa e aCOIII4paH CO OCO6eUO B}rCOK CTerreH Ha MopraJrr4Ter. llneeNroHr{T Mo)Ke 4a ce nojanu
Iypkrla HeKoJrKy roAr4Hr4 no ror{eroK Ha rperMaHor co cyclophosphamide.

. flpujaeeHa e aKyrHa nyJIMoHaJIHa roKcrrqHocr rro eAr4HeqHa Ao3a cyclophosphamide.

C eryH.qapsu naarurnurera :

r Kaxo u naj cure quroroKcuu:avlTepailvrzl. rperMaHor co cycl,ophosphamider Hocr{ prz3r4K og pa:noj ua
ceKyHAapHI{TyMopuvIHv|BHk|npeKypcopuKaKo3aAoIIHeTaII0cJIeA}Iqa.

. Ilocrou 3foJIeMeH pH3HK o4 nojaaa Ha KapqLIHoM Ha ypuruapHr.ror rpaKlr kr Mneno1ucrrJracrur{Hr{
npoMeHH Kou Bo HeKoIa cryqau nporpeAl4paar Bo aKyrHa leyxeurzja. Apyru Mzurr{rHt4 cocroj6u nou
ce upzjaneul4 ro ynorpela sa cyclophosphamide, prru reparncKr4 pexr4rrrra co cyclophosphamide,
BKJryaryBaar runrSoruu, KaHrIep Ha rzpor4AHara )KJre3Aa, u cap.KoMr,r,

o Bo HeKoI4 cryuav, ceKyHAapHHor MaJII{rHI,ITgr pa3Br{eH HeKoJrKy foiqHHH rro rperMaHor co
cyclophosphamide e npeKrrHar. tr{cro raxa, upr.rjaBeH e Mzurr{ruvrer no in utero r43Jro)KyBarbe.

e Pa3vr<or oA paK Ha MoqHHor Meyp Mo)Ke 3HaqrrreJlHo Aa ce HaMaJrH co cilpeqyBarbe Ha xeMoparur{eH
IIHCTI4TIIC.

BenooKlJzgt'tsHa xenararHa 6orecr
. Kaj naIIHeHTrr KoH IIpIrMaar cyclophosphamide npzjaneno, e BeHooKJry:ir{BHa xenaralua 6olecr

(voLD).
. flocrojar AoKa3u AeKa IrI{ropeAyKTHBHara repanuja, r<oja ce cocrou <2g cyclophosphamide no

nou6IzHaqIaja co IIeJIocHa reJlecHa pagujaquja,6ycynQau krrrLr [pyrvr areHoa, roja ce Kopracrr{ npeA
rpaHcnJlaHTa4*4aua KocKeHara cpueBuHa, rrperoraByBBa rJraBeTr prr3uK $atnrop ga VOLD (nugrE gel
4.5). IIo ql{TopeAyKTurua repanuja, noo6uuaeHo KJrr.rHr4qKr{or cr.rHApoM ce pa3Br{Ba no 1 go 2 uege:rra
no rpaHcrrJlautaryujara H ce KapaKTepus]/lpa co uena4ejuo 3roJreMyBarLe Ha'reJrecHara re)KuHa, 6olua
xerraroMefru uja, au1vrc u xunep6ulupy6nue*rujalxolruqa.

o Mefyroa, rlcro raxa upujaneHo e nocreneHo pa3Br{Barbe na VOLD raj naquenru Korr ce Ha

Aorfopor{Ha r,rMyHocyrpecr{BHa repanxja co HHoKH go:ra cyckrphosphamide
o Kaxo xoumuraquja ,qa ce pa3Br{e xelaTopeHaJreH cr4HApoM

QyHKTIHJaTa Ha
iS-{[inttrl -5t14]aeeuu ce cryqalz na VOLD co $ararlen vlcxo!\,

cyclophosphami

H npeKaH Ha

acoqupaHa co

tz po Cro;teueh'p4:rarc og pa:noj uao Oarropu co
rlrrropeAyKrr.r
[perxoAHo

i- c ;1 s'1-1.1F1

VOLD iloBpSaHH co BucoKo-Ao3arfiHa



- nperxoAHa paAr4orepanuiaHa a6AoueHor u
- Hr{oKr4 nepQoprr,rancHr4 BpeAHocTr4.

leHoroxcraqHocr
o Cyclophosphamide e reHoroKcr{qeH }I r/tyrarcH afeHc r{croBpeMeHo H 3a eoMarcrr4Te KJrerKr4, KaKo 14

3a MaIITKHTO H )KeHcKIl rIoJIoBH KJrer.Kt4. flopa4u roa, )KeHr{Te ue rpe6a 4a sa6perr,rerryBaar r{ MiDKr4Te
He cMear Aa 3arrHyBaaT Aerla 3a BpeMe Ha rperMaHor co cyclophosphamide.

o flo [peKI4H ua repanlEja co cyclophosphamide, MDKr4re rpe6a Aa noqeKaar rrepr4oA o4 6 ueceqra npe4
Aa noqHaT Aanral]HpilaT 3ar{HyBarbe Ha Aerla.

r floAaroqll oA cryAl{Lit co xI{BorH}I noKar(yBaar AeKa ercnosuquj ura Ha oorrl4T}r 3a BpeMe Ha
SonzrynapeH pa:eoj Moxe Aa pe3yJITI4pa co HaM€rJreHa crarrKa Ha aMrrJraHTal|tlrn u ocrBapeHr{
6pelteuocra, KaKo rr 3rroJIeMeH pI43aK o4 naar$opuaqraa. Onoj eSerr rpe6a Aa ce 3eMe Bo [peABr.rA
AoKoJIKy e nJIaHI{paHa 6penaenocr I{JII4 BerrrraqKo onJroAyBarbe no [peK]rH Ha rperMaHor co
cyclophosphamide. Toqnoro rpaelbe ua $onzrcyrapHnor pa-:noj rcaj nyfero He e rro3Haro, Ho Mo)Ke
Aa6u!'e [oAoJrfo o4 l2l vrecequ.

o CencyalHo aKTIIBHTITe )KeHLI vI vra)rit:i rpe6a 4a yuorpe6yBaar eQercuEneu MeroA Ha KoHTpaqenquja
ao onoj rTepr4oA (nugu;qer 4.6).

E0exru spg nro.urocra
. Cyclophosphamide urrrepSepup& oo eepsHe3ara H cnepMarofeHe3ara. Moxe Aa rrpeArj3Br{Ka

crepr,rJruTer Haj gnara rrola,
o fiwm rte ce pa3BHe crepl{JII'ITer ce qvtHr AeKa 3aBnca oA Ao3ara Ha cyclophosphamide,

BpeMerpaerbero Ha repanujara r'r cocnoj6ara Ha foHaAaJtrara Synlcqraja no BpeMero Ha JreKyBarr,ero.t Crepuluocra [peAI43BIIKaHa o4 cyclophosphamide Mo)Ke Aa 6ra4e HenonparHa xaj nexou naqr4eHTr{.

Xeucr<u lauuenru
r Auesopea, v^LrHltrlBa utm tpajua, acoqupaHa

cerpeqnja Ha roHaAoTponHH ce pzBBr4Ba

cyclophosphamide.
o Auenopeara Moxe la(iuge rpajua, or:o6eno xaj nocrapn xeHr{.
o lIcro taxa, npnjaBeHa €) oJll4foMeHopea, acorlapaHa co rperMan co cyclophosphamide.

' Kaj 4enojuuma rperapaHl4 co cycJophosphamide 3a BpeMe Ha rpeArry6epreror ceKyHAapHr.rre
noJIoBI{ KapaKTepl{crurcIE uajuecro ce pa3BuBaar HopM€urHo, vr rrvraar peAoBHr{ MeHcrpyaJrHr{
rlr{KJrycr4.

e [enojuzlba rperl'Ipauu co cyclophosphamide 3a BpeMe ua nperny6eprer, rrocJreAoBareJrHo ocraHarJre
6peveura,

' Kaj 4enojuvu'a rperqpaun co cyctophosphamide, co 3arryBaHa Qyurquja Ha oBapr.ryMprre rro
3aBprryBalbe co rperlllaHor, tlocroll 3foJreMeH pH3r4K oA npeABpeMeHa MeHonay3a (lpelorH ua
MeHcrpyaJrHr{Te qr4K;ryc}a rrpeA 40-ro4alrua nospacr).

Mamru naqraeHru
r Maxnre rperl4paHl{ co cyclophosphamide ce coBeryBaar ga no6apaar KoHcyJrr aryuja sa 3arryByBarie

Ha clepMa npeA 3ailorrHyBarr,e co repannjara.

