NMPUJIOXKXEHME I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HNME HA JIEKAPCTBEHUSA TPOAYKT

Naveruclif 5 mg/ml npax 3a uH}py3n0HHA TUCTIEpCHs

2. KAYECTBEH U KOJIMYECTBEH CBCTAB

Bceexu ¢uakon cpappka 100 mg naknmurakcen (paclitaxel) moa ¢opmara Ha cBbp3aHH ¢ ATOYMHUH
HaHO4YAaCTHUILIHN.

Cren peKOHCTUTYHpaHe eIuH ml OT JuclepcusaTa Chbabpika 5 mg makiauTakces moj ¢popmara Ha
CBBP3aHU € aOYMHH HAHOYACTHUIIH.

3a I'bJIHUA CIIMCHK Ha IIOMOIIHUTE BEIECTBA BIIKTE TO4UKa 6.1.

3. JEKAPCTBEHA ®OPMA
[pax 3a undy3nonna qucnepcus (mpax 3a uHPy3us).
Pexoncruryupanara nucnepcust uma pH 6-7,5 u ocmonanurer 300-380 mOsm/kg.

Bsno 10 xbATO OLBETEH Mpax WK Jnoduin3upana Maca.

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHU NOKA3AHUS

Naveruclif kaTo MOHOTEpamus € oKa3aH 3a JCYCHNUE HAa METACTaTHYeH KaplIMHOM Ha I'bpjaTa mpu
BB3pAaCTHHU MAUECHTH, IIPU KOUTO MMa HEYCIICX OT IIbpBa JIMHHUA HA JICUCHHUE HA METACTaTUIHO
3a00JIsiBaHe U 3a KOUTO HE € MOKa3aHO CTAaHAPTHOTO JICYCHHE, BKIFOYBAIIO aHTPALMKINH (BX. TOYKA
4.4).

Naveruclif B koMOWHaIHMs C TEMIIUTA0KH € IMOKa3aH 3a IIbPBa JIMHKSI Ha JICYCHHUE Ha BE3PACTHU
HalMEeHTH C MeTacTaTHYEH a/ICHOKAPIIMHOM Ha MaHKpeaca.

Naveruclif B komOuHatust ¢ kapOOIIATHH € IMOKa3aH KaTo ITbpPBa JUHY Ha JICUCHHUE Ha
HeNPeOHOKJIEThYCH KapIMHOM Ha Oelins Ipo0 MpU B3pacTHH MAIIMEHTH, KOUTO HE ca KaHIUJaTH 32
MOTEHI[UAHO KypaTUBHA XUPYPrUsl /WU JIbUueTepanusi.

4.2 Jlo3upoBKa M HAYMH HA MPHJIOKEHHE

Naveruclif Tps6Ba ja ce npuiara caMmo 1oJ] HabIOACHUETO Ha KBATU(PHUIIMPAH OHKOJIOT B OTACICHUS,
CrieyaJIM3upaHy B IPUIOKECHUETO HA IUTOTOKCUYHU CPECTBA. He TpHGBa Ja C€ 3aMCHA 3a UJIN C
JIpyru GOpPMH Ha MAKITUTAKCEL.

203I/I[ZOBKa

Kapyunom na evpoama
Ipenopwunrennara go03a Naveruclif e 260 mg/m?, npunarasa HHTPaBEHO3HO B MPOIbIDKEHIE Ha
30 MUHYTH Ha BCEKH 3 CEMHUIIN.

Aodanmupane na 0o3ama no epeme Ha nedeHue Ha KApYUHOM HA 2bpoamda
Jlo3aTa Npy MAlMEHTH ¢ TesKKa HeyTporenus (6poit Ha HeyTpoduauTe < 500 KaeTkn/mm’ 3a ceMUIA
WJIM TTIOBEYE) WITH TEXKKa CEH30pHA HEBpOIaTHs 110 BpeMe Ha jieuenne ¢ Naveruclif TpsiOBa na 6b1e
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HamasieHa Jio 220 mg/m’ npu creaBamuTe Kypcose. [Ipu MOBTOpeH cilydaii Ha TeKKa HEyTPOTeHHS
WM TEKKa CEH30PHA HEBPOIATHS, 103aTa TpAOBa Jia ObJie JOMBIHUTENHO HaManeHa 10 180 mg/m?.
Naveruclif He TpsOBa ia ce nmpuara 10KkaTo OPOST HAa HEYTPOPHINTE HE CE BH3CTAHOBH JI0

> 1 500 knetkn/mm?’. B ciyyaii Ha ceH30pHA HEBPOMATHS 3-Ta CTEMEH, JeYeHHeTo TpAbBa 1a Oble
IPEYCTaHOBEHO JI0 OT3BYYaBAaHE HA CHMIITOMHTE 10 1-Ba MM 2-pa CTEIEH, CiIed KOeTo J103aTa TpsOBa
Ja Obie HaMaJIeHa B CIICIBAIIUTE KypCOBE.

Aodenokapyurnom Ha namkpeaca

Ipenopwunrtennara go3a Naveruclif B kom6uHamms ¢ remiuradus e 125 mg/m?’, npusosxkena
WHTPaBEHO3HO B MpoAbnkeHne Ha 30 MuHyTH B 1ieH 1, 8 1 15 oT Bceku 28-IHEBEH TUKBIL.
IIpenopbunTenHa 103a 3a eAHOBPEMEHHO NPIIOkKeHHe Ha reMiuTadud e 1 000 mg/m?, mpunoxena
WHTPABEHO3HO B MPOABIDKeHUE HA 30 MUHYTH BeJHAra Clie/l 3aBbPIIBaHE HAa MPUIIOKESHUETO Ha
Naveruclif B gen 1, 8 u 15 oT Bcekn 28-1HEBEH UK.

A()anmupaﬂe Ha 0o3ama no eépemMe Ha jederHue Ha (l()eHOK(lpuuHOM HA naHkpeaca

Ta6auna 1: {o30BM HMBa 32 HAMAJIIBaHe HA /103aTa 32 MANMEHTH C 3[ICHOKAPLIMHOM Ha
nmaHKpeaca

J1030B0 HUBO Ho3a Naveruclif (mg/m?) Ho3a remuuTadun (mg/m?)
IIsnna no3a 125 1 000
1* 1030BO HUBO 3a HAMAJISIBAHE 100 800
2P° 1030BO HUBO 3a HaMaJIsIBaHE 75 600
AKo ce Hanara IOITbIHUTEIHO
[IpeycraHoBeTe JTEUEHUETO [IpeycTaHoBeTe JICUEHHETO
HaMaJsiBaHEe Ha 703aTa

Ta6auuna 2: [IpomsiHa HA J03UTe NPH HEYTPONEeHHUs U/ UM TPOMOOIUTONEHUS B HAYAJI0TO HA
HNUKDBbJA WIH B MPOABJ/IZKCHHE HA ¢IUH IIMKbBJI 34 MNAIIMCHTH C aICHOKAPIIUHOM HaA MaHKpeaca

JeH ot ABH bpoii TpomOonuTH . Ho3a
HMKBJa | (kJeTku/mm?®) IZKJ]C"IPKI/I/mm3) Hosa Naveruclif reMuMTaduH
Ten 1 <1500 YOIV | < 100 000 OTi0XEeTe MPUITOKSHUETO Ha
JTIO3MTE JT0 Bh3CTAHOBSBAHE
Jen 8 > 500, o < 1 000 MJIN | > 50 000, vo <75 000 | Hamamere go3ute ¢ 1 7030BO HUBO
<500 YUIH | < 50 000 BpemMeHHO cripeTe MpHII0KEHUETO

Ha JO3HUTC

Jen 15: Ako go3ute 3a eH § ca n1ageHu 6e3 NpomMsiHAa:

JlexyBaiiTe c 1030BOTO HMBO 32
JIeH 8, TMOCIeIBAaHO OT PACTEKHH
¢axropu 3a BKK
NI
Hamainere nosure ¢ 1 1030B0 HUBO
OT JIO3UTE 3a JIeH 8

HJen 15 | >500,10<1000 | UJIM | =50 000, Ho <75 000

BpemeHHO cripeTe NpuiIoKEeHUETO
Ha JIO3HTE

<500 WJIN | <50 000

Jlen 15: Ako 1o3uTe 3a JeH 8 ca HamMaJIeHM:

BrpHere ce kbM 1030BUTE HUBA 32
JIeH 1, mocneaBaHo OT pacTe HH
¢akropu 3a BKK
1
JlexyBaiiTe cbC CHUTUTE 103U KATO
3a JIcH 8

Jden 15 | >1 000 H | >75000

JlexyBaiiTe ¢ 1030BUTE HUBA 3a
JIeH §, TOCIeBAHO OT PACTEKHH
¢akropu 3a BKK
NI

>500,10<1000 | UM | =50 000, Ho <75 000




Hamainete mo3ute ¢ 1 1030B0 HUBO
OT JO3HUTE 3a JIeH 8

<500

NJIN | <50 000

BpemenHO cripeTe IpHIOKeHHETO
Ha J03UTe

Jen 15: Axo no3uTte 3a aeH 8 ca ouan

BPEMEHHO CIIPCHMU:

Hen 15 | >1 000

H | >75000

BopHere ce kbM J030BUTE HHUBA 32
JIeH 1, mocnenBaHo OT pacTeXHH
¢axropu 3a BKK
NI
Hawmanete go3ute ¢ 1 1030BO HUBO
OT JI03UTE 3a JieH 1

>500, Ho <1 000

WJIN | > 50 000, Ho < 75 000

Hamanere ¢ 1 1030B0 HUBO,
MIOCIIE/IBAHO OT PACTSKHH (haKTOPH
3a BKK
NJIn
Hamanere no3ute ¢ 2 1030BU HHUBA
OT J03UTe 3a JieH 1

<500

NJIN | <50 000

BpemMeHHO cripeTe mpHIIoKEHUETO
Ha JJ03UTe

Copkpamenus: ABH=abcomoren 6poit neyrpodunu (ANC=Absolute Neutrophil Count); BKK=6emu xpbBun kinetku (WBC=white blood cell)

Taoauuna 3: HpOMﬂHa Ha 103UTE IIPHA IPYI'd HEXKEJTAHHU JICKAPDCTBCHU PCAKIUU IIPU NMANUCHTH C

ACHOKApPIMHOM Ha IMMaHKpeaca

Hexenana nexapcreeHa

Jlo3a Naveruclif

Jlo3a reMuuTaduH

3-ta WM 4-Ta cTeneH

peaxuus (HJIP)
®dedpuiHa BpeMeHHo cripere NpuiiokeHHeTo Ha JJO3UTE, JOKATO TpecKaTa
HEYTPOTEHUSI: npemue 1 ABH > 1 500; Bp300HOBETE JIEUEHHETO Ha CIEABALIOTO

IIO-HHUCKO J030BO HHBO®

IMepudepna
HEBPOIATHS:
3-ta wiu 4-Ta cTeneH

Bpemenno cnpere

HPHIOKEHUETO Ha 103aTa 10
MIOCTHTaHe Ha MO00peHNe

< 1-Ba creneH;

BB300HOBETE JIEUEHUETO HA
CJIEIBAILOTO [I0-HUCKO 1030BO

HHABO®

JlexyBaiiTe cbC chlaTa 103a

KoxHa TOKCHYHOCT:
2-pa wim 3-Ta cTeneH

Hamaiete 1o creBamoTo mo-HHUCKO J030BO HUBOY;
npeycraHoBeTe Jeuenuneto, ako HJIP nepcucrupa

CToMalIHO-4YpeBHA
TOKCUYHOCT:
3-Ta cTeneH MyKo3uT
WK Juapus

BpeMeHHO CIIPETEC NPUITOKECHHUETO Ha JO3UTE A0 IMMOCTUI'aHC HA

nogoOpeHue
< 1-Ba cTenen;

BB300HOBETE JICUCHHETO Ha CJICABAIOTO IMO-HUCKO JO30BO HHUBO®

*Bmxre Tabnuua 1 3a 1030BHUTe HKUBA 32 HAMAJIIBaHE HA Jj03aTa

Heopebnokremvuen kapyunom na b6enus 0pob:

I[Ipenopbunrennara no3a Naveruclif e 100 mg/m?, mpunaran nox Gopmara Ha HHTPaBeHO3HA HHDY3Hs
B npoabikeHue Ha 30 muHyTH B feH 1, 8 1 15 ot Beceku 21-nHeBeH ukbi. [IpenoppunTennara no3a
kapOorutatiH € AUC = 6 mgemin/ml B geH 1 oT Bceku 21-1HEeBEH LUKBJI, BEAHATa CJIE/ 3aBbPIIBAaHE

Ha npuiokeHueto Ha Naveruclif.