' Kaj Ma)KI{Te rperl{paHl{ co cyclophosphamide Moxe Aa ce pa3Br4e oJr}rrocnepMujautma:oocnepnauja,
non o6aqHo ce acoIIHpaHIa co 3roJler4eHa ceKperlujaua roHaAorpolrrH, Ho HopMiurHa 

"*npaq".lu 
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TecTocTepoH.

' Kaj oBHe naqueuru reu]apalHo He ce HapyrrreHr4 ceKcyiurHara rroftnocr u 11u6ugoro.

' Kaj MoMr{Hrbara rperlttpaHu co cyclophosphamide 3a BpeMe ua nperrry6epreror ceKyHAapHr{re
tIoJIoBH KapaKTeplrcrnKt4 Mo)Ke 4a ce, pa:nujar HopMaJrHo, Ho Molr(e Aa uMaar onr4rocnepMuja unu
a":oocuepnruja.

o Moxe 4a ce janu oApeAeH crerreH Ha reorr{Ky
. Kaj HeKoH rrarlr{eHTlr, a:oocnepuujara

penepsr.r6ulHocra Mo)Ke Aa He ce cryrl.u
phamide e peeep:u6uJrHa, fiaKo

co HaM€ureHa ceKper{r{a Ha ecTporeH }r 3roJreMeHa
Kaj 3Haqr{TeJreH AeJr oA )(eHrzre rpernpaar co
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' MaxI'ITe KoH IrpI4BpeMeHo 6ure crepr4Jru3upaHr4 co ynorpedara Ha cyclophosphamide nocJre npeKrrH
na repanrEj ara craHaJre rarKoBqrz,

AHa0uraxrfiqxa pearcllaa. nrpcrena.LvscreurerHocr co nplrrz aJrKrzJrr{paqKr4 areHcr{
llpujaneura ce aua$zlar<rurqKl,I peaKIII4H, BKIr) rr4TeJrHo r{ oHrre co $aralerr r4cxoA npu reparuja co
cyclophospham ide.
flpzjanena e Mo)r(Ha BKpcreHa zHrepaxqrEja oo Apyfu irnKn"tvpaqKvr areHcu.

Hap_vrueHo :a:ApaeysaFbe lra paHtr

Cyclophosphamide MolKe Aa uujae Ha 3a3ApaByBarbero Ha paHr{Te.

MEPKI4 HA NPETIIA3 JII4B O CT

Aroneuuja
. llpujaseHa e zlJlole4uja, u Mo)Ke Aa ce 3foJreMr{ co 3roJroMyBarie Ha Aq3ure.o Alonequjara lroxce Aa rrpofpecupa eo rieranocr.
o Moxe Aa ce oqeKyBa noBTopeH pacr Ha Kocara rto nperu{H Ha rperMa,Hor co JreKor rrlrkr Aypy 3a

BpeMe Ha KoHTI4IIypIpaH TpeTMaH, Ho MOXe I4Ma pa3JII{KIzt no 6Ojara HJna TeKCTypaTa.

faAeme u noepartarbe
o AAlrpluucrpa[ujara ua cyclophosphamide Mo)Ke Aa npeAr{3Br4Ka Hay3ea z nonpartan e.

' Tpe6a Aa ce 3eMar Bo rIpeABI{A MoMeHT,IrrHHTe BoAr,rqr4 sa ynorlle6 a Ha aHTHeMerLrrIH 3a
npeneuquja 14 cnpeqyBalr,e Ha raAerbe ra nonpaftame.

o Kougyuaqujara Ha uIJIKoxoJI Mo)Ke Aa npl4AoHece 3a 3rc'reMyBarie Ha faAerbero u nonpafta6ero
krn4y r\r4p aHV o4 cyclophosphamide .

Cronaaturnc
o A.quvsucrpaqulam ua cyclophosphamide r\.{oxe Aa npe.qu:nzrca

rr.rvxoguruc).
croMarr{Tr{c (opareH

. Tpe6a Aa ce 3eMar npeABI,u MoMeHTtuIHure BoAHr{H 3a MepKr,r 3a npe:peHquja a cnpeuyBarr,e Ha
CTOMATPITI4C.

flapa ee Ho:uo fi r-tj exrlrparbe
o {zroroKcuuHzor e$err Ha cyclophosphamide ce janyna caMo rro HC)foBa axrzeaquja, rrrro ce

cJlyr{yBa fJIaBHo Bo xenapor. flopa4Ia roa, pr{3r,rKor oA rroBpeAa jua rKrrBoro o4 cly.rajuo
napaBeHo3Ho zHj elcrupaFbe e Hrr3oK.

. llpu clyuajHo napaBeHo3Ho nujelcrzpame ua cyclophosphamide, zHQyerljara rpe6a BeAHarrr Aa
6ule npeKl{Hara H eKcrpaBacKyJlapHr4or pacrBop ua cyclophospihamide rpe6a ga 6u4e
acllnpHpaH co I'IrJIara Ha Mecro. Moxe Ia 6upe nor:pe6no BoBeAyBiUbe Ha Apyru cooABerHV
MepKH.

Vnorpe6a rcaj nauuenra co aapesanerrouvja
Kaj naqueHTl{Te co aApeHaJIHa uucy$lrqueuquja Mo)rce Aa 6u4e ueonxoAHo 3r'oJreMyBarre Ha Ao3r4re Ha
KoprI{KoIzAHara cyncrl,ITyqIaja xora ce I,I3JIo)KeHv Ha crpeO oA roKcr.tqt[ocr KaKo pe3ynrar Ha
cyc lophosphamide wr4 rpyrv qHToroKcr{qHH areHcr4.

.{osara na cyclophosphamide Mopa Aa ce HaMaJrr4 Kaj narlr4eHrr{ co Hapymeua Syurquja na
rlpHor4r Apo6 ra 6y6pezme.

Ynorpe6ara ua cy fipeA TpaHculanraqaja Ha KocKeHa cpqeBr4Ha Mopa Aa
ce r,I3BeAyBa caMo

KanarIHTeTrl 3a rr3Bptx

qeHTpr{ Kor4 }rMaaT c,OoABeTHa eKonepTrr3a H

a\vJa Ha KO0KerIa cprIeBHEIa.

,,.-K
t/. n '/f,.''

iai# nai'dir'or€uir-r

,,,ti ?t, '{'u*=,-,i#
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4.5 l{nrepanquu co l1pyru JreKoBlr r.r Apyrr rfopuu Ha rrHTepaKrlurr

flpz mauupaHa I4croBpqrMeHa rrJII{ rrcrcJreAoBareJrHara aAMr,rHt4crpaquja ua Apyrh cyncraHrlr{H r{Jrrl
TperMaHI4 Ixro Mo)Ke 4a ja eronervrar nepojarHocra LrJrH ceprro3Hocra Ha roKcr4r{Hrare e$erru (upeny
$aprvrar<oxuHercKH llnu lpaprraaKoAl,IHalvlcKlr HHTepaKrIHn) HeonxoAua e BHrrMareJrHa r{HAr,rB]1.LyaJ:.Ha
lpoIIeHKa Ha or{eKyBaHttra Kopr4cr r}o oAuoc Ha pr.r3r.tlaTe. flaqueurure Kor{ npr4Maar raKBH
t<ou6uHaqItll Mopa BHI4MatreJIHo Aa ce oJreAar 3a 3Haqr,r Ha roKcr{trHocr, 3a Aa Mox{e HaBpeMeHo Aa ce
r{HTepBeHHpa. llarlaeHrraTe rperrzpaHra co cyclophosphamide Lr arencv rrrro ja HaMuryBaur HefoBara
axrunaqnja rpe6a Ia ce, cJIeAar sa norenqujirJrHa peAyKuvtla ua repaneBTcKara eSercuBHocr r4

norpe6ara 3a npl,IJlarcllyBalbe Ha Ao3ara. feuepaluo, naqr{eHTare rpe6a Aa ce cneAar 3a
grolenaena./uaMiuleHa repaneBTcKa e$exrueuocr v/ulu 3roJreMyBarbe na Spercneuqajara u cepr{o3Hocra
Ha HecaKanure eQerrz Htl cyncraHryujena co roja cyclophosphamide crarryBa ao peaxquja. Moxe 4a
6u4e norpe6Ho rrpuJraroAl/Barbe Ha Ao3ara.

Pe4yqlzpanara ar<ruraqzja na cyclophosphamide Moxe Aa ja uavatm e$enrunuocra Ha rperMaHor co
cyclophosphamide. Cyncrauqul{ Irlro jaL pe4yqrapaar aKTvBarlulara ua cyclophosphamide, u orrarray ja
HaMaJryBaar eQexrr.rnnocra Ha rperMaHor co cyclophosphamide ce:
- Aprepitant
- Bupropion
- Busulfan: .{onolHnT)JrHo Ha peAyur,rpaHara axrueaquja na cyclophosphamide, rroKrDxaHo e AeKa

KJlnpeHcor Ha cyclophosphamide e peAyrlupaH H noJry)Kr{Boror e npoJroHrr{paH xaj narlr4eHTr4 Korr
rIpI'IMaar BrrcoKll 4o:ll cyclophosphamide noMaJrKy oA24 uacano Br4coKa Ao3a Ha busulfan

- Chloramphenicol
- Ciprofloxacin; {ono4uzreJrHo Ha p'oAyrlapaHara arrunaqaja ua cyclophosphamide (xopucren xano

KOHAHIIHoHa repanwja rpeA TpaH(;mauraqraja Ha KocKeHa cprlenzHa), npujareH e peJranc Ha
IrocroellKoro :a6oly'name Bo cryuaj Kofa ciprofloxacin ce Kopr.rcrr4 npea rperMaHor oo
cyclophosphamide.

- Fluconazole

- Itraconazole

- Prasugrel
- Sulfonamid
- Thiotepa: flpajaneua e 3HarIHTeJIuzL nnxu6nquja ua 6uoanrznaqujara ua cyclophosphamide npu

xeMoTepanl4cKl{ pexl{M co BI4coKI4 Ao3r4, Bo cnyuaj xora thiotepa 6ut aAMr4Hr4cTpr{paH eAeH rrac

npe4 cyclophosphamirde.

3roneueuu KoHqeHTpaqurar Ha II[ToroKcuqHr4Te Mera6oturu, pesymupajftu co 3roJreMyBarbe Ha
QpexneHqujara H cepvo3Hocra Ha Hecar(aHure e$exru Moxe Aa ce janar npz ynorpe6a sa cJreAHHre
afeHcpr:
- Allopurinol
- Chloral hydrate
- Cimetidine
- Disulfiram
- Glyceraldehyde
- I,ln4ycropr4 Ha xerrarturHnre r.r eKcrpaxerraraJr eH3r.rMI4' (np. cytochrome P450

eH:ulnure) Mo)r(e Aa jrl srolerr,ta.r roH ueta6orrEru: Mopa 4a ce
3eMe [peABr,rA Mo)KHOCTa 3a xerraTaJrHa KUIrJa Ha Mr.rKpo3oMaJrHr4Te

IICTAHUIII{ 3A KO}I E IO3HATOeH3rrMH, BO CIyqaH Har npeTXoAeH I{Jrr4 KOH
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AeKa I4HAyIIHpaar 3foJIeMeHa aKTT4BHOCT Ha rHe eH3r4Mtr, KaKO ruTO qe rifampin, phenobarbital,
carbamazepine, phenytoin, xaurapuoH t4 KopruKocrepor.rAr{.

- flporeasa u:axulvtropu: trIcronpeMeHara ynotpe6a Ha rrporea3a uuxu6raropz Mo)Ke Aa ja srorenu
KoHl{eHrpauujara ua quroroKclltlna naera6ona:ru. IlorzrxaHo e AeKsl ynorp e6ata ua reparrgy
6asupauu Ha Irporea3a usxu6vrop e acoqvpaHa co r:roBrrcoKa r{HrIr{AeHrIa Ha qnsercquz u
ueyrpoleuaja lcaj naqueHTlt KoH Hp:av,aar cyclophospharnide, doxorubjlcin u etoposide (CDE), no
cnope46a co NNRTI-6 a3npaH pels.rM.

Ondansetron
llpujanena e SapuanoxuHercKa Iaureparcqzja nouefy ondansetr.on u cycloph<tsphamide Bo BHcoKa Ao3a,
rxro pe3yrrrt4pa co HaMarreno AUC ua cyclophosphamide.

OapnaaxoAzsalrcra prurepaxuzu u ranrepaxunu co ueilogsa:r MexaHH3aM r{iou HerarusHo srujaar Ha
ynorpe6ara ua clrclophosphamide

Kona6uHupaHa vIr4 rIocJIeAoBareJIHa ynorpe6a sa cyclophosphamide u ,[pyru afeHcrr co cJrr,rqHa
ToKcl4r{Hocr Mo}I(e Aa rIpeAI43BvKaar norr6unzpanu (srolenreuzlt ToKcrrtrHt4 e$exru.

o Moxe ra ce jasu 3foJIeMeHa xeMaroroKcrzrrHocr ulunu uuynocynpecuja AoKoJrKy
cyclophosphamide ce lcou6ranapa co cjreAHr{Be areHca:
- ACE uuxu1vropu: ACE r,nrxz6uropure Mo)Ke Aa npeAu3Br{Kaar JrteyKorreuuja,
- Natalizumab
- Paclitaxel: npujanena e 3roJIeMeHa xeMaroroKcr4qHocr xclra cyclophosphamide e

aAMlzHucrplrpaH rro uuSyzuja co paclitaxel.
- TuasugHr4 AkryperLlJu
- Zidovudine

o Moxe Aa AojAe Ao 3roJIeMeHa KapAaoroKcvqHocr AoKo.rrKy cyclophosphamide ce xou6uuzpa co
CJIE,IIHI4BE A|EHCH:

- AurpaquKJrlrHrr

- Cytarabine

- Pentostatin

- Pa4uorepanrlja Ha cprleBr4or perr4oH

- Trastuzumab

Moxe aa aojae Ao 3roJIeMeHa [yJIMoHzIJrHa rorcrrqHocr AoKor]Ky cyclophosphamide ce
nou6uHr.rpa co cJreAHr4Be areHcr{:
- Amiodarone
- G-CSF, GM-CSF (rpanyloqureu KoJloHo-crt4 MyJrr,rpaqKz ,farrop, rparryJrorlr{rHo-

uanpoSareH KoJroHo-crrrMyJII4paqKI,I Sarrop): Clopeg oApeJIeHV lr3Berrrrar{ nocrot4
3foJIeMeH pH3HK oA TIyJIMoHaJIHa roKcurlHocr rcaj [aqpreHTv rpe'rupaHl{ co qrrroroKcl,IqHa
xetrorepanuja co cyclophosphamide rE G-CSF zna GM-CSF.

Molce 4a 4oj4e Ao 3roJleMena He@poroKcuqHocr AoKoJrKy cyclophospthamide ce ronr6unzpa co
cJre,4HHBe afeHclz:

- Amphotericin B ,-qi1t1 s .Ud

].*f lrHt .c- Indomethacin: rJa co Bc)Aa npu lcoHxtrnrvffaurrHa ynorpe6a na
(1 .

f
::i;l
1) Jro 3roleuvBarbe Ha

e

t2



Azathioprine: 3roreueu pr43lrK oA xenaroroKcuqHocr (xerararHa uercposa)

Busulfan: llpujaneHa e 3roJreMeHa r4HrIHAcHrra Ha BeHo-oKJry3t4BHa xelarrurHa 6oleor u
MyKO3HTr4C.

flporea:a umt-u6tnopu: 3ronenaena HHrIr4AeHqa Ha MyKo3r{THc.

Allopurinol n hydrochlorothiazide: 3acr4JreH Mr{eJrocynpecr{BeH eQeru.

,Ilpyru Hureparcquu:

r Anrcoxol

3a6elextana e pe4yqnpaHa aHTI{TyMopcKa aKTr{Buocr raj )Kr4BorHr{ co ryMop, [pr{ r4croBpeMeHa
ynorpe6a Ha Hr4oKH A03Ir opaJren cy,rlophosphamide pr eraHoJr (annoxor),
Kaj nexou IaIII4eHTI,I, anKoxoJlor MO)I(e Aa rr.r noreHrlr4pa faAerbero a nonpaftarrero uHAyrrupaHrr oA
cyclophosphamide.

o Etanercept

Kaj naqraenra co BereHepoBa fparryJroMaro3a, AoAaBarbero Ha etanercept Ha craHAapAHr4or rperMaH
co cyclophosphamide 6m acogupaH co noBucoKa r4HrIr4AeHrIa Ha HoH-KyraHr4 rIBpcrH MrururHr{Terr{.

r Metronidazole
flprljarena e aKyrHa euqe0arouauEjia xaj naqueHr xoj npuuan cyclophosphamide u vetronidazole.
flpuvnnara 3a roa ne ojacua.
Bo cry4Iaja co )KI4BorlrI{, rIoK€DKaHo e AeKa xonr6auaquj ara Ha cyclophosphamide co uetronidazole
e acoqupaHa co 3foJrer,4eHa roKcHrrHom ua cyclophosphamide.