Aoanmupane Ha 003ama no epeme Ha JIeYeHUemo Ha HeOPeOHOKIeMbYeH KapyuHoM Ha benus Opoo:
Naveruclif He TpsiOBa na ce npuiara B ieH 1 0T AaJieH UK, JOKATO aOCOTIOTHUAT Opoit
neyrpodunu (ABH) He nocturae > 1 500 kneTkin/mm?’, a 6posT Ha TPOMOOIUTHTE HE JOCTUTHE

> 100 000 xeTkn/mm°. 3a Besika mocieaBania ceamuuna no3a Naveruclif manuenTrte TpsiOBa ja UMat
ABH > 500 knetku/mm’® u tpomGonuTtu > 50 000 KIeTKH/mm® Wi IPHI0KEHHETO TPAOBA BPEMEHHO
Jla ce CIpe JI0 Bb3CTAaHOBSABaHE Ha ChOTBETHHUS Opoil. Korato OposiT ce Bh3CTaHOBH, MOJHOBETE 103aTa
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Ha cJeJBallaTa CeMHIIa B ChOTBETCTBUE ¢ KpuTepuuTe oT Tadmuna 4. Hamanere mocnensamara 103a,
€aMo aKo ca U3IIBJIHEeHU Kputepuute ot Tabmuia 4.

Taoauna 4: HamansiBaHe Ha 103aTa NPU XeMATOJOTHYHA TOKCHYHOCT NPH NANMEHTHUTE €
HePeOHOKJIEeThYeH KAPIIMHOM Ha 0eJius APoo

XeMAaTO0J0rHYHA TOKCHYHOCT Bn3uukBane | Jlo3a Naveruclif | Jlo3a kapOonaaTun
(mg/m?)! (AUC mgemin/ml)!
Hanup va ABH < 500/mm’® npu [IspBoO 75 4,5
HeyTporeHn4Ha Tpecka > 38°C
nimn

Omiarage Ha CJI€IBaIIUs UK nopaau
nepcucTupania HeyTpor[eHI/Iﬂ2 (Hagup Ha
ABH < 1 500/mm®)

NN

Hanup va ABH < 500/mm° 3a

> 1 cegMuIa
Btopo 50 3,0
Tpeto IIpeycTanoBeTe ne4eHUETO
IT 75 4.5

Hanup Ha TpomOoruTuTe < 50 000/mm> bPBO
Bropo [IpeycraHoBeTe JIe4eHUETO

'B nen 1 ot 21-1HeBHUA UK HamaneTe go3ara Naveruclif u kapGomiaTun exnospeMenHo. B uu 8 umm 15 ot 21-1HEBHUS UKBIT
Hamasere no3ara Naveruclif; Hamanere no3ara kapOOIIaTHH B CIICABALINS LUKBIL.
“MakcumyMm 7 JHH ClIe]l ONpesieNnieHara o rpaduk 103a 3a 1eH 1 oT cieBalus UUKbIL

[Tpu KOXKHA TOKCUYHOCT 2-pa UM 3-Ta CTENEH, AMapHsl 3-Ta CTENEH WIM MyKO3UT 3-Ta CTENEH
IpeKbCHETE JEYEHUETO, JOKATO TOKCUYHOCTTA ce MoJ00pH 10 < 1-Ba cTeleH, clell KOeTo
BB300HOBETE JICUEHUETO B CHOTBETCTBHE C HacoknuTe oT Tabmmma 5. [Ipn nepndepra HeBpomaTHs

> 3-Ta cTeleH MpeyCTaHOBETe JICUCHUETO, JOKATO CUMIITOMHUTE OT3By4aT 10 < 1-Ba CTEemeH.
Jlegenmnero Moxe a Ob1¢ BE30OHOBEHO MPH CIIEABAIIOTO TO-HUCKO J030BO HUBO B CIIEABAIINTE
IIUKJIIH B CBOTBETCTBUE ¢ HAcOKUTe OT Tabnuna 5. [Ipu BesikakBa Apyra HEXeMaTOIOTUYHA TOKCHYHOCT
3-Ta unu 4-Ta cTeneH NpeKbCHETE JeYEHUETO, JOKATO TOKCHYHOCTTA €€ MOJ00pH 10 < 2-pa CTEIEH,
ClJIeNl KOETO Bh300HOBETE JIEUEHHETO B CHOTBETCTBUE C HACOKHTE OT Tabimmma 5.

Ta6auna 5: HamansiBane Ha 103aTa NPU HEXeMATOJOTHYHA TOKCUYHOCT NMPHU NallHEHTHTE ¢
HeJpeOHOKJIeThYeH KAPUMHOM Ha 0esiusi Apod

HexeMaTOJIOTHYHA TOKCHYHOCT Bou3unkBane | Jloza Naveruclif | Jlo3a kap6onjaTun
(mg/m?)! (AUC mgemin/mL)’

Korxna Tokcuynoct 2-pa winu 3-1a IIspBO 75 4,5

CTerneH

Huapust 3-ta creneH Bropo 50 3,0

Myxko3urt 3-Ta cTeneH

[TepudepHa HeBpomatus > 3-Ta cTeNeH
BcsikakBa apyra HexeMaTOJIOTUYHA
TOKCHUYHOCT 3-Ta WJIM 4-Ta CTENCH

Tpeto [IpeycraHoBeTe n€4EHUETO

KorxHa TokCHUYHOCT, fuapus Uiau IIspBO [IpeycraHoBeTe JIe4EHAETO
MYKO3HUT 4-Ta CTENEH

'B nen 1 ot 21-aHeBHUsA IHKBT HamaneTe go3ara Naveruclif u kap6omiarun exnoBpeMenHo. B uu 8 umm 15 oT 21-1HEBHHS UKBIT
Hamaiere no3ara Naveruclif, Hamasere jo3ara KapOOIUIATHH B CIICIBALIUS LKL

CrenpaiHy Honynanuu

YeprodpobHo yepescoare
ITpu manmenTy ¢ IeKo 4epHOAPOoOHO yBpexkaane (00 ommupyoun > 1 no < 1,5 X ropHara rpaHuIa Ha
Hopmata (I'TH) u acnaprar amunorpancgepasa [AST] < 10 x [TH), He ce u3ucKBar KOpeKLUUH Ha



J103aTa, HE3aBUCHMO OT ITOKa3aHHUeTo. JIeKyBaiTe ChC CHIUTE JO3H, KAKTO MAMEHTHTE ¢ HOPMATHA
4epHOAPOOHA (DYHKIIHS.

[Ipu manmenTy ¢ MeTacTaT4eH KaplMHOM Ha I'bpJaTa U NAlUeHTH C HeIPpeOHOKIIEThYEH KapIIMHOM Ha
Oenust 1po0 ¢ ymMepeHa 1o TeXKa CTeneH Ha YepHOoApOoOHO yBpexkaane (0omr ommupyoun > 1,5 mo < 5 x
ITHu AST <10 x I'TH) ce npenopbuBa fa ce Hamanu no3ara ¢ 20 %. Hamanenara no3a moxe na
Obze yBenuyeHa IMOCTEeNEeHHO 10 J03aTa 3a NallMeHTH C HOpMaJHa YepHOApoOHa QyHKUus, ako
MAMCHTHT TIOHACS JICYCHUETO 3a TIOHE J[BA ITUKBIA (BXK. TOUKH 4.4 1 5.2).

[Tpy manueHTy ¢ MeTacTaTHYeH aJeHOKapIIHOM Ha ITaHKpeaca, KOUTO UMaT yMEpeHa JI0 TeXKa CTEIIeH
Ha YepHOAPOOHO YBpeXKIaHe, HIMa JOCTaThYHO JaHHU, KOUTO Ja TIO3BOJIAT MIPENopbYBaHe Ha
JI03UPOBKa (BXK. Touku 4.4 u 5.2).

[Tpu nauuentu ¢ o6 6mwupyoun > 5 x ['TH unu AST > 10 x I'TH, HIMa 1O0CTaThuHO JaHHH, KOUTO
Jla TIO3BOJIAT NPETOPBYBAHE Ha TO3UPOBKA, HE3aBUCUMO OT IOKa3aHUETO (BX. TOUKH 4.4 1 5.2).

bvopeuno yepescoane

He ce n3uckBa Kopurupane Ha HadaimHaTa 1o3a Naveruclif 3a manmeHTH ¢ jiexa 10 yMepeHa CTeleH Ha
O0BOpevHo yBpexkaaHe (M3YHCIeH KpeaTHHUHOB KIHPBHC > 30 10 < 90 ml/min). Hama nocrarsyHo
JaHHHM 32 IPENopBhUBaHE Ha MPOMsHA Ha jgo3ara Ha Naveruclif mpy manueHTH ¢ TeXKa cTereH Ha
OBOpEevHO yBpeKIaHe UM TEPMUHAJICH CTaAuK Ha ObOpedHa OonecT (M34HCIeH KPeaTHHUHOB
kiupbHC < 30 ml/min) (Bx. Touka 5.2).

Cmapuecka 6v3pacm
3a marpieHTH Ha 65 TOAMHY W MTO-BH3PACTHH HE C€ MPENOpHIBa IOIIBIIHUTEITHO HaAMAJIIBaHE Ha J103aTa,
Pa3IMYHO OT TOBA 32 BCUYKH MMALUEHTH.

Ot 229-Te nanueHT! B paHI0MU3UPAHOTO POYyYBAHE, KOUTO Ca MOJIyYHIIH YOBELIKH CEPYMEH
anOyMHH-TIaKJIUTaKceN oA GopmaTa Ha HAHOYACTHLIM KAaTO MOHOTEpanus 3a KapLMHOM Ha I'bpJara,
13% ca Ha 65 roguHU 1 TIO-BB3pacTHH, a < 2% ca Ha 75 1 noBeue ronuHu. TOKCHYHUTE €PEKTH HE ca
MMalli 3HAYUTEITHO IT0-BHCOKA YeCTOTA MPH NAMEHTH Ha Bb3PACT HAl-MaJIko 65 TOIUHH, IOy YUIIN
YOBEIIKH CepyMEH aIOyMUH-TIaKINTaKceN Mo popMmara Ha HaHOYACTHIM. Ho exnH mocmeaBarg
aHanu3 npy 981 manMeHTH, MoJTyYaBally MOHOTEPAIKs ¢ YOBELIKH CepyMeH aa0yMUH-NAKINTaKCce
noz (hopmara Ha HAHOYACTHLIM 32 METAaCTaTHU4YEeH KapLMHOM Ha I'bpAaTa, oT kouto 15% Ha > 65-
TOAMIITHA Bh3pacT U 2% Ha > 75-roAuiHa Bb3pacT, II0Ka3Ba IM0-BHCOKA Y€CTOTA Ha ETHICTAKCHUC,
JIuapusl, AeXuapatanus, ymopa 1 nepudepet eneM npu naiueHT Ha > 65 ronuHH.