. Tamoxifen

I4crorpeueuara ynorpe6a Ha ramol{ifen sa BpeMe Ha xeMorepauuja uoxe Aa ro 3foJreMH pr{3nKor
og rporu6oeu6oruqsu KoMnJrHKarrHH.

llHrepaxqnra Kou nrvjjaar epg Oapil,raxoxunerzxara raluru Aejcrgoro Ha.{pyru rercostr

o Bupropion
Mera6olugMor Ha cyclophosphami,Ce rpeKy CYP2B6 Mo)Ke Aa ro ranxrl6r.tpa uera6oru3Mor Ha
bupropion.

o Kyuapzuu
flpujaeeno e 3foJrel4yBan,e (3ro.reMen pr.r3rrK
aHTriKoaryJraryuja) Ha e$enror Ha warfarin
cyclophosphamide.

xpnapeme) v HaMaJryBarr,e (uanraleHa
naqr{eHTr4 Kor{ [pr.rMaar warfarin 14

oA

Kaj

. Cyclosporine
3a6elexanu ce IroHlr()KLr KoHqeHTpauLrH Ha cyclosporine Bo cepyM naj naqraeHTr{ KoH npvMaar
xotr'l6uuaquja na cyclqphosphamide a, cyclosporine so cnope46a co narIHeHTH Kor{ npuMaar caMo
cyclosporine, oeaa uu'lrepaxqzja Mo)rce Aa pe:yJrrapu 

"o 
g.uft-u"rsus host:a6olyna6e.

o lenolapu3vpaqnuMycKyJrHz peJraKcaHrr4
Tperuauor co cyclophosphamide npeAr{3Br4KyBa
xoJrr4Hecrep asHrra aKT,r4BHocr.,{orco.urcy rzcroBpeMeHo ce
peJraKcaHrr4 (np. succirrylcholine) Mo)Ke Aa goj4e 4o n
aHecre3r,ronofor AoKoJlKy [arIHeHTor, 6ar rperupan cy',
onrrlTa aHecTe3l{la.

o [uroncuu,6era-ageruJrnaroKcurr



Ce nolcaxtano AeKa III{ToroKcI{qHI{or rperMau ja napyruyna a[copn\ujhTa Ha ArrroKcu:u u 6era-
aIIerI4nAVroKcI4H ra6lerzre Bo HHTecrI{HyMor, pesyrrrapajrfu.r co HaMaJreHa repaneBTcKa
e S enrunHo cr Ha Arzro Kc us u 6 er a- a\eruJrAr4roKct4 H.

r Bax[usz
flopa4n lrMyHocyrpecl4BHl4or e$exr Ha cyclophosphamide Mo)Ke Aa ca oqeKyBa naqveHror Aa
rloKalKe HaMzIJIeH oAfoBop KoH oApeAeHI{ BaKrIr{Hl4. Vnorpe6ata Ha )r(}rBr{ BaKTIHHH Mo)Ke Aa AoBeAe
4o uH$exqaj av:aryr\upaHa oA BaKrlr{Hara.

o Cyn$oHr.rJrypea
EQercror Ha HaMarlyBarbe Ha uluKo3ara Bo KpBTa o4 cyndronnJrypeara r[o)Ke Aa ce r,rHTeH3riBHpa

AOKOJTKy Ce aAMr4Hr4C"rpHpa napaJreJrHo.

. Verapamil
Ce noxaxa-ro AeKa uI4ToroKcI{qHLIor rperMau ja HapyruyBa r{HTecruHzurHa;ra ancopnquja Ha opiurHo
aAMI.IHHcrpI4paH verapamil, urro rr,roxe 4a ja Hapymr{ TepaneBTcxara e$enrunHocr Ha verapamil.

4.6 Iho4nocr, 6pemeuocr rr Aoerbe

Epeueuocm
Tperrranor co cyclophosphamide Mo)Ke .qa fo olrlTerv reHercKrr.ror rraarepzjarl xaj xrencxure raqeHTr{.
3aroa, cyclophosphamide He rpe6a Aa ce Kopacrr.r 3a BpeMe na 6peueHocra.

,{ononry e I{HAI4III{paH TperMaH Bo reKor Ha npBaor rpuMecrap o4 6peuerHocra 3a Aa ce 3arnrr4Trr
x(I4Boror Ha IraIIHeHTKara, 3aAoJI)KareJIHo e MeAI4III4HcKo coBeryBarr,e 3a noreuqujalHara orracHocr 3a

Serycor u npeKr{rryBarbe Ha 6peruenocra.

llo npnuor rpuMecrap og 6peueuocra, AoKoJIKy repanrzjara e urHa pr He Mo)Ke Aa ce oAJro)r(H, a
rIaI{HeHTKara He caKa 4a ja nperune 6peuenocra, rpe6a Aa ce rasBpruu xeil,rorepanuja omaxo rte ce
uu$opnrupa ilaqueHTKara 3a Marruor, Ho MolKeH pH3r4K og a6uopnralHocrr.r xaj 4eqara.

ntenzre ne rpe6a 4a sa6peueHar 3a BpeMe r,r 6 uecequ no rpqfMaHor co cycilophosphamide. .{olcolxy
naqrreHTKara HaBkrc"tvHa :a6peueul4 3a BpeMe Ha rperMaHor,, rpe6a Aa cri pa3rJreAa Mo)KHocra 3a
rrpeAHocTa Ha reHeTcKa KoHcynTarIHJ a.

.noente

Euaejrtu cyclophosphamide ce rpeHecyna no uajuuHoro MJreKo,,A oerbero He e Ao3BoJreHo 3a BpeMe Ha

TpeTMaHOT.

llrloAsocr
Cexcyanno 3peJrr.rre MaruKrr r.r x(eHcKlr narlrreHTr{ Mopa Aa
Hajir.ralny 6 necequ no 3aBpuryBarbero na repanujara.

3a uu$oprr,ra\Hv sa MyrareHr.rre e$exru H r.rMnJrr{Karlunre

Cencyaruo 3peJrrrre MarxKrr r.r xeHcKr{ naqrreHTa Mopa Aa
uajrr,ranry 6 nreceqn rro 3aBprrryBarbero ua rcpauujara.

Kopt4crar KoErrparlenquja sa BpeMe r4

3a [noAHocra, Br{Aere ro 4elor 4.4.

.Kopr{crar xonhpaqenquja za BpeMe r4

4.7 BnujaHue npr cno'e6,fii'ooic]h.qor,
.1, +(J*r"L ull- 

".f.+a|\
flopa4u M ol* H Hre */a*Au' t9jrr"a. ;r'@
oAryKara l'aan nauf.rianE t""iU3!fu Hu$6

u yrrpaByBarbe co MarrrrrHrr

ce raAerbe, noapaftan e u Mo)KHa rlupKyJraropna cla6ocr,
ndoxan MolKar Aa Bo3ar Bo3r/rna prJrrr Ia paKyBaar co

MarrraHn rpe6a Aa j{ Aduec{.rq5bpm "ff o4 curyaqujara. Ona oroo6euo ce oAHecyBa ilpv
I4croBpeMeHa ynorpeqA'Hfi.aJlKOXOrl '' ,f) !-' ,
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4.8 Hecaraun 4ejcrlla

Cle4nune HecaKaHr.r 4ejc'fna ce lasupauu Ha ocHoBa
so. ra6erara, cropeA MedDRA xnacr.r$ulcaqnjara
rroJaByBalse.