Ot Bcnukute 421 manueHTy ¢ aleHOKapLUUHOM Ha MaHKpeaca B PaHAOMHU3UPAHOTO MIPOyUBaHEe, KOUTO
[I0JTy4aBaT YOBEILIKU CepyMeH ajl0yMUH-TTaKIUTaKcel o ¢popMaTa Ha HAHOYACTUIM B KOMOMHALINSA C
remuuTabuH, 41 % ca Ha 65 TOIUHM U MO-BB3pacTHU, a 10 % ca Ha 75 ronuHH U M0-Bb3pacTHU. [Ipu
NalMeHTUTE Ha Bb3pacT 75 FOIMHU U N10-Bb3PACTHH, NOIyYaBaIl YOBEIIKU CEPYMEH aJl0yMUH-
MaKJIUTaKCeN 1MoJ] popMara Ha HAHOYACTUIIH U TeMIMTa0WH, ©Ma TIO-TOJISIMa YECTOTa Ha CEPUO3HH
HEXXEeJIaHW PEaKLUU U HeXKellaHU PeakLuy, BOJACLIH 10 IPeKpaTaBaHe Ha JICUCHUETO (BXK. Touka 4.4).
[NanmeHTH ¢ aJlCHOKAPIITHOM Ha MaHKpeaca Ha Bb3pacT 75 TOIMHU U MO-Bh3PACTHU TpsiOBa 1a Obaar
BHUMATEJTHO OIICHEHH MPEJIU Ja ce OOMUCIH JieueHue (Bx. Touka 4.4).

Ot Bcuukute 514 manueHTy ¢ HeAPeOHOKJIEThUCH KapIIMHOM Ha Oelrs Apo0 B paHIOMU3UPAHOTO
MPOyYBaHe, KOUTO MOJTyYaBar YOBEIIKH CEpyMeH alOyMHUH-TIAKIUTaKcen moj hpopmara Ha
HAaHOYACTUIIM B KoMOWHanwms ¢ kapoormiaTus, 31 % ca Ha 65 ToaMHYU WK TTO-BB3PacTHA, a 3,5 % ca Ha
75 roauHu WM Mo-Bh3pacTHU. CllydanTe Ha MUENIOCYNPECHs, CIyYauTe Ha nepudepHa HeBpoOIaTus U
apTpairys ca Mo-4eCTH MpH MalueHTHTe Ha 65 TOIWHY WU MO-Bb3PACTHH B CPABHEHHUE C ITAIIUEHTHTE
oy 65-roauniHa Be3pactT. ChIIecTByBa OrpaHHYEH OMUT OT yHoTpedara Ha YOBEIIKH CEPyMEH
anOyMUH-TIaKJIUTaKCeN 1oJ| hoopMara Ha HAHOYACTULIM/KapOOIIIaTHH MPH MAUEHTH Ha 75 TOAWHU WU
M10-Bb3PaCTHHU.



DapMaKOKHHETHIHOTO/(papMaKOIMHAMUYHO MOJIEIIMPAHE C M3IIOI3BAHE Ha JAaHHH OT 125 MaIlMeHTH ¢
HaIlpeHaIU CONUAHU TYMOPH [I0KAa3Ba, e MalMeHTUTe Ha > 65-TroqUIIHA Bb3PacT MOXe Ou ca 1o-
NOZATIINBY Ha PAa3BUTHE HA HEYTPOIIEHUs] B PAMKUTE Ha IIbPBUS JIedeOEH LIUKbIL.

Ieouampuyna nonynayus

BezonacHocTTa M epUKaCHOCTTA HA YOBELIKH CepyMeH alOyMUH-NaKIMuTaKcen moj gopmara Ha
HaHOYACTHUIM IIPH JIelia U I0HOIIX Ha Bb3pacT 0 1o nox 18 ronuHu Bee olie He ca yCTaHOBEHH.
Hanmunute nmonacrosmem nanHu ca onucanyu B Touku 4.8, 5.1 u 5.2, HO mpenopbKy 3a 103MpOBKaTa
He Morar aa Obaar gajaenu. Hama croTBeTHa yroTpeda Ha YOBEIIKH CepyMeH anOyMHH-TIaKITUTaKCe
noz opmara Ha HAHOYACTHLIM B IIeAMATPUYHATA IOMYJIAlMA 3a [IOKa3aHUETO METAaCTaTHUeH KapLUHOM
Ha 'bplIaTa WK aJJeHOKapIITHOM Ha MaHKpeaca Wik HeapeOHOKJIeThYeH KapLUHOM Ha Oenust 1po0.

Hauvn Ha npunoxeHue

Naveruclif e 3a uHTpaBeHO3HO NpriokeHue. [Ipuaraiite pekoHcTuTYHpanara qucrnepcust Naveruclif
HMHTPaBEHO3HO, KaTo U3I10JI3BaTe HaOop 3a nHQYy3us, BiIouBail 15 pm ¢untep. Cnen npuiokeHUeTo
ce MpenopbyuBa HHTPAaBEHO3HATA JIMHUS Ja ce mpoMue ¢ HaTpueB xyopua 9 mg/ml (0,9 %)
HH)XEKI[MOHEH Pa3TBOP, 3a Ja Ce rapaHTHUpa NPUJIOKEHNUETO Ha ITbJIHATa J03a.

3a yKa3aHusi OTHOCHO PEKOHCTUTYHPAHETO Ha JIEKAPCTBEHHS MPOIYKT MPEIH MPUIOKEHHE BUKTE
TOYKa 6.6.

4.3 IIporuBONOKA3AHUA

CBpBX4yBCTBUTEIHOCT KbM aKTHBHOTO BELIECTBO HJIM KbM HIKOE OT HOMOIHUTE BENIECTBA, H30POCHU
B TouKa 6.1.

Kvpmene (Bk. Touka 4.6).

TarmenTH ¢ U3xozieH 6poit Ha HeyTpoduaute < 1 500 KneTkn/mm?’.

4.4 CneuuajHM npexynpeskaeHUs] H MPeINa3sHi MePKH NpH ynorpeda

Naveruclif e iekapcTBeHa popMa Ha TAKIUTAKCEN, KOSATO MPEJCTaBIsiBa HAHOYACTHIIN, CBhP3BALIH CE C
anOyMHHA M MOXKE JIa IMa CHIIIECTBEHO Pa3InMYHU (papMaKOJIOTHYHH CBOWCTBA B CPAaBHEHUE C IPYTH
¢dopmu Ha maknuTakcen (BX. Touku 5.1 u 5.2). He Tpsi0Ba na 3amecTBa Wi Ja ce 3aMecTBa ¢ APYTH
(bopMH Ha AKITUTAKCEI.

CBpBX4YBCTBUTEIHOCT

C’bO6H.[aBa CC 3a pCAKH CiIydan Ha TCKKHU PCAKIINU HAa CBPBbX1YBCTBUTCIHOCT, BKIIFOYUTEIIHO MHOT'O
PEAKHU ClTydau Ha aHa(l)I/IJ'IaKTH‘{HI/I pCaKnuru C JCTAJICH U3XOMO. Axo ce nosiBu peaKkuys Ha
CBPBXUYBCTBUTCIIHOCT, JICKAPCTBCHUAT MIPOAYKT TpHGBa Ja 6’[3,[[6 CIIpsIH BE€AHAra, Tp$[6Ba Ja C€ 3aIlI0YHC
CUMIITOMAaTUYHO JICYECHUE U MMAKIIMTAKCEJI Ja HE C€ Ipujiara OTHOBO Ha IManucHTa.

XemaroJsiorus

YoBeKusAT cepyMeH anOyMHUH-TIAKIUTaKceN Mo (opMara Ha HAHOYACTHIU YeCTO MPEIN3BUKBA
CyIpecusi Ha KOCTHHS MO3BK (IJIaBHO HeyTporeHus). HeyTponeHusTa e 1030-3aBUCHMA H J030-
JUMHTHpAaIIa TokcnaHOCT. [1o Bpeme Ha nedenneto ¢ Naveruclif yecto TpsaOBa 1a ce H3BbpIIBa
IpocIesBaHe Ha KpbBHATaA KapTuHa. [lanmenTrTe He TPsIOBa 1a MOTy4aBaT CIEABAIIUTE KypPCOBE Ha
neuenne ¢ Naveruclif, mokaro 6posT Ha HeyTpoduIHMTe He OBe Bb3cTaHOBEH A0 > 1 500 KneTkn/mm’
¥ GpOST Ha TPOMOOLUTHTE He Obie Bh3cTaHOBeH 10 > 100 000 xretkn/mm?’ (Bx. Touka 4.2).

Hesponarus
Cen3opHa HeBpoIaTHs ce HaOIroaBa YeCTo Npy NMpUJIaraHeTo Ha YOBEUIKH CEpyMEH anOyMuH-

MaKJIMTaKceN 1moj| popMara Ha HAHOYACTHUIIH, BEIIPEKH Y€ TSIKKU CUMIITOMHU CE Pa3BHBAT MO-PSIKO.
[TosiBara Ha ceH30pHA HEBpOMAaTHs 1-Ba WK 2-pa cTeNeH OOMKHOBEHO HE Hajlara HamallsiBaHe Ha
no3ara. Koraro Naveruclif ce npuiiara karo MOHOTEpanus, ako ce pa3Bue CEH30pHa HEBpOMaTHs 3-Ta
CTeIeH, Ce MPenopbhyBa JICUCHUETO J1a Ob/Ie MPEyCTaHOBEHO 10 OT3ByYaBaHe HA CHMIITOMHUTE 10 1-Ba
WM 2-pa CTeleH, cie]l KOeTo J03aTta TpsoBa na Ob/ie HamalleHa MpH cienBanmre Kypcose ¢ Naveruclif
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(Bx. Touka 4.2). [Ipu komOuHMpaHa yrnorpebda Ha Naveruclif u remiuTabuH, ako ce pa3Bue nepudepHa
HEBPOMATH 3-Ta WK MO-BHCOKA CTEICH, BpeMeHHO mpekpareTe Naveruclif; mponbiokere JedeHHeTo ¢
reMIMTa0uH MpH chilara jgo3a. BrzooHoBete Naveruclif mpu HamaneHa no03a, koraro nepudepHara
HeBpomaTus ce mogoopu 1o crened 0 mwim 1 (Bx. Touka 4.2). [Ipu komOuHMpanata ynorpeda Ha
Naveruclif u kapOoruiaTus, ako ce pazBue neprudepHa HeBpOIaTHs 3-Ta WK MO-BUCOKA CTEIEH,
JIeYeHUeTo TPsOBa BpEMEHHO Jia Ce MPEKpaT, JOKaTo HaCThIH mogodpenue ao creneH 0 uinu 1-Ba,
MOCIIEIBAHO OT HaMaJIsIBaHE Ha J03ara 3a BCHYKH cieqany Kypcose Naveruclif u kapboruiatus (Bx.
TouKa 4.2).

Cenicuc

Cercuc ce cpo01aBa ¢ yectora 5% Mpu NAUeHTH ChC WK 0€3 HEYTPOTIeHHs], IOTy4aBaJld YOBELIKH
cepyMeH aJOyMHUH-NIAKJIMTaKces noj opmara Ha HAHOYACTUIIM B KOMOMHALIUS ¢ TEeMIMTAONH.
YCHoKHEHHATA, TBIDKAIIN Ce Ha MTOJUISKAIINS KapIIMHOM Ha MaHKpeaca, 0COOCHO KITbYHA 00CTPYKIIUS
WM HaJTMYUe Ha JKITBYCH CTEHT, C€ OTPENENAT KaTo 3HAYMMU TOTPHHACSINY (PakTopH. AKO HAKOU
nmaruenT crtane GpedpusieH (He3aBUCUMO OT Opost HEYTPO(HITH), 3aTIOYHETE JICYCHHUE C
MIMPOKOCHIEKTHPHU anTuOnoTHIH. [Ipu hebpunHa HeyTporneHus BpemeHHo npekparere Naveruclif u
reMIuTabuH, JoKaTo Tpeckara npemuHe u ABH > 1 500 KJIETKH/mm’>, cie]] KOeTo Bh30OHOBETE
JICUEHUETO TPU HaMaJICHH JO30BH HUBA (BX. TOUKa 4.2).

ITHeBMOHHUT

[THeBMOHHUT BB3HHUKBA IpH | % OT MalMeHTUTe, KOraTo YOBEIIKH CEpYMEH alnOyMHUH-TIaKINTAKCEN OA
¢dbopMaTa Ha HAHOUACTHULIM CE IIpUJIara Kato MOHOTepanus, 1 pu 4 % OT NalueHTUTe, KOraro YOBEIKU
cepyMeH anOyMUH-NaKIMTaKcen moj popmara Ha HAHOYACTHUIIM Ce MTpuUilara B KOMOMHALKS C
reMuuTabuH. HabmonaBaiite BHUMaTeIHO BCUUKH MALlMEHTH 3a IPU3HALM U CUMIITOMH Ha THEBMOHMT.
Crep KaTo M3KITFOYHTE HHPEKIMO3HA €THOIOTHS M TIOCTABUTE JUATHO32 THEBMOHHT, OKOHYATEITHO
npeycraHoBete JieueHneto ¢ Naveruclif u remiuTabuH 1 He3a0aBHO 3aMlOYHETE MOAXOSAIIO JICYCHUE U
TOJUTHPIKAIIN MEPKH (BX. Touka 4.2).

YepHoapoOHO yBpexkaaHe

TBii KaTO TOKCHYHOCTTA HA MAKJIUTAKCEN MOXKE JIa C€ YBEITHYH MPU YEPHOAPOOHO YBpEKIaHe,
npuiaraneto Ha Naveruclif Ha manueHTH ¢ 4epHOAPOOHO YBpeXkAaHe TPIOBa Ja ce H3BHPIIBA
npeanasiueo. [lanuenTrTe ¢ YepHOIPOOHO yBpEeXKIaHE MOTaT a ObJaT H3JI0KEHHU Ha TIOBUILICH PHUCK
OT TOKCHYHOCT, 0COOEHO MUETIOCYTIPECHS; TAKHUBA AIIMEHTH TPsIOBa 1a ObJaT BHUMATEIHO CICIEHH 32
pa3BHUTHE Ha TEKKa MUACIIOCYIIPECHSL.

Naveruclif He ce nmpenopbyuBa NpU MANMEHTH, KOUTO UMaT 001 OunupyouH > 5 x ['TH unu AST

> 10 x I'TH. OcBen ToBa, Naveruclif He ce nmpenopbuBa Npy NAIMEHTH C METACTAaTUYCH
aJICHOKApIIMHOM Ha MaHKpeaca, KOUTO MMaT YMEpeHa [0 TeXKa CTeICH Ha YePHOAPOOHO YBpEKIaHe
(o6mr 6mmmpy6oun > 1,5 x I'TH u AST < 10x ITH) (Bx. Touka 5.2).

KapanorokcuuHocT

Penku crmyyan Ha KOHT€CTUBHA Chp/ICYHA HEJAOCTATHYHOCT M JICBOKAMEPHA TUCHYHKITHS Ce
HaOo1aBar cpes JIMara, mojy4yaBalld YOBEIIKH CEPYMEH all0yMUH-TIaKIMTaKCceN Mo ¢popMara Ha
HaHouactuiy. [ToBeueTo nuia ca OmiM Mpeay ToBa eKCIIOHUPAHN Ha KapIUOTOKCHIHH JIEKapCTBEHU
MPOAYKTH, HAPUMEP aHTPALMKINHH, WU Ca HMAJIH TOAJIEkKAIO ChPAEYHO 3a00IIsBaHE.
CrnenoBaTesHo, JeKapuTe TpsiOBa CTPUKTHO Ja CIEAAT MalueHTuTe Ha jJedenue ¢ Naveruclif 3a
nosiBaTa Ha ChpIeYHHN CHOUTHSI.

Meracrasu B ITHC
EduxacHoctTa 1 6€30macHOCTTa Ha YOBELIKH CepyMeH aOyMUH-MIAKIUTaKcen noj gpopmara Ha
HAHOYACTHITM NIPH MAIIMCHTH C METAacTa3! B eHTpaHaTa HepBHA cuctema (LIHC) He e oneHsBaHa.

Meracrasure B LIHC, 00nKHOBEHO, HE ce KOHTPOIHMPAT JOOpE ChC CHCTEMHA XMUMHOTEPATIHS.

CroMalIHO-YpEBHHA CUMIITOMHU
[ManmenTy monyyaBaiy rajeHe, NOBpbIaHe U quapus ciiex npuiarane Ha Naveruclif morar ga 6paar
JIEKyBaHU ¢ OOMYaHO M3ITOJI3BAHNTE AaHTUEMETHYHH U aHTHIMAPUYHH CPEJICTBA.
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Hapyniienuns #a ounte

Nwma cpoOuienns 3a kuctouaeH MakysieH eqem (KME) npu nanmeHTH, IeKyBaHH ¢ YOBEIIKU CEPYMEH
an0yMUH-TIAKJIUTAKCEN 1oJ] (hopMara Ha HaHOYACTUIIM. [lalueHTHTe ¢ HAPYIIICHO 3peHue TPsIOBa
He3a0aBHO Jia Ob/IaT MOJTIOKEHH Ha ISUTOCTEH 0 TaIMOJIOTHYEH Iperien. B ciyyaii, ue ce
nuarnoctunupa KME, neuenuero ¢ Naveruclif TpsiOBa a ce nmpekparu u Jja ce 3arouHe MOIX0/sII0
nedeHue (BK. Touka 4.8).

[TarmmenTy Ha 75 rOAMHY U IIO-BB3PACTHHA

[Tpu mameHTH Ha BB3pacT 75 TONWHU | MO-BB3PACTHU HE € J0Ka3aHa Moj3a OT KOMOMHHUPAHOTO
JICUEHHUE C YOBEIIKU CEPYMEH aJIOyMHUH-NTAKIUTAKCEN 0/ (hopMara Ha HAHOYACTHUIIM U TEMITUTa0WH B
CpaBHEHHUE C MOHOTEpanusTa ¢ reMuutadus. [Ipuy MHOTO BB3pacTHU MAalMEHTH (> 75 TONMHM), KOUTO
MOJTyYaBaT YOBEIIKH CEPyMEH aJIOyMUH-TTAKIUTAKCEI TToN (popMaTa Ha HAHOYACTHIN U TEMIIUTAONH,
ce HaOJro/IaBa MMO-BUCOKA YE€CTOTA HA CEPUO3HH HEXKETaHH PEaKI[UK U HEXKEJIaHH PEaKI[UK, BOJCIIN 10
MIpEeKpaTsIBaHEe Ha JICYCHUETO, BKIIOUUTEITHO XeMaTOJIOTMYHa TOKCHYHOCT, iepu()epHa HEBPONATHS,
HaMaJieH aneTuT U aexuaparanus. [lannenTuTe ¢ aAeHOKapIIMHOM Ha MaHKpeaca Ha Bb3pacT 75
TO/IMHY U TO-BB3pacTHH TPsIOBa 1a ObJjaT BHUMATEITHO OIIEHEHH 32 CIIOCOOHOCTTA UM J1a TIOHecaT
Naveruclif B koMOWHaNuUs ¢ TEMIIUTA0MH, KaTo ce 00bpHE CIEIUATHO BHUMAaHUE Ha TAXHOTO
(DYHKIIMOHAITHO CHCTOSTHHE, CHITHTCTBAIIN 3200 ISIBAHHSI U TIOBUIIIEH PUCK OT MHQEKINH (BXK. Touka 4.2
u 4.8).

Hpyro

Makap ye uMa OrpaHHYEHH JaHHH, HE € JOKa3aHa sICHa TI0J13a OT IVIe/IHA TOYKA Ha YABKEHa 001Ia
NPEKUBIEMOCT P MAILMEHTH C aJJeHOKapLUHOM Ha mmaHkpeaca ¢ Hopmaiaau CA 19-9 Husa npenu
3ar0YBaHe Ha JICYCHUETO C YOBEIIKH CEPYyMEH a0yMHUH-TIAKIATAKCEN 10| JopMara Ha HAHOYACTHIN U
reMiuTaduH (Bxk. Touka 5.1).

Epnorunu6 He TpaOBa 1a ce npuiara eqHoBpeMeHHo ¢ Naveruclif u remuurabus (Bx. Todka 4.5).
ITomomHy BemecTsa

ToBa JilekapcTBO ChABPIKa Mo-Manko ot 1 mmol Hatpuit (23 mg) va 100 mg, T.e. MOXe J1a ce Kaxe, 4e
MPaKTHYECKN HE ChAbP)Ka HATPHUHL.

4.5 B3aumopeiicTBue ¢ APYIH JeKAPCTBEHHN NPOAYKTH U APYru ¢gopMu HAa B3aUMo/elicTBUE

MeTtabonu3MbT Ha MAKIUTAKCeN C€ KaTalu3upa OTYacTH Ype3 H30€H3UMUTE OT uuToxpom P450
nzoenzumute CYP2C8 u CYP3A4 (Bx. Touka 5.2). CiienoBarenHo, B orcbeTBHe Ha DK npoyuBane 3a
JIEKapCTBEHUTE B3aUMOJEHCTBHUS, € HEOOXOIMMO MTOBUIIIEHO BHUMAHUE NIPH IPUJIaraHeTo Ha
HaKJIWTaKCeJ ChIIBTCTBALIO C JEKapCTBa, 32 KOUTO € U3BECTHO, ye nHxubupat unu CYP2CS, nnn
CYP3A4 (Hamp. KeTOKOHA30JI ¥ JPYTH UMHUIA30JI0BH IPOTHBOT'BONYHU IPOAYKTH, EPUTPOMHUIIHH,
¢dyoxceTnH, reMpuOpo3uI1, KIONMUAOTPpell, HTMMETUANH, PUTOHABUD, CAKBUHABUD, HHIMHABUD U
HeJ(pUHABHD), THI KaTO TOKCHYHOCTTA Ha MAKJIMTAKCEN MOXe J1a ObJe IOBHIIEHA IOPaIX TTOBHIIIEHATA
eKCIIO3UIMs Ha nmaknurakcen. [IpunaraneTo Ha NaKJIMTaKces ChC CHIIBTCTBAIIM JIEKAPCTBA, 32 KOUTO €
n3BecTHO, ye uaayrmpar wim CYP2CS, wmn CYP3A4 (manp. pudammunms, kapbamMasenuH,
(dennTonH, edaBUpEHII, HEBUPAIIMH) HE C€ MPENOPbUBA, Thii KaTo e(h)UKACHOCTTa MOXKE J1a ObJe
KOMIIpOMETHpaHa IOpaayu HaMaJeHaTa eKCIIO3UIMA Ha MaKIUTaKCcedl.