Ha [ocrMapKerr4HrrrKrl rroAaror{u. Tze ce HaBeAeHv
Ha opfaHcKkr cl4cTel.lld H CnOpeA qecToTaTa Ha

r{ecrorara Ha HecaKaHVTe, 4ejcrna ce 6alupa Ha cJreAHr4Te Kareropr4rr:

Muozv qecmu:

>1/10)
HeoooduuueHu:
>1/1,000 Ao <1/100

Muozy pemxa:

Henoa&ma qecmomu:
Heno:sara trecrora Ha noiasyaarbe

Vecmu:
(> 1/100 4o <1/10

1/10,000 ao <1/1,000

(uecrorara He Moxre Aa 6ule npecMeTaHa Bp3 ocHoBa Ha

Hecananu pearrlur{ Ha .fleKor

Kraca Ha opraucKrr rcrrcreMu Hecaxau eQenr rfecrora

I4nSexqraz u zn$ecraquu I4H$exqrau'
llnesN4ouuu2
Cencat
Cenruqeu uron

rlecru
Heeoo6uqaeux
Hesoo6HqaeHra
Muory perKu

Eeuzruu, Muurr,rfHr4 14 Heo;qpeAeHr.r
HeolJra3Mr4 (nnll rurenHo qr,rcrr4 r.r

nolvra)

Cexyugapun rynroprao 
^

Anyrua reyxeuuja'
Mueno4ucunacrrrqeH crlHApoM
Kauqep Ha MoqeH Meyp
Par na yperep

Cun4porr,r Ha ryMopcKa lrvaa
JIauSouu
flporpecuj a Ha ocHoBHr4Te Mzurr{rHr4
:a6onynama
Capxorr,ru

Kapuzuona ua 6y6pexur4 rorrerKlr
Kapqnuou Ha npeoAHH KJrerKr{ Ha
6y6pexruara KapJrur{a
PaH na rr.rpot4AHara )Kre3Aa
Kanqeporeuu e$ercz xaj
IIOTOMCTBOTO

Pemu
Perxu
Perra
Perxz
Perxu
Muory perKa
HenosHara qecrora
Heuosnara qecrora

HenosHara qecrora
HenosHara qecrora
HenosHara irecrora

HenosHara qecrora
Henosuara qecrora

Hapyuynarra Ha KpBTa n qnalr$Hraor
cucTeM

Mraelocynpecuja
Jleyroquroleuuja
Heyrponenaja
Tpona6oquroreHraja
ArpanyloqHTo3a
Aueuaja
Ilauqnrolenuja

Muory qecru
Muory qecrr{
Muory qecru
Muory qecru
Muory qecru
MHory qecrn
MHory qecrr4

MHory qecrr{
I{ecru
I{ecru

,Mu.ory 
perKu

l
lMsory perKu

,'\ t::, {ci:;,;::bY.
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fpanyloqzroneHuja
JluvrQonenxja

HenosHara qecrora
Hero:uara qecrora

Hapyurynam a Ha lavtylanor crrcreM ?Inayuocynpecuja
Xurepceu:urzBHa peaKqr.{H

Ana$ularu4qeH rxoK
AuaQ unarr uuua/ aua$unaKrouAHa
pearquja'

Muory qecrr4

Heeoo6uqaeHra
MHory perKr{
Mnory perKu

EHgorpunn Hapy[ryBarba Cuu4porra Ha HeaAeKBanua cexpequj a
ua ADH (SIADH)
I,Imoxcllnaquj a co no.4a

Muory perKr{

Heeoo6uqaeHz
Mera6 ol Hu vr Hy'tpr4TkrBnr4,

HapyrxyBana
Auopenczja

[exuapara:gluja
XraroHarpenl.rja
Pereuqzja Ha reqHocrtz
llporraenn Bo HHBoTo Ha fJryKo3a Bo
KpB (3rOJIeMyBaIbe HJII,I HaMaIIyBaII'e

rlecru
Perxu
Mnory perxr.{
MHory perKu
Heuognara qecrora

llcuxzj arpucKu HapyrxyBarba KonQy:ua cocroj6a Muory perKv
Hapymynarra Ha HepBeH cr{creM fleplr$epua uenponanlj a

flonuuenpoilareia
Henpanruja
Bprornanuqa
Konnyrsua
Euqe$anonarzja
llapecreszja
flpouenu Bo rryBcrBoro 3a BKyc
HenporoxcuqHocr

fiucreutla
Xrzloresuja

Xena:rarsa eHqe$anonraraj a
Pen epsu6ralHa lrocrepr,ropHa
neycoeHqe$alonaruja
Muelonaruja
luaecresuja
Xzroecre:rEja
Tperraop

llapocrvruia

Heeoo6uqaeHra
Hesoo6uqaeHr,r
Henoo6Nqaeupr
Perxu
MHory perKa
Muory perKrz

Muory perKr4

Muory perKr{
Heno:uara qecrora
HenosHara qecrora
Henogsara trecrora
Henossara qecrora
Henognara qecrora

Henognara qecrora
Henoguara qecrora

HenosHa'ra qecrora
Henognara qecrora
Helo:uara qecrora

o sralrraonorxKr.r Hapy[y Ba:ba 3arraareu nrag

Hapyurynarre Ha BHAol
KoHjyrcururzc
Ereu Ha oro
3rorenreno coJr3err,e

Peucu
Mnory perKr4

Muory perKr4

Muory perKu
Henognara qecrora

Hapyruynama Ha cJryxor r.r

JraBr4pHHTOT Ha BHaTperlHOTO yBO

hynocr
Tunuryc

Henoo6uqaeuu
Henoenara qecrora

l'*.9'
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Cpqeea HapylryBarr,a Kap4r.ronauonarwla
MuoHap4zruc
Cpqena cra6ocr
(exny.rynajr(u r.r3oJrrrpaHu Sarwmu
ctyuau)
Taxuxapauja
Apurulrja

B eHrpurcylap ua ap*lnvruj a
(nuy,rynaj ftH BeHTpr{KyirapHa
raxuxapAuj a H BeHTpr{KyJrapHa

$u6pnnaqzja)
Cynp an enrpr.rKyJrapHa apvnvruj a
Arpraj anua $u6pwtaauja

Cpuen sauroj
MzoxapAen r.ru$apxr
llepvrxapgllruc
Kap4rzorencKu rrroK
flepanap4uj alua eQysuj al cpqesa
TAMNOHA,IIA

Muorap4uj iurHo KpBaperbe
Jlena cprlena cla6ocr
Bpaauxapguja
Cpuenz ap:arMnu
llpolourupau QT-raHrepBaJr Ha
eJreKTpoKapAr4ofpaM

Hauaneua e.j axquona dpaxquia

HenogHara qecrora
HenosHara qecrora
Herognara qecrora

HenosHara qecrora
Pernu
Perxu

Pemu
Muory perKr.r

Muory perKr.r

Muory perKu
Muory perKr{
HerosHara qecrora
HenosHara qecrora

Herognara qecrora
HenogHara qeorora
HenosHara qecrora
Henosuara qecrora
HelogHara qecrora

Henoguara qecrora
Bacr<ynapHlr napylryna!,a r{yncrno Ha ronJrr{Ha

Hzsox KpBeH npr,rrr4coK
Tpolr6oena6oJrr43aM

Xunepreu:uja
Xunoreusuja
flyluoHapua enr6onnja
Bencna rpou6o:a
BacrynrErlrc
flepu$epua ucxelruia

Heeoo6H.raeHu
Hesoo6uqaeuu
Mnory perKrl
Muory perKrr
MHory perKa
Heno:nara qeerora
Henognara qecrora
Henognara llecrora
HenosHara qecrora
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flHesruoHurrac
Axyreu peciluparopeH ArrcTpec
cHHApoM

XpoHauHa HHTepcTr{qL{eJrHa

6erogpo6Ha 6onecr
flyruonapeH eAeM

llyrrr,rouapna rurneprensuj a
Fpouxocnasanr

flucnuea
Xunoncuja
Kauuuqa
He4eQrauupaHr,r HapynyB arba Ha

Syuxqujara na 6enure Apo6oru
Ha:amra rconrecruja
Hasarur,r uenpuj aruoclrE
OpoSapuure€rJrHa 6olxa
Puuopea
Kuearse
Bero4po6ua BeHo-oKrry3r4nna 6olecr
O6mreparueeH 6ponxaoJrr{rr{c
Opranuauparre ua uuenuouuj a
Aleprucxll nJrBeorrr{Trro

flres
Crovrararprc

lvqapea
llorpaftame
Koucrnuaquja
Hay:ea
Xerr.roparraueH eHTepoKOJrr{Tr4c

AHyreu naHKpearr.rr
Acqur
Myrco:ua yrqepaquja
f acrpournecrr{HurJrHa xeuoparuj a
A6.uoulrsanna 6olra
I4n$narr,raqrEja Ha naporr4AHa xJre3Aa
Ko.nnruc
Enrepurzc
Anen,ANurar

Xenararso nopeMeryBarbe
B euo-oxry:r4BHa qpHoltpo6na
6orect"
3roleneu 6wmpy6uu Ero KpBra
3ronerrenu eH3prMH na rlpHuor 4po6
(AST, ALT, ranaa GT, eurxalua

Soc$arasa)
Arcueupame Ha Br4pyceH xeraTuTr,rc
Xenarorraeralaja
Xonrprqa
Xeuaruurc

XorecraTIaqeH xelta.Trdruc
IlurolurzqKr{ xerrdf r4'r}1o

eirqe$anonaruja

l*, or.