[Maknurakcen U reMIUTa0UH HAMAT 001 METa0OIUTEeH MbT. KIMPBHCHT HA TTAKIUTAKCEN MPEIn
Bcuuko ce onpenens ot CYP2C8 u CYP3 A4 menuupan MeTabonnu3bM, OCIEABAH OT JKITbYHA
EKCKpEIHs, TOKATO TeMIIMTA0WH Ce MHAKTUBUPA OT LIUTUIMH J€AMHUHA33, TIOCIEIBAHO OT EKCKPEIHSI C
ypuHata. ®apMakOKHHETUYHHATE B3auMojeiicTBust Mexay Naveruclif n reMuuTabus He ca OlleHEeH!
TIpH X0pa.

IIpoBeneHo e eqHO PapMAKOKHHETHIHO NPOYUYBAHE C YOBEIIKH CEPYMEH aOyMHH-TTAKINTAKCEN TTOT
¢opmara Ha HAHOYACTUIM U KapOOIIATUH IPH MALUEHTH C HEeAPEeOHOKIEThYEH KapLIMHOM Ha Oenust
Jpo6. HsiMa KITMHUYHO 3HauUMU (papMaKOKMHETUYHH B3aUMOJEHCTBUS MEX/y YOBELIKHUS CEPYMEH
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aNOyMHH-TIaKITUTaKceN 1o opmMara Ha HAHOYACTHIIN M KapOOIUIaTHH.

Naveruclif e mokazaH kaTo MOHOTEpaIUs 3a KapIUHOM Ha T'bpJaTa MM B KOMOUHALIUS ¢ TEMIIUTA0HH
3a aJICHOKapIIMHOM Ha MaHKpeaca WM B KOMOMHAIUS ¢ KapOOIUTaTHH 32 HEAPESOHOKIETHUYCH KAPIIHHOM
Ha Oenus qpo6 (Bx. Touka 4.1).

Naveruclif He TpsiOBa 1a ce M3Moa3Ba B KOMOWHAIMS C JPYTH IPOTHUBOPAKOBHU CPE/ICTBA.

[lenuarpyuyHa momynamnus
HpOy‘IBaHI/IH 3a B3aMMOJEHUCTBHATA Ca MIPOBCIKAAHU CaMO IIPpH Bb3paCTHH.

4.6 DepruauTter, )peMEHHOCT H KbpPMeHe

KoHTpanenuus npu Mbxe u )KEeHH

JXenu ¢ nereponeH NOTEHIHAN TPsIOBa J]a U3IOI3BaT e(DeKTHBHA KOHTPALETIIH 10 BpeMe Ha
neyenueTo u A0 1 mecen cnen nedennero ¢ Naveruclif. Ha manueHTHTe OT MBXKKH 11071, JIEKYBaHU C
Naveruclif, ce npenoppuBa aa H3M0A3BaT e()EKTHBHA KOHTPALCIIIHS U Ja H305rBaT 3a4eBaHETO HA JETe
10 BpeMe Ha M IIECT Mecela Cle]] JICICHHETO.

BpemenHoct
Hma MHOTO OrpaHMYeHU IaHHU OT ynorpebara Ha MaKJIMTaKCeN 10 BpeMe Ha OPeMEHHOCT TPH X0pa.

ITono3upa ce, 4e MaKIUTAKCE IPUYNHABA CCPHO3HH BPOAECHU ManOpMaLUH, KOraTo ce mpuiara mo
BpeMe Ha OpeMeHHOCT. [Ipoy4BaHusITa IPU )KMBOTHH MTOKa3BaT PETIPOILYKTHBHA TOKCHYHOCT (BXK. TOUKA
5.3). Ilpu »eHH ¢ AeTepOeH MOTCHIMA TPsIOBa 1a ce HApaBH TECT 3a OPEMEHHOCT, IIPe/In aa
3anounar sieaerne ¢ Naveruclif. Naveruclif He Tpsi6Ba 1a ce mpuara 1mo BpeMe Ha OpeMEHHOCT H TIPH
JKEHH C JIETEPOJICH IIOTEHIMa, KOUTO HE M3M0J3BaT e()eKTHBHA KOHTPALIETILINS, OCBEH aKO
KIMHHYHOTO ChCTOSHUE HA MaiikaTa He M3UCKBA JICUCHHE C ITAKIUTAKCEIL.

Kopmene
[NaknuTakcen W/WiIM HETOBUTE META0OJIUTH CE EKCKPETUPAT B MIIIKOTO Ha TUTHXOBE B IIEPHO]] HA

nakrarus (Bx. Touka 5.3). He e M3BeCTHO anu makJinTakcen ce eKCKpeTupa B kbpmara. [lopaau
MOTEHIIMATHUTE CEPUO3HU HEXKETIaH! peakuu pu KbpMeHe, Naveruclif e mpoTuBomnokasaH B mepuoa
Ha KbpMeHe. KbpMeHeTo TpsiOBa ja ce mpeyCcTaHOBH 10 BpEMe Ha JICUYCHHUETO.

Peprunurer
YoBemKusIT cepyMeH all0yMHH-TIAKIUTAKCeN 1Mol (hopMara Ha HAHOYACTHIIA IPUYHHSIBA Oe3Iuionne y

MBXKHTE IUTBXOBE (BXK. TouKa 5.3). B3 ocHOBa Ha pe3ynTaTHTe NP KUBOTHH, MBKKHUST U YKEHCKHAT
¢depTunuteT Morat qa ObIat koMopomerupanu. [lanueHTHTe 0T MBXKH 10T TPOBa 1a ce KOHCYATHpPAT
OTHOCHO 3aMpa3sBaHETO Ha CIiepMa Mpeau JICUSHHETO, MOpaan BE3MOKHOCTTA 32 HeoOpaTuma
CTEpUITHOCT B pe3ynTar oT Tepanusita ¢ Naveruclif.
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4.7 EdexTu BbpXy cnoco0HoCcTTA 32 mo¢upaHe U padoTa ¢ MAIIMHA

[TaknuTakcen MOBIUsBa B MaJlka HJIM yMEpEHa CTeleH CIOCOOHOCTTa 3a modupane u paboTa ¢
ManmuHH. [TakauTakcen Moke Jja IPHYIHN HEKENTaH! PeakIuK KaTto yMopa (MHOTO YECTH) U
3aMasiHOCT (4€CTH), KOUTO MOTaT Jia OKaXXaT BIHMSHUE BBPXY CIIOCOOHOCTTA 3a modupane u padbora ¢
manmuHy. [TanenTuTe TpsOBa qa ObJAT MOCHBETBAHH J1a HE LIO(PHPAT U 1a He paboTAT ¢ MAIIUHU, aKO
C€ YYBCTBAT M3MOPEHH WM 3aMastHU.

4.8 HexesaHu JeKapcTBeHH peaKINU

Pe3rome Ha npoduia Ha 6€300aCHOCT

Haii-uecTuTe KIMHUYHO 3HAUUMM HEXKEJIaHU PEaKLUy, CBbP3BaHU C yIOTpeOaTa Ha YOBEIIKUS
cepyMeH anOyMHH-IAKIUTAKCeN Mox (hopMara Ha HAaHOYACTHIN MAKIUTAKCEN, Ca HEYTPOIICHHU,

nepudepHa HEBPONATHs, apTPAITHs/MUAITHA U CTOMAIIHO-UYPEBHU HapyILEHUS.

Hesxenmanu JIeKapCTBEHH PEAKIIMM B TAOJMYEH BUJ

B Tabnuma 6 ca m30poeHN HEXETaHNTE PEaKIiH, CBbP3aHH ¢ YOBEIIKH CEpyMEH aaOyMHH-
HaKJIUTaKces moj (popMara Ha HAHOYACTHIM KATO MOHOTEPAIHs IIPH BCUYKH J03H IPU BCHUKH
MOKa3aHus 110 BpeMe Ha KiMHu4HATE npoyuBanust (N = 789), yoBemku cepyMeH anOyMuH-
HaKJIUTaKces moj (opMara Ha HAHOYACTHIM B KOMOMHALIUS C TeMIIUTA0UH 32 aJJICHOKAPI[ITHOM Ha
MaHKpeaca OT KInHIUYHO rpoyuBaHe ¢aza I (N = 421), yoBemniku cepyMeH alOyMHH-TTAKIUTAKCE IO/
(dbopmaTa Ha HAHOYACTHLIM B KOMOMHAIIHA C KapOOIIaTHH 32 HeJPeOHOKIEThYCH KapLIUHOM Ha Oenust
Jpo0 ot kimHU4HO npoyuBaHe ¢asa [ (N = 514) u ot noctMapkeTHHroBaTa ynorpeoa.

Yecrorara e qeuHMpana kato: MHOro yectd (> 1/10), wectu (= 1/100 mo < 1/10), Hewectu (= 1/1 000
1o < 1/100), penxu (> 1/10 000 mo < 1/1 000), muoro peaxu (< 1/10 000), c HensBecTHa YecToTa (OT
HATMYHUTE JaHHU HEe MOXKe 1a Objie HanpaBeHa oueHka). [Ipu BCsIKO rpyHHupaHe Mo 4ecToTa
HEXKEJIAHUTE PEaKIiK ca U30POCHU B HU3XO/AIIL PEI IO OTHOIICHHE Ha TAXHATA CEPHO3HOCT.

Tab6auna 6: He:xkeslanu peakumnu, cboOLIEHH PH YOBEIIKH cepyMeH aJ0yMUH-NIAKJIMTAKCe] M0
¢opmMaTa Ha HAHOYACTHIH

Monotepanust (N = 789) Kom0unupana Kom0ununpana
Tepanus ¢ Tepanus ¢
reMuuTadMH KapOoILIATHH
(N=421) (N =514)

Nudexuuu v undecraumnu

WNndexuns, nadexus Ha
MMUKOYHUTE ITHTHINA, (DOJTHKYITUT,

Cemncuc, THEBMOHHS,
KaHK1/103a Ha

[THeBHOHMS, OPOHXHT,
MH(]EKII Ha TOPHUTE

HHQEKIHsA, XepIec 30CTep, MbONYHa
nHpekuus, HHPEKIus, CBbp3aHa ¢
KaTeThpa, MHPEKIHS Ha MSACTOTO Ha
HHKCKTUPaHe

Yecmu: WHQEKIHA Ha TOPHUTE AUXATeITHH yCTHaTa KyXHHa JUXaTeJHU ITbTHIIA,
II'BTUINA, KAHUI03a, CHHY3HUT UHQEKIUs Ha
MUKOYHHTE ITHTHIA
Cerncuc', HeyTponenuuen cerncuc', Cerncuc, KaHaU103a Ha
ITHEBMOHHS, KAaHTU1032 HA YCTHATA yCTHATa KyXHHa
KyXuHa, Ha30(apuHTUT, HENYIHUT,
Hewecmus: XepIiec CUMIUIEKC, BUPYCHA

Heonuazmu — 100poKkayecTBEeHN, 3JI0KAYeCTBEHH 1

HeonpeeaeHH (BKJI. KUCTH U MOJHITH)

Heuecmu:

TyMopHa HEKpO3a, METaCTaTU4HA
OoJKa

Hapyumienusi Ha KpbBTA U JUM(pHATA CUCTEMA
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Muozo Cymnpecust Ha KOCTHHS MO3BK, Heytponenus, Heytponenus”, \
wecmu: HEYTPOIIEHUs, TPOMOOLIUTOIIEHUS, TPOMOOLIUTONIEHHS, TPOMOOLIUTONIEHHS,
AHEMHUsl, JICBKOMCHUSI, IUMGOTICHNS | aHeMHS AHEMMS, IeBKOTICHHST
®eOpuitHa HEYTPOTICHUS [Tanuuronenus DebdpunHa
Yecmu: HEYTpPOIEHMUS,
auMdoneHus
TpomboTHuHa ITanmuronenus
Heuecmu: TpOMOOLIUTOIICHUYHA
IIypIypa
Peoku: [Tanmuronenus
Hapyuienusi Ha HMYHHaTa cucTeMa
CBpPBXUYBCTBUTEIHOCT JlexapcTBeHa
Heuecmu: CBPBX4yBCTBUTEIHOCT,
CBPBXUYBCTBUTEITHOCT
Peoxu: TeKKa CBPHXUYBCTBUTEHOCT'
Hapymenusi Ha MeTa0doJIM3Ma M XpaHEHETO
Muozo AHopexcus O06e3BonHSBAHE, Hamanen anerut
wecmu: HaMaJIeH aneTHT,
XUIIOKaJIMeMHUs
Yocmu. OO06e3BonHABaHE, HAMAJIEH AIIETHUT, O0e3BonHABaHE
XUIOKaJIMEeMHUs
Xunogocharemus, 3a1bpKaHe HA
TEYHOCTH, XUII0AT0yMHUHEMHUS,
Heuecmu: TTOJTUANTICHST, XUTICPTITKE M,
XUIOKAJIIUEMUS], XUITOTITUKEMUS,
XHUIIOHATPUEMHUSL
C CHHIPOM Ha TyMOpeH pasnan’
Heusgecmua
uecmoma
IlcuxuyHM HApPYIIEHHS
Mmnoeo
yecmu:
Yecmu: Jenpecusi, ”HCOMHHSI, TPEBOKHOCT
Heuecmu: besnokoiicTBO MHcomHuA
Hapyuienusi Ha HepBHATa cHUCTEMA
[epudepna HeBponarus, [epudepna [epudepna
Miozo HEBPOIATHsI, XUIIOECTE3MS, HeBpOIaTHs, HEBPOMATHS
] rapecTe3ust 3aMasiHOCT,
yecmu:
n1aBoOoHe,
JIN3rey3ust
[epudepna cenzopHa HEBpoOMATHS, 3aMastHOCT,
3aMasgHOCT, nepudepHa MOTOpHA raBobonue,
Yecmu: HEBPOIIATHsI, aTaKCHs, TIIaBodoue, JIU3Tey3ust
CETHBHO CMYLICHHE,
COMHOJICHTHOCT, IU3Tey3Hs
[NonuueBponarus, apedekcus, [Napanmza Ha Bell
CHHKOII, 3aMaiiBaHe MpH U3MPaBIHE,
Heuecmu: JIVCKHHE3Us, XUIOpeIIeKCHs,
HEBpaJIrus, HeBpoaTU4YHa O0JIKa,
TpeMop, 3ary0a Ha CETHBHOCT
C MHoxecTBeHa napaan3a Ha
HeuzgecmHa | KpaHMATHH HEPBH'
uecmoma:

Hapyumenusi Ha ouuTe
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3aMbITIEHO 3peHHE, TIOBUIIIEHA [ToBumiena 3aMBbIVIEHO 3peHHE
Yecmu: JaKpUMallus, CyX0 OKO, CyX JaKpuManus
KEPAaTOKOHIOHKTHBHUT, Ma/1apo3a
Hamanena octpota Ha 3peHHeTo, Kucrounen makynen
IIPOMEHEHO 3pEHHE, Ipa3HEHE B enem
Heuecmu: ouute, OOJIKA B OUMTE,
KOHIOHKTHBHT, HAPYILIEHO 3pEHUE,
MIPYPUTYC HA OUUTE, KEPATUT
Peoxu: Kucrouaen mMakyneH enem’
HapymeHnusi Ha yX0T0 M Ja0OUPUHTA
Yecmu: CBeToBBpTEXK
Heuecmu. TunuTyC, 60JIKa B YXOTO
ChbpaeyHu HApylUIeHUsI
ApuTMUSL, TAXUKapaus, Konrecrusna
Yecmu: CYNpaBeHTPHUKYJIApHA TaXUKAPIHS ChbpleYHa
HEeO0CTAaTh4YHOCT,
TaXUKapIus
CobpraedeH apecT, KOH€CTHBHA
ChpJleuHa HelOCTaTbYHOCT,
Peoxu: JeBOKaMepHa AuC(hyHKIUS,
aTPMOBEHTPHKYIAPEH 60K,
Opaaukapaus
CbaoBu HApYLIEHUSs
Yeemu: Xuneptonus, TuMdoeem, XUIOTOHHS, XUIMOTOHMUS,
3auepBsiBaHe, TOpEIlU BbJIHU XHUIIEPTOHUS XHUIIEPTOHHS
Heweemu: XUIOTOHUSA, OPTOCTATHYHA 3auepBsBaHe 3auepBsiBaHe
XHUIIOTOHUS, TeprudepHa CTyIeHHHA
Peoku: Tpombo3a
PecniupaTopHu, rpbAHU U MeIMACTUHAJTHU HAPYIIEHUS
Muozo JucnHest, JucnHes
wecmiL: eTHICTaKCHC,
KallIuLa
UHTepcTHINATIeH THEBMOHHT, [IHeBMOHMT, Ha3ajaHa | XeMONTHU3a,
Yecmu- JMCITHES], eMUCTaKCHe, papHHro- KOHTeCTHSA eMHICTaKCHC, Kalluluia
JapuHreaiHa 0onka, Kaluluua,
PHUHHT, pUHOpEst
Benoapodna embonust, 6enonpoden | Cyxo rbpino, cyxora B | [ITHeBMOHHT
TpoMOOEMOOIHU3BM, TUICBPAJICH HOCa
W3JIUB, AUCIHES IPU YCHUIIHE,
. KOHT'€CTHs HAa CUHYCHUTE, HaMaJIeH!
Heuecmu:
JIIXaTeIHU 3BYLH, TPOAYKTHBHA
KallIMLa, aJlepruYeH PUHUT,
MIPECUTTHATIOCT, Ha3aJIHa KOHTECTHS,
CyXOTa B HOCa, XpHIIOBE
C [ape3a Ha TIaCHUTE CTPYHH'
Heusgecmua
uecmoma:

CroMaliHO-4YpeBHH HAPYIIEHHs

Mnoeo
yecmu:

Huapwusi, moBpblIane, rajaeHe, 3amnek,
CTOMATHT

Juapwust, moBpbIIaHe,
rajicHe, 3arlek,
KOpeMHa 0oJIKa,
0oJika B TOpHATa 4acT

Ha KOpeMma

[Jwuapus, noBpbIIane,
rajieHe, 3areK
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Yecmu:

lactpoesodareanna pedmykcHa
Oosecr, AucIercus, KopeMHa 00Jika,
aboMMHAIHA JTUCTEH3Hs, OOJIKa B
rOpHAaTa YacT Ha KOpema, OpajiHa
XHUIIOECTE3Ns

UpeBHa 00CTpyKLHS,
KOJIUT, CTOMATHT,
CyXOTa B yCTaTa

CTOMAaTHUT, JUCIICTICHS,
nucgarus, KOpeMHa
Oomka

Hevecmu:

PexranHo xbpBeHe, aucharus,
(bnatyneHys, II0COANHMS, CyX0Ta B
ycrara, 00JIka BbB BEHITUTE, KalllaBH
M3MpakKHEeHus1, e30darut, 0oiKa B
J0JTHATa 9acT Ha KOpeMa, YiIeparun
B ycrara, 0oJika B ycrara

Xenaro-OWJIMapHu HAPYUICHHU S

Yecmu:

XOJIaHTUT

XunepouaupyouHeMus

Heuecmu:

XenaroMerajus

Hapyuiennsi Ha K0’KaTa M MOJKOKHATA ThKaH

Mmnozeo
yecmu:

Anorenusi, 0OpuB

Anornenusi, 0OpuB

Anornenusi, o0OpuB

Yecmu:

IIpypuryc, cyxa koxa, HapyIIeHHe
Ha HOKTHUTE, EPUTEMA,
MUTMEHTAIUS/TIPOMSIHA B I[BETA HA
HOKTHUTE, XUIIEpIIUTMEHTALs Ha
KOYKaTa, OHMXOJIN3a, IPOMEHU Ha
HOKTHTE

IIpypuryc, cyxa
KOXa, HapyIlIeHUE Ha
HOKTHTE

[Ipypuryc, HapyeHue
Ha HOKTHUTE

Heuecmu:

Peaxiyist Ha POTOUYBCTBUTEIHOCT,
ypTHKapHsi, 00JKa 1Mo KoXara,
TeHepa3uPaH MPyPHUTYC, CHPOSII]
00puUB, HapyIIEHHU Ha KOXKaTa,
HapyIICHHE HA MUTMEHTALUITA,
XHIIEPXUIPO3a, OHIXOMAIEe3a,
epUTeMaTo3eH o0puB,
reHepa3upaH 0OpyB, TEPMaTHT,
HOIIHO MTOTEHE, MaKyJI0-TIalyJI03¢eH
00pHB, BUTHIIUTO, XHIIOTPHX03a,
00JIe3HEHOCT Ha HOKBTHOTO JIETJIO,
JUcKoM$opT B 001acTTa Ha
HOKTHTE, MaKkyJI03¢H 00pHB,
TaIya03eH 00pUB, KOXKHA JIe3Us,
OTHYaHE Ha JIMIETO

Excdonmanus Ha
KOXara, aJiepruicH
JIEPMAaTHT, YPTUKAPHS

Mnozo
peoxu:

Cunzpom Ha Stevens-Johnson',
TOKCHYHA EITHIepMaJTHa HEKpOoIIn3a'

C
Heusgecmuda
uecmoma:

CuHapoM Ha naJMapHO-IIJIaHTapHa

epHTpOHHCCCTeSHﬂl’ 4,

cKIepoaepMust’

Hapyumienusi HA MYCKYJIHO-CKeJIETHATA CHCTEMA M CheAMHUTETHATA ThKAH

Mnoeo ApTpanrus, MUAITU ApTpanrus, MUAITHs, | ApTpanrusi, MHAJITHS
yecmu: 0oJika B KpailHUK
Bonka B repba, 601Ka B KpaltHUK, MyckynHa cnabocr, Bbonka B rep0a, Oonka
Yecmu: 0oJKa B KOCTUTE, MyCKYITHH 00JIKa B KOCTUTE B KpalHUK, MyCKYJTHO-
Kpammu, 00JKa B KpalHHK CKeJIeTHa OoJKa
Bornka B rppaHaTa cTeHa, MyCKY/IHA
ciabocT, O0oJKa BBB Bpara, O0JIka B
Heweemu. cllabuHATE, MyCKYJTHH CIIa3MH,

MYCKYJTHO-CKeJleTHa 0oitka, 00JKa B
XbJI00Ka, TUCKOMGOPT B
KpalHHITE, CIab0CT B MYCKYIIHTE

Hapyumienusi Ha 0bOpenTe 1 NMKOYHUTE MbTHINA
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Ocrtpa 0B0peuHa