$i'r ii d f
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PecnuparopHr{, TopaKrL[Hr{ H

rr,re4uj acrraHaJrHr,r HapynyBaba
Perxu
HenosHara qecrora

Heno:uara qecrora

HenogHara Lrearora

HenosHara qecrora
Herosuara qecrora
HenosHara qecrora
Henoguara qecrora
HenosHara qecrora
HenosHara qecrora

Henognara qecrora
HenosHara qecrora
Henosuara qecrora
Henognara qecrora
Heno:sara qecrora
Henoguara qecrora

Henognara qecrora

HenosHara qecrora

Heuosuara qecrora
Henognara qecrora

f acrpouHrecruH€rJrHp{ HapyuyBarba rIecrrz
r{ecru
I{ecru

9ecru
I{ecru

MHory perKr4

Mnory perKrr
Muory perKr{

MHory perKr.r

Muory perKrr
Henoguara Lrecrora

Hero:nara qecrora
Henognara trecrora
Henosuara qecrora
Henognara qecrora

Xenaro6r.uuj apHr4 HapymyBarba I{ecru

Perxu

Perr<u
Perrcn

Mnory perKr.r

Muory perKr.r

Muory perKn
Henosuara qecrora

HenosHara qecrora

Henosuara qecrora

HenosHara qecrora

HenosHara qecrora

Henosuara qecroraLIIIHOCT CO OTKiIII(yBaIbe



Koxsu u cy6ryraru4 Hatr)yrrryBarba Anouequja
ErsaHrer\a

[eprrlarur:uc
.{racnon op a quj a ua AJTaHKVTe,
HOKTI{TE V ATAIIAJIATA

CruseH IJoHcou-on cr{HApoM
Toxczqua e[r{AepMaJrHa HeKpoJrrB a
Mynra$opuHa epHTeMa
llonpe4a Ha Ko)Kara oA oA
pasuja\uja
I4s rop eHzqz npu p agnj a\uj a
flpypurzc (exnyrynajrfu
uu$nalra:ropuo veurarre)
If,pnenulo Ha Ko)Kara

Toxclrqen ocan
Cun4porr,r Ha niurMapHo-ruraHTapHa
epr.rrpoAr4cecresuja
Vprznapaja
Ilrycxanqz
3aqpnenynarbe Ha Ko)Kara
Orolc ua maqe
XunepxHAposa

Mnory qecrr{

Perxu
Perru
Perna

Muory perKu
Mnory perxr4
Muory perKr4

Henosnara qecrora
Henoguara qecrora

Henosnara qecrora

HenosHara qecrora
HenosHara qecrora
HenosHara qecrora

HenosHara qecrora
Henosuara qecrora
HenosHara qecrora
HenosHara qecrora
HenosHara qecrora

Hapyurynan a Ha MycKyJrl)-cKeJrerHo
r,r cBp3HO TKr{BO

Pa64olruorusa
Cxnepo4epnaa
Mycrcyluu rpqeBu
Mrajanrzja
Aprpanrurja

Herognara qecrora
Henognara qecrora
Heuosuara qecrora
HerosHara qecrora
Heno:nara qecrora

Peuanuu uypr4*ap*:z
HapyuryBarsa

I-{ucrzr
Murcpoxeuarypuja
Xeuoparz.reH rlr4crrrr (nrury,uurelno
u rt3orrupaHll Saraluu cnyrau)
ManpoxeuaryprEja
Cy6yporenuj airHo KpBapelbe
E4eu ua sr.rAor oA MoqHuor Meyp
I,Inrepcruquja"nua unsnauaquj a co
rpu6po:a 14 cxJrepo3a Ha MoqHHor
Meyp
Hapyruyn arre Ha peHaJrHara

QyuKr{uja
3rolenaeno HHBo Ha KpearvHr.rH Bo
KPB

Ty6ynapna HeKpo3a
PeHaluo ry6ynapno HapyrxyBarbe
'Iorcuqna ne$ponarnja
-KeuoparuveH yperpuTuc
'VrqeparueeH 

r{r.rcrr{T
JKoHrpaxrypa Ha MoqeH Meyp
JFIenp oren guj a6 eruc v*aur:r,zr1y c
,\Tnru.rH r,r entTerHgwreryp, .|:_
MOqeH M9VD t'.,i1'' ^,,... 

-'lrir;\

I] ron en,, e HL' n, "l#ItBl'il t#*' 
"rro

Mnory qecrv
Muory qecra
r{ecrz

I{ecrpt

Muory perKr{
Mnory perKr{
MHory perKr4

MHory perKr{

Muory perKu

Muory perKrl
HenosHara qecrora
HenosHara qecrora
HenosHara qecrora
Heuo:sara qecrora
Heuognara qecrora
Henosuara qecrora
Henosuara qecrora

Henogsara lrecrora
Cocroj6u Bo BpeMe Ha 6perueuocr,
JreyHcrBo, v ilepvtnaraJrHz cocro j6u

llpesepenaenoliopffiynarue /.+ EE

tit 8;i.;i j; fleno:uara qecrora

I:$ ,rr t, \.

\.il.*o. -.r,'"1.r);
\ {':i,-iY + ''\ ll

\**t '':i''\,.-/

19



Hapyruyaame Ha penpoAyKTr.rBHrror
cr4creM u gojxare

9ecru

Heeoo6r.rqaeHra

Perlcz
Perxu
Perrn
Henoguara qecrora
Henosuara qecrora

Henognara qecrora
HenosHara qecrora
Henognara qecrora

Henognara qecrora

HenosHara Lrecrora

KoureuurarHn, $ avrlrnuj apHrl
f eHeTcKlr nopeMeTyBarb a

PlHrpayrepuHa cMpr uil $erycor
(Detares 4eQoprr,rurer
Perap4auuja Ha pacr Ha Seryc
@erzurna roKcr{lrHocr (eruryuynajftu
MaeJro cyrp e cuj al r acrp oe urep rErzc )
Tpecxa
Mopuuqz
Acreuuja
3arraop

Henpnjaruoc'r
Mycosua un$rarr.raquj a
fpa4na 6orna
fnaso6orxa
Bomca

Oucaxynarre Ha noeefte opfaHn
@le6r.rrprc
Peaxquu Ha Mecroro ua unjerquja
uutpysuj a (rporr.r6osa, EreKpo3a,

ranrfnarvraquja, 6orKa, oroK,
3aupBeHyBalbe Ha rcoxara)
Eaerr,l

3a6orryname cJrulrHo Ha fpr4n
Onuna $uruuna necra6ulnocr
OAloxeuo 3a3ApaByBaFbe Ha paHure

Xunepypllxervruj a nopaAr{ cr{HApoM
HA rrv'3a Ha TyMop
3roreueno HI{Bo Ha JIaJKTaT

Aexr{ApofeHa3a Bo KpB

3roreueno HHBo Ha C'pearrueeH

Henogsara qecrora
Henognara qecrora

HenosHara qecrora

HenosHara qecrora

Onuru HapyrxyBarba u cocroj6z ua
M e croro ua aaxruuuctp aguj a

Muory qecru
rlecrz
rlecru
r{ecrr.r
r{ecru

9ecru
Perrcu
Muory perKr4

Mnory perKlr
MHory perKu
Muory perKr{
HenogHara qecrora

Helo:Hara qecrora

Hetlosuara qecrora

HenosHara qecrora
Heno:nara qecrora

Muory perKr{

HenosHara qecrora

Henoguara qecrora

I ..' exnyuynajft u peaxruna4wja
rauQercur.ta; BKJryJ ureJlHo
neyroeuqe$aronarrzja (n

^ Strong,tloides. cenca 14

'nr<nyuynajftn SaralHu
" BKry^{YBAJKH AKYTHA M
o rpu reparnja ua n
t yropuu.

floperr,rerynarbe Ha

cnepMaTofeHe3aTa
Hapyruyearre ua oeylaquj ara
Aueuopea'
A:oocneprrauja5 

_

Omrocnepuuja'
Henloanocr
fy6aron Ha $yHxqujalfa Ha

oBaprTyMVTe

Henpzj aruocrr4 npr{ onynaquj a
Orturouenopea
Tecrunyrapua arpo$zja
Hauaregu HHBoa Ha ec)TpofeH Bo

KPB

3roreueHu Hr4Boa Ha roHaAorponr4H

6amepucxr,r, Syula-rrnra, BlrpycHu, lporo:ojHrz
ry6epxynosa, JC Blrpyc co rpofpecrrBHa
co QararHra ucxo4r'r), Pneumocy'stis jiroveci,