Yecmu:
HEIOCTaThYHOCT
Xemarypus, qu3ypus, NOJakuypus, | XeMOIUTHUYHO-
Heuecmu: HOKTYpUsI, OJIUYPHsl, ypUHApHA YpPEMUYEH CUHIPOM

MHKOHTHUHCHII U

HapymieHusi Ha Bb3NPOU3BOIUTEIHATA CHCTEMA M I'bpAaTa

Heuecmu:

| bonka B repaara

OO0mu HapyleHus M e)eKTH HA MACTOTO HA MPUJIOKEHHEe

YMopa, ACTCHMUS, TUPEKCUA

YMopa, acTeHus,

‘YMmopa, acteHus,

Mnoeo MUPEKCHS, nepudepeH exeM
yecmu: nepudepeH enem,
CTYII€HU TPBIIKU
Hepasnonoxxenue, neraprus, Peakuus na msicroro | ITupekcus, 6onka B
ciabocr, nepudeper exem, Ha nH]y3UATa obmacrtra Ha rBpANTE
Bh3MAJICHHE Ha JIMTaBHIIUTE, OOJIKa,
Yecmu: BKOYaHsBaHe, e/IeM, HapyLIeH
(dyHKUIMOHANEH cTaryc, 00JKa B
o0nacTTa Ha I'bpIUTE,
I'pUNONOA00HO CHCTOSHUE,
XHUIMEPIUPEKCHSI
Huckomdopt B obnactra Ha Br3nanenue Ha
IBPIUTE, HAPYIIIEHA MTOXOJIKA, JIUTaBUIINATE,
MOJlyBaHe, peaKiys Ha MACTOTO Ha eKCTpaBa3alus Ha
HMH)KEKTHpaHe MSCTOTO Ha
Heuecmu: uH)y3UATA,
Bb3MAJICHUE Ha
MSICTOTO Ha
nHQy3usiTa, 0OpHUB Ha
MSCTOTO Ha HH(Y3UATa
Peoxu: EkctpaBazarus
HN3zcaenBanus
ITonmxeHo Ternno
Mmnoeo ’
wecmi: MIOBUIIIEHA aJJaHUH
amuHoTpaHcdepasa,
[ToHmxeHo Teryo, MoBUIIeHA [loBumena acnaprar | [ToHmxeHo Tervo,
aJlaHNH aMHHOTpaHcpepasa, amMuHOTpaHc(epasa, | MOBHUINICHA aTaHUH
MOBHILIEHA acrapTar noBuIIeH OmMpyOuH | amMmHHOTpaHCc(epasa,
aMuHOTpaHchepasa, MOHmKCH B KPBHBTa, TIOBUIIICH MOBHIIICHA acriapTar
Yecmu: XEeMaTOKPHT, IOHWKEH Opoii KpPEaTHHUH B KPbBTa | aMHHOTpaHc(epasa,
€pUTPOLIUTH, IOBUIIEHA TEIEeCHa MIOBHIIEHA aJIKaJIHA
TEMIIEpaTypa, OBUIIEHA docdarasza B KpsBTa
rama-riyTaMuiITpaHcdepasa,
MOBHIIICHO HUBO Ha aJIKaJTHATa
¢docdaraza B KpbBTa
IToBuieHO KPBHBHO HANATAHE,
MTOBHIICHO TETJIO, IIOBUILIEHA JIAKTAT
JeXuIporeHasa B KpbBTa, NOBUIIEH
Heueemu: KpEaTUHHH B KPBBTA, IIOBUILICHO

HUBO Ha IIIIOKO3a B KPBBTA,
MOBHIIICHO HUBO Ha (hocdop B
KPBBTa, MOHWKEHO HUBO HA KaJIui B
KpBBTa, MOBHIIIEH OMIHPYOHH

HapaHﬂBaHl/lﬂ, OTPpaBAHUA M YCI0KHCHU S, BbZHUKHAJMU B PE3yJITAT HA HHTCPBCHIIMU

Heuecmu:

KonTy3us

Peoxu:

@DEeHOMEH Ha paJlMallMOHHATA [aMeT,
pagualMOHEeH MHEBMOHUT
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! KakTo e cho6IIeHO [IPH TOCTMAPKETHHIOBOTO HAGIIOEHHE Ha YOBEIIKH CepyMeH an0yMUH-TIaKIIMTakces o (popmara Ha HAHOYACTHLIM 32
MH)KEKTHPAHE.

2 YecToTaTa HA THEBMOHMTA € M3UUCIIEHA Bb3 OCHOBA Ha COOpHUTE NaHHU OT 1310 NanuenTu B KIMHUYHY NPOYYBaHHUS, MONy4aBALIH
YOBEIIKH CEPyMEH all0yMUH-NIAKIUTaKceN 1101 (JopMaTa Ha HAHOYACTUIIM MOHOTEPAIHs 33 KAPLMHOM Ha I'bP/aTa U 3a JAPYTH MOKA3aHHUS.

? Ha Gasara Ha 1a00OPAaTOPHU OLIEHKH: MAKCHMAJIHA CTETIEH Ha MUENOCYTIPECHS (JIEKYBAaHATA MOMYIIALHs).

* TIpu HSKOM NIALMEHTH C NPE/MIIHA eKCIIO3UIKS Ha KalleLUTaOHH

Onwucanue Ha I/I36D3.HI/I HCXKCJIaHU PpCAKIINNU
Ta3u Touka CbAbpiKa Hal-4eCTUTE U KIIMHUYHO 3HAYMMH HEXKeJIaH! pe€akunu, CBbP3aHu C YOBCUIKHU
CEPYMECH aJ'I6y'MI/IH-HaKJ'II/ITaKCGH nona (bopMaTa Ha HAHOYACTUIIX 3a UHKCKTHUPAHE.

Hexenanure peaxiuu ca olieHeHH npH 229 nalnueHTH ¢ MeTacTaTW4deH KapIiMHOM Ha I'bpaTa,
neKyBaHH ¢ 260 mg/m” YoBEIIKU cepyMeH anbyMHH-TIAKINTaKceN Mo popMaTa Ha HAHOYACTHITN
BE/IHBK Ha BCEKU TPH CEAMUIM B OCHOBHOTO (haza III kmmHu4HO mpoyuBaHe (MOHOTEpaNHs ¢ YOBEIIKH
cepyMeH ajJOyMHUH-NaKJInTaKces noj opmara Ha HAHOYACTHUIIN).

Hexenanure peaxiuu ca oueHeHH npu 421 manueHTH ¢ METacTaTU4eH Pak Ha MaHKpeaca, KOUTO ca
JIEKyBaHHM C YOBELIKH cepyMeH aJOyMHUH-IaKInuTaKcen noj Gopmara Ha HAHOYACTUIIM B KOMOUHALUS C
remiutabus (125 mg/m? yosemku cepyMeH an0yMUH-TIAKIMTAKCEN Mo (opMaTa Ha HAHOYACTUII B
KOMOMHanus ¢ remMiutabus npu no3a 1 000 mg/mz, npuiarana B AeH 1, 8 u 15 ot Bcexu 28-qHeBeH
IUKBI) 1 1pu 402 manueHTH, JIeKyBaH! ¢ TEMINTa0HH KaTO MOHOTEPAITHSL, TOyYaBally ITbPBa JIHUS
Ha CUCTEMHO JICYCHHE 32 METaCTaTHUEH aJCHOKAPIIMHOM Ha aHKpeaca (YOBEIIKH CepyMeH aJOyMUH-
MaKJIUTaKcelN noja opMara Ha HAHOYACTHIIH/TEMITUTAONH).

OreHeHH ca HeXKeJNaH! peakiuu npu 514 nanueHTn ¢ HelpeOHOKIIEThUEH KaplnHOM Ha Oenus Apo0,
KOUTO Ca JICKYBaHHU C YOBEIIKU CEPYMEH aIOyMHH-TTAKITAKCEI o/ (hopMaTa Ha HAHOYACTHIIH B
KoMOuHanus ¢ kap6ommatud (100 mg/m? yoBemky cepyMeH anOyMHUH-NaKIMTaKceN Hoj hopmara Ha
HAHOYACTHUIIH, NTpHIarad Ha ieH 1, 8 u 15 oT Bceku 21-aHEBEH MUKBI B KOMOMHANINSA C KapOOIJIaThH,
MpUIaraH Ha JieH | OT BCEKH LUKBI) B PaHAOMUZUPAHO, KOHTPOJIUPAHO KIMHUYHO H3nUTBaHe (a3a 11
("JoBemku cepyMeH anOyMUH-TIAKIATAKCeN 1moJl (jopMara Ha HAHOYACTHIIN/KapOOTUIaTHH).

Crpo01ueHara OT NalMeHTUTE TAKCAaHOBA TOKCUYHOCT € OLICHEHa ¢ IIOMOILTa Ha 4-Te MOACKANIU Ha
BBIIPOCHUKA 33 TakcaH! Ha DyHKIIMOHATHA OlleHKa Ha MpoTHBOpakoBara Tepanus (Functional
Assessment of Cancer Therapy (FACT)-Taxane questionnaire). C moMornra Ha aHaJIM3 C MHOTOKPAaTHH
n3MepBaHus 3 oT 4-Te nozckany (mepudepHa HeBponarusi, 00JIKa B phlieTe/cThIallaTa U CIIyX) ca B
0J13a Ha YOBEUIKH CepyMeH aOyMHUH-MIAKINTaKcen 1noj Gpopmara Ha HAHOYACTUIIM U KapOOIIaTHH

(p £0,002). 3a ocrananara nojckaia (efieM) HIMa pa3lika B paMeHara Ha JieueHUe.

Ungpexyuu u ungecmayuu

Yosewku cepymer aioyMun-nakaiumaxcen noo popmama Ha HaAHOUACMUYU/2emyumadun

Cercuc ce cpo01aBa ¢ yecToTa 5 % Ipu NalUeHTH ChC WK 0€3 HeyTPONEeHHs, II0JIy4aBaJld YOBELIKH
cepyMeH ajnOyMUH-TIaKIIMTaKces moj] popMara Ha HAHOYACTHUIIM B KOMOUHAIS C TeMIIUTAOWH, 1O
BpeMe Ha IMPOBEXKIaHETO HA U3NUTBAHE NP MaHKpeaTHyeH aleHoKapuuHoM. OT 22 ciyyast Ha CeTcHc,
CHOOLIEHHU NPH MALUEHTH, JIEKYBaHHU C YOBELIKU CEPyMEH al0yMUH-NIAKIUTaKCel 1101 popMara Ha
HaHOYACTUIM B KOMOWHALIMSA C TEMIUTA0NH, 5 UMaT JeTaleH U3X0A. YCIOKHEHUATA, JbJDKAIH Ce Ha
MOAJISKAINUS KapLIMHOM Ha [TaHKpeaca, 0COOEHO JKIbYHA OOCTPYKLUS UM HAJIMYUE HA JKITbYEH CTEHT,
Ce ONpeNeNAT KaTo 3HAYMMHU JOTPUHACAIIN (HaKTOpU. AKO HIKOW MAalMEHT cTaHe (peOpusieH
(1He3aBuCUMO OT Opost HEYTPOPUIIH), 3aIIOYHETE JEUEHUE C IUPOKOCHEKThPHU aHTHOHOoTHLH. [IpH
(beOpuHa HeyTPOIICHHST BPEMEHHO cIipeTe mpuiiokeHneto Ha Naveruclif u remuutabuH, 10Karo
Tpeckara npemune 1 ABH > 1500 kieTku/mm?®, clie]] K0eTo Bb300HOBETE JIeYEHHETO TIPH HAMAJIEHH
JTI030BU HUBA (BXX. Touka 4.2).