BOK

Ha Apyfu JraTeHTHr4 r4 napa3rrTcKr{

uyrruQoralua
Herpes zoster,

n tpararun ucxo4u).
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llpajasysame ua uecaKaHil Aejcrna
rlpajaeynanero Ha uoxu]n HecaKaHI4 4ejcrna no 4o6ueamero Ha o4o6peuuero 3a craBarbe Ha JreKor Bo
npoMer e BDKHO. Toa o4rosuo)I(yBa KoHTI{HyI,IpaH MoHrrropr{Hr Ha oAHocor ropzcr/pkr3uK Ha JreKor.
3gpancrneuure pa6oruraqz rpe6a Aa ru npujarar care Mo)r(Hrr HecaxaHr{ peaKrlur.r no HaqaoururHr4or
IIeHrap:a QapvraxoBl4rl4JraHua npu Areruqzjarasa JreKoBr{ r, MeAr4uHHcKr4 cpeAcrna (yn, Cr. Kzpr.gr u
Mero4IEj 6p. 54 Kar 1) uIrvl ro eJIeKTpoHcKr4 nar rrpeKy se6 .tpu"utu Ha AreHqajara
http://malmed.gov.mV

4.9 Ilpegoeupane

o CepuosHl4 [O0JIeAIaIII4 oA npeAo3l{parbe co cyclophosphamide ce uauv$e crar\uu Ha Ao3Ho-
3aBvIcHr4 ToKcltqHcrcrlr KaKo Mlrerocynpecaja, yporoxcprqHocr, KapAr,roroKcur{Hocr (exnyuynajrfur
cpIIeB :acroj), BeHo-oKJIy3I4BHo IlpHoApo6uo sa6olynan e, a crot\,rarr4ruc (sugu ger 4.4).o llaquernzre lcaj IioI4 vMa fipeAo3apalbe rpe6a na 6u1ar cJreAeHr4 :a pa:noj Ha roKcrrqHocr,
oco6ego xeMarorc,KcrrllHocr.

o He rocroa cneqadtuveH aHTrrAotf sa cyclophosphamide.
o Cyclophosphamidql v HeroBt4r(: uera6orurr4 rroAJre){ ar Ha lvtlatmza. llopagu roa, 6p:o

cnpoBeAeHa xeuo4;ujalrca e kIHr,IzIII4parranpucyuqr{AaJrHo HJrr4 HeHaMepHo npeAo3r4parbe.

' rlpu npeAo3apaH,{r rpe6a Aa cer rpeKHHe aAMuHr4crpaqulara ua Endoxan u Aa ce ilpe3eMar
AoIOJIHHTeJIHI4 MepKrl, nrur5'uynajr(I4 cooABereH TperMaH :a uH$enqzu KoH acroBpeMeHo ce
nplrcyrHr.r, Mr4eJroqyrpe cuja wm ApyfH roKcr,rqHocTrr.

t rlpo$ulaKca Ha urlcrlzr co mesna Mo)Ke Aa ce Kopacrt4 co qeJr npeneuqaja vJrn rrlMll-tyrparr,e Ha
yporoKcr.rqHure es ercru oA flpeAo3r4parbero co cyclophosphamide.

3a6eneuarca:

Bo 
- 
cnyuaj ua cnyuajuo napaBeHcxo n6pusryBarr,e Ha cooABerHo peKoHcrrzryr4paH pacrBop Ha

cyclophosphamide, o6uuyo He Irocro' pLI3HK oA orrrreryBartre Ha rKrzBoro iloBp3aHo coIllrroroKcl{r{Hocr' 6a4ejrfua qI'IToroKcLIr{Hara aKTI{BHocr npBeHcrBeHo cra[yBa Ha c1ra ro
6noaxranaqujata, rcoja npqnaapHo ce oABtaBa no qpuaor 4po6.
Mefyroa, AoKoJrKy AojAe Ao "n"tpu"*uq";u, uu$yzujam rpe6a BeAHarrr )Ja ce npeKHHe,
eKcrpaBacKyJlapHl{or pacrtrlop ua cyclophosphamide :rpe6a Ia ce aailupr4pa co vffrara Ha Mecro, Aa ce
rrcrrJraKHe co coJreH pacrBol) v [a ce ntv'oliuttusupa eKcrpeMr{Teror.

5. IDAPMAKOJIOIIIIKI4 KAPAK:IEPI4CTI4KI4

5.1 (DapmarcoquuaMcrliuKapaKTep[crrrxrr

oapnaarorepaneBTcKa rpynra: AmrErupauKrr areHc', aHaJro3rr Ha u*oreH v[rep,rr,
ATC roa: L01AA0I

cyclophosphamide e aHTl4lleorracrl4qeH irfeHo oA KJracara ua orca:a$oc6opun. Xenau<;xn e noBp3aH co
a3oTeH r{nepvT.
cyclophosphamide e neaxrlneeH in vitro H ce aKTr4Br{pa in vivo rpeA ce Bo rrpHr4or rpo6 co rroMorrr Ha
MI4Kpo3oMuuIHI'I eH3uMt4 4o 4-hydroxycyc,lophosphamide, xoj e no paMHorex(a co HeroBr,ror raBToMep
aldophosphamide. oene lanroMepl{ oe noAJloxeHr.r Ha AeJryMHo crroHTaHa, AenyMHo eH3r{McKa
xounepsuj a Bo HeaKTIIBH u Lr,, a:r.TvrBHn lrera6ollnz (oco6eno
{uroroxclluHuor e$enr na cyclophosphamide .. 

"u""ouu 
nu

nera6omarz co {HK. Anxlanaqr,jara pe:ryJrr,pa 
"o 

np"n^ryr,$j--ia;'"U,i"."

KnerorrHaor rlt4K[yc. I{uroloxcaqHrror eSerr He e cne
co caMI4oT KJreroqHr,ror rlr{r(Jryc. Arcponeu:nor HeMa u,t"""aduri.u6

Ynou

^oln,., 
P.

*Y-ffC n I ti-

i ;lpp* n axporeuu).

d ataq.lD &o BHre aJlKV rlpaLtovr
rn u skpdrogo noBp3yBaFbe Ha

r,,Hlro Q'asala G2 e sa6aeeH eo
a_:

KJrqTotr$HoT qraKJryc, TyKy

'l} a\
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yporoKcrzqHlrre HecaKaHr,r 4ejcrna. Pasue.4ynano e
cyclophosphamide.

v nMyHocy[pecr4BHoro 4ejcrno Ha

He e ucuyueHa BKpcreHa pe3lrcreHqnj4 oco6euo co crpyKTypHo [oBp3aHr{ aHTzHeorrJracrrrr{Hr4 areHcr{
KaKo rrrro e ifosfamide, Ho r4cro raKau co Apyrrz arKznr,rpaqKt4 areHa:a.

5.2 (DapmarcorfiHercnr{ KapaKTeprrcrrrKrr

Hzsoara Bo KpBTa rIocJIe HHTpaBeHo3Ha r4 oprurHa a1MprHncrpaqzja ce 6rloexszsaneHTHlr.

Ancopnt4uja
Cyclophosphamide per*rcr4IIeJIocHo ce ancop6apa rpeKy facrpor,rHTecruHuurr{pror rpaKT.
Kaj nyfero, KoHueHTpallujaraua cyncranqujara u uejsuuure uera6onuru Bo nJra3Mara Hafno ouafa so
poK oA 24 qaca nocJre eAHoAo3Ha HHTpaBeHcKa aluvrqtprcrpaquja Ha paAr4oaKTr.rBHo o3HalreH
cyclophosphamide, [pI4 Ilrro KoHIIeHTpaIIHHTe Bo rura3Mara Mo)r(e Aa ce Aere]srr4paar Ao 72 qaca.

BuompaucQopuaquja
Bo in vitro, cyclophosphamide e HeaKTVBeH. Euoaxrusaqujara ce oABHBa calto Bo opfaHn3Mor.

llaqzeurzre co Hapymeua Syuxquja Ha rIpHHor 4po6 prlraar oAJro)KeEia 6uorpancsopnraquja na
cyclophosphamide. IIpu narolollrKl4 HaMaJIeHa aKTr4BHocr Ha xoJrr4Hecrepa3a, AoafaAo sroJreMyBarbe Ha
cepyMcKr4oT noJry)KHBoT.

Cyclophosphamide e AereKTr{paH Bo qepe6pocnuHrurHara reqHocr rr Bo lraiqunoro MJreKo.
Cyclophosphamide H HefoBl{re lrera6onnru Mr{rryBaar H}r3 rurarleHTuara laptiepa.

Enuuunat4uja
flpoceunnor noJIylKI4Bor Ha cyclophosphamide Bo cepyMor e npu6maxuo 7 qaca raj nospacuu q
npu6rz;*cno 4 \aca xaj 4eqa.
Calruor cyclophosphamide He noAJre)Kr{ Ha HeKoe:ua.rajuo Bp3yBarbe:a nprlreuHure. Cenax, crarrKara
Ha Bp3yBalbe co rrJltt:Ma nporer.IHr{Te Ha HeroBVTe uera6oluru e upu6luxno 50Yo.
Cyclophosphamide H HeroBVTe uera6oruru ce rrJrarryBaar najnpno npeKy peHaJreH nar. llorpe6ua e
npoMeHa na 4osara ltaj raqlaeHTr{ co 6y6pexua uncySaqueuquja. Iloo6uqaesa nperopaKa e
HaMaJ$/Barbe Ha Ao3aTa sa50yo Kofa vMa DroMepylapua Sunrpaquja nouala oA 10 ml/min.

ce npenopaqyBa HaMaJIyBarbe Ha Ao3ara za 25%o Bo npucycrBo Ha Hr{Boa Ha cepyMcKu 6utmpy6uu
nouefy 3.1 u 5 rng/100 mL.

@ apm arcorcun e mc rcu/S apnarco dmt antcrcu o du ocu
flo uHrpaneHo3Ha aAMl4Hlrcrpaquja ua BHcoKrl Ao3r,r 3a BpeMe Lra aJroreHa rp,aHcruraHTaguja ua KocKeHa
cpIIeBHHa' rlna3MarcKara KoHIIeHTparyuja ua cyclophosphamide noKzDKyBa Jrr{HeapHa Kr4Herr4Ka oA npB
peA. LIurpauuguBn.{yailHoro 3roJIeMyBaIbe Ha Ao3ara cnopeA Saniop 8 ue rv Mer{yBa
$aprr,raxoxllHercKllTe rapaMerpll Ha ocHoBHHor cycloptLosphamide. llolralxy oA l5%o ol
a4MnHLrcrpr4paHffia Ao3a ce pr3rarryBa KaKo HerrpoMeHer Jrer( Bo ypl4Hara; Cenar, no cnope46a co
KoHBeHIII4oHanHara repanaja co cyclophosphamide, HeaKTr4nHt4Te uera6onurpr ce 3roJreMeHH, rrrro
noKDKyBa carypaquja Ha aKTHBHpaqKI4Te eH3I{McKr4 cplcreMa, r{o He rr Bo rrexopure na uera6otuzaguja
rrrTo AoBeAyBaaT AO HeaKTVBHII trlera6OlUrU.



5.3 flperxluuurrxfi]rroAaroqura{ier6e,rluocr

Axymua moKcuuHocm
Axyruara roKcl{qHocr Ha cyclophosphamide e peJrarraBHo HrlcKa Bo cnopeg6a co Apyfare
aHTI4HeolJIacrI'Ir{Hu areHcw. Osa 6eure AoKa:I€Ho Bo eKcnepuMeHTr{Te Ha rJryBrIH, 3aMopqurba, ziiuut 

^K)AII4I{,a,

flocre eAHo HHrpaBeHcrir uujerrupan,e, LD5s raj craopuu 6enre orony 760 mglkg, rcaj uynqn z
3aMopr{Hrba 400 mg/kg, xaj sajaqrn 130 nrg/kg n r<aj xyrzn a 40 mglkg.

Xpouuvua moKcuqHocm
Xpoulluuara arMLrHprcrpaluuja ma roKcl{qHr{ Ao3a p$yJrrr{pa co xenarruLlvr regvpr r.r 3aMacreH {ps apo6
rrpocJreAeH co HeKpo3a. L{1lennara cJry3Hr4rla He e 3acefHara.
flparor 3a xerraroroKcurrHuor e$err 6erue 100 mdkg raj :ajaqz u 10 m{kgrej ryuama.

Mymae e u o c m u KaHqep o z e H o c m
Myrareuocra Ha cyclophosphamide e AoKDKaHa no 6pojHz in vitro a in vivo recroBrz. Xpoiuosolrcru
a6epaquu xaj nyfero ce ga6enexaHr4 rro yrorpe6a ua cyClophosphamide.
CerccyalHo 3peJlare naIIuleHTH Mopa Aa Kopr.rcrar KoHTpaqenquja za BpeMe u uajrraarny 6 uecequ no
3aBplxyBarbero Ha repan4jara (snlu rc:t 4.4 floce6nra npeAynpeAyBalsa pr MepKra Ha nperni6Jrr{Bocr
npu ylorpe6a).

KanqeporeHocra Ha cyclophosphamide e AoKa:KaHa Bo cryrr4pr Ha craopqv vr 1.;ryBrIH,
EnIzAelrnololrlKl4re cryl.uikt iloKoKyBaar gena cyclophosphamide Mo)Ke Aa npeAr43Br.{Ka ceKyHAapHH
Miurr{rHn TyMopH xaj nyfelo.

P enpodyrcmuzHa moKcuqHctcm
Cyclophosphamide e reprtroreH lej pa:nz.rHrr )KprBorr{HcKrr BrrAoBu nxnyuyeaj(a uynqu, craopqq,
ljaua, rraajnaynz I'I KyqIzH,a. LIugyrvpafoJleM 6poj ua cKeJrerHlr, MeKpr rxrrBa v Apyrlrr.lar$opnaaquu.
[ocerarunoro HcKycrBo Kaj nyfero yKDKyBa Ha 3roJreMeH pr43r4K oA MarsopMarruu Kofa
cyclophosphamide ce Kop,acrl4 Bo npBl'rme rpa Mecequ o4 6penreHocra. He ce AosranHrr arypv6 3a
loreHuuialHH AoIIHa nocJIeAIzIIH xaj 4ela pr3Jro)r(eHlr Bo BTopr{or r{Jr}r rperr{or rpr4Meorap.

6" OAPMATIEBTCTU4KAPAKTEPIICTI4KI4

6.1 Jlucra Ha eKcurr[]rreHcn

EndoxannparrroK 3a pacrB()p sa unjexqnu:
He co4pxrl eKcrlnrrueHcr{.

6.2 Henounaru6nluocrn

Pacrnopyrauare Kor{ coqp}Kar 6eHsr,rr aJrKoxoJr
cyclophosphamide.

Mo)Kar Aa Ja ofpaHraqar cra6ulHocra Ha

6.3 Pon ua yuorpe6a

Endoxan 500 mg u I g: 3 fc)At4HH
PeKoncrury"pui"ot pacrB()p rpe6a Aa ce ynorpeba so poK oA 24 \acano [oAroroBKara.

rroce6uu MepKH H:l rrperrra3rrrrB,ocr rpu rryBarb 
" rffi''7;"-li

Endoxan nujannre rpe6a Aa ce qyBaar na co6ua
opHfaHaJrHOTO naKyBarLe.

5oC. {a ce qyBa Bo

6.4
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PexoHcruryHpaHuor pacrBop vynajre ro no SpuNr.r4ep (ua *2,,C Ao +8"C). lFIe ro uynajre ua4 goC.

ArtrueHara cylcraHquja cyclophosphamide Mo)Ke Aa ce pacroua iloparvnrujauuero Ha reMneparypara
3a BpeMe Ha rpaHcnopror HJII{ npv cKra4krparbero na Endoxan ilparrroKor 3a lpacrBop :a ranjexrupame.

Bujwmre co pacroleHa cyncraHqlaja onrzuKu JrecHo ce palxr{KyBaar oA yujwrurce co HepacroneHa
cyncranqzja. Pactonenzor cyclophosphamide Bo 3acerHaru;re nujalu e 6ucrpa HJrH )KoJrreHr{KaBa
TellHocr Bo rerlHa $aza wm no $opnra Ha KanKrr. He clreal Aa ce KopuciTar aMrryJlr co pacrorreHa
coAplKr{H4.,

6.5 Ilpupoga u coAp)rsrHa Ha nanyBarlero

Endoxun 500 mg / I g
Cercoe raKyBarbe coApro4 | zujarra.

6.6 Iloce6nu MepKrr Ha rrperna3JrnBocr rrprr orcrpaHyBarbe 
,

Panynarrero, IloAroroBKara Ir orcrparryBalbero Ha cyclophosphamide cetKoraru rpe6a 4a 6uge no
cofJlacHocr co BalxelIKlITe ynarcrBa ea 6ee6e4uo paKyBalbe co r{r{ToroKcl LIHH afeHcpr r{ JIoK€uIHHTe
6apar+a.

7, HOCI4TEJI HA OAOEPEHIIE 3A CTABABE HA JIEKOT BO TIPOMET

(Dapnaa Tpeja 4ooen
Vr. Auron llonos 6p. lll-3
1000 Cronje
Perry6m.rna CenepHa Maxe4oHraj a

8. EPOJ HA OAOBPEHT4E 3A CTABABB HA JIEKOT BO frpOl\[ET
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9. AATYM HA IIPBOTO OAOEPEHIIE 3A CTABAEbE HA JIEKOT BO IIPOMET

10. AATyM HA nOCJTEruIA pEBr43r{JA HA TEKCTOT

Jarryapw2025

z+