Hal)VWEHMﬂ HAa Kpvema u JzuMd)Hama cucmema

Monomepanus ¢ uogewiku cepymer andyMUH-Nakaumaxcen noo opmama Ha HAHOYACMUYU—
Memacmamuien KapyuHom Ha 2bpoama
[Ipu marueHTH ¢ METacTaTUUEH KApIIMHOM Ha I'bpjaTa Hail-u3sBEHUAT 3HAUUM XEMATOJIOTHUCH
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TOKCHYEH eekT e HeyTporeHus (chobIieHa mpu 79 % oT manueHTuTe), HO € Omia Obp30 oOpatuma u
JI0303aBUCHMA; JIEBKOIIEHHUs € choOuieHa npu 71 % ot nanmenture. Heytponenus 4-ta crenen (< 500
KJIeTKi/mm?) ce mosiBsiBa MpH 9 % OT MAlMEHTHTE, JIEKyBaHH C YOBEIIKU CEPYMEH abyMUH-
NaKJIuTaKcen noj Gopmara Ha HaHoyacTuiy. OeOpuiTHa HEYTPOIICHHUS e TOSBSIBA MTPU YETHPUMA
NAllMEeHTH Ha YOBEIIKH CEpyMEH all0yMMH-IIaKJIUTaKCceN oA (opMaTa Ha HAHOYACTHLIU. AHEMHUS

(Hb < 10 g/dl) e nabnronaBana mpu 46 % OT NAIIMEHTUTE HA YOBEIIKH CEPYMEH all0yMHUH-TIAKITUTAKCEI
noj popmara Ha HaHOYACTUIM U e Omna Texka (Hb < 8 g/dl) B Tpu ot cinyuaure. Jlumdonenus e
HaOmonaBaHa pu 45 % OT NaleHTuTe.

Yosewku cepymer aroymMun-nakaiumaxcen noo ¢popmama Ha HaHoyacmuyu/eemyumaoun

B Tabnuma 7 ca gajieHu 4ecToTara U TEKECTTa Ha XEMATOJIOTUYHUTE JJAOOPATOPHO OTKPUTH aHOMAJTHH
MIpH MAIUEHTH, JIKYBaHH C YOBEIIKH CepyMEH al0yMHH-TIAKIMTAKCeN 1Mo/ (hpopMara Ha HAHOYACTHIIN B
KOMOMHAIMA C TEMIIMTAONH WIIA C TEMIIMTAOWH.

Ta6auna 7: XeMaToJIOTHYHH JJA00PATOPHO OTKPUTH AHOMAJIUM B H3NMUTBAHETO NPH
aJleHOKAPIMHOM Ha NaHKpeaca

Yopewku cepymMeH aJJOyMHH-
NaKJIUTaKces nox ¢popmara Ha

nanouactuuu (125 mg/m?)/ Temuuradun
reMIUuTA0uH
Crenenn 1-4 Crenen 3-4 Crenenn 1-4 Crenen 3-4
(%) (%) (%) (%)
Anemus™® 97 13 96 12
Heyrponenus *° 73 38 58 27
TpomGouuToneHus ™" 74 13 70 9

* 405 mauueHTH, OLICHEHH B IPyIara, JeKyBaHa C YOBEIIKH CEpyMEH all0yMMH-TIAKIHTAKCEN 10 (opMaTa Ha HAHOYACTULIH/TEMIUTA0HH
5388 maiuenTH, OLIEHEHH B TPyMaTa, IeKyBaHa C TeMIUTa0HH
404 mauueHTH, OLEHEHH B IPYIAara, JIeKyBaHa C YOBEIIKH CEpyMEH allOyMUH-IIAKIHTAKcel 01 (JopMaTa Ha HAHOYACTULM/TEMIUTA0OHH

Yosewku cepymer aioymMun-nakiumaxcen noo ¢opmama Ha HAHOYACMUYU/KapoonIamun
[To-4ecto ce choOMaBa 32 aHEMUSI U TPOMOOIIUTONICHHS B PAMOTO Ha YOBEIIKU CEPYMEH a0yMHH-
MaKJIuTaKcen noj GpopmMara Ha HAHOYACTUIIM U KapOOIIaTuH, OTKOIKOTO Ha Taxol u kapOomnmaTux
(cvotBeTHO 54 % cnpsimo 28 % u 45 % cupamo 27 %).

HaDVWEHu}Z HAa HepeHama cucmema

Mounomepanus ¢ wogewiku cepymer andyMun-naxiumarcen noo opmama Ha HaHOYACMUYY —
memacmamuyen KapyuHoM Ha 2bpoama

OO0110 B3€TO, YECTOTaTa U TEXKECTTa HAa HEBPOTOKCUYHOCT MPU MALMEHTUTE, JIEKyBaHU C YOBEIIKU
cepyMeH ajn0yMHH-TIAKITUTAKCceN Mo (opMara Ha HAaHOYACTHIM € no303aBucuMa. [lepudepua
HeBpomnaTus (IpeIuMHO 1-Ba MM 2-pa CTENEeH CeH30pHa HeBpoINaTHs) e HabmonaBaHa mpu 68 % ot
MaIMEeHTHTE, JIEKYBaHH C YOBEIIKH CEpyMeH al0yMHH-TIaKIUTaKceN mof (opmMara Ha HAHOYACTHIIY,
kaTo 10 % ca 3-Ta cTeneH U He € UMaJo clydau 4-Ta CTEIeH.

Yosewku cepymer aioymMun-nakaiumaxcen noo oopmama Ha HAHOUACMUYU/2eMyumaoun

3a nmanueHTy, JIKyBaHH ¢ YOBEUIKH CEpyMeH allOyMUH-TIAKIIUTAKCeN 1Moj] popMara Ha HAHOYACTHUIIH B
KOMOWHAIKS C TeMUIUTAa0NH, MeJJiaHaTa Ha BPEMETO 10 IbPBOTO Bb3HUKBAHE Ha 3-Ta CTENEH
nepudepna HeBponarus e 140 nau. Menuanara Ha BpeMeTo 10 rmogoOpeHne ¢ moHe 1 crermeH e

21 aHM, a MEIMaHATa HA BPEMETO JI0 MOI00peHHe OT 3-Ta cTereH nepudepHa HeBponarus o crerneH 0
unu 1 e 29 nuu. OT nanueHTUTe ¢ Je4eHue, IpeKbCHATo nopaau nepudepHa Hespomnarus, 44 % (31/70
MAIMEHTH) ca OUJIM B ChCTOSHHE J1a B30OHOBST IPUIIOKEHUETO HA YOBEIIKH CEPyMEH aiOyMuH-
HakJIuTakces noa popMara Ha HAHOYACTHIH 33 HH)KEKTHPaHe P HamaieHa a03a. Hiama nauuenT,
JICKyBaHH C YOBEIIKH CEPYMEH aJIOyMHH-IIAKIIUTAKCeN oA (opMara Ha HAHOYACTHIM B KOMOMHAIINS C
reMuuTabuH, ¢ 4-Ta cTeneH nepudepHa HeBPOMATHSL.

Yosewku cepymer aioymMun-nakaiumaxcesn noo ¢opmama Ha HAHOUYACMUYU/KapOOnIamun
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[Tpu manmenTH ¢ HenPeOHOKIIEThUEH KapIIMHOM Ha Oelust [po0, IEKYBaHU C YOBEIIKH CEPYMEH
an0yMuH-TIAaKIUTaKceN Mo popMaTa Ha HAHOYACTULM U KapOOIIaTHH, MEAMaHaTa Ha BPEMETO J10
I'bPBO Bb3HUKBAaHE Ha CBbp3aHa C JieueHUeTo nepudepHa HeBponatus 3-ta crened e 121 quu, a
Me/IMaHaTa Ha BpeMeTo J10 MoJOOpeHHe OT CBhP3aHa C JeUeHUeTo nepudepHa Hepponarus 3-Ta
cterneH 0 1-Ba creneH e 38 nHu. Hsima nanueHTH, 1eKyBaHH C YOBEIIKHU CEpyMeH aja0yMHH-
MaKJIUTaKceN moj popMaTa Ha HAHOYACTUIM U KapOOIUIaTHH, MOMY4YHIH nepudepHa HeBponarus 4-ta
CTeIleH.

Hapywenus na ouume

ITo BpeMe Ha MOCTMAPKETHHIOBOTO HAOIIOACHHIE MIMA PEKH ChOOIIEHNUS 32 HAMaJICHa OCTPOTa Ha
3pEHHUETO, JbJKAIlla Ce Ha KUCTOUIEH MaKyJeH eeM, [0 BpeMe Ha JICYEHHUETO C YOBELIKH CepyMEH
an0yMHUH-TIaKIIUTaKCeN o opMaTa Ha HAHOYACTHIM (BXK. IMAKIATAKCEN (BXK. ToUKa 4.4).

Pecnupamopnu, epvonu u meduacmunainy HapyuleHus

Yosewku cepymer aioymMun-nakaiumaxcen noo popmama Ha HAHOUYACMUYU/2eMyumaoun

[THeBMOHHUT ce choOIIaBa ¢ yectora 4 % mpu yrnorpeda Ha YOBEIIKH CepyMEH all0yMUH-TIAKIIUTaKCeT
noz (hopmara Ha HAHOYACTHLM B KOMOMHAIMS ¢ TeMiuTadbud. OT 17-Te ciiyyas Ha THEBMOHMUT,
CHOOLIECHHU NPH MALIMEHTH, JIEKYBaHHU C YOBELIKU CEPYMEH al0yMUH-NIaKIMTaKCel 1o popMara Ha
HaHOYACTUIM B KOMOWHALIMA C TeMUUTA0MH, 2 UMaT JeTaneH usxoa. HabmonasaliTe BHUMATEIHO
NAlMEeHTUTE 3a IPU3HALM U CUMIITOMH Ha THEBMOHHT.

Cren KaTo M3KIIOYHTE HHPEKIMO3HA €THOIOTUS M IOCTABUTE AUATHO32 THEBMOHUT, OKOHYATEITHO
npeycraHoBete JieueHreTo ¢ Naveruclif u remuutabuH u He3a0aBHO 3all0YHETE MOAXOSINO JIEUSHUE U
MOJTBP>KAIIN MEPKH (BX. Touka 4.2).

Cmomawino-4pesru HapyuleHus

Monomepanus ¢ uogewiku cepymer andyMuH-nakaumaxcen noo popmama Ha HAHOUACMUYU —
Memacmamuier KapyuHom Ha ebpoama
INanene ce nosiBsiBa npu 29 % OT manueHTHUTe, a fuapus npu 25 % OoT mauueHTUTe.

Hapywenus na xoocama u NOOKONCHAMA MbKAH

Monomepanus ¢ wogewiku cepymer anOyMuH-naxiumarcen noo Gopmama Ha HAHOYACMUYY —
Memacmamuyer KapyuHoM Ha 2bpoama

Agnonenus ce HaOmonaBa rnpu > 80% 0T NaLlMEHTUTE, JIEKyBaHU C YOBEILIKU CEPYMEH aJl0yMHUH-
HaKJIUTaKces noj (popMara Ha HAHOYACTHIH 38 HH)KEKTHpaHe. [loBe4eTo OT MPOsIBUTE HA aJIOMELHs
BB3HUKBAT [TO-MAJIKO OT €IMH MECeIl CJIe]] 3alI0YBaHe Ha YOBEIIKH CEPYMEH aOyMHH-ITAKIATAKCEI
noj popmara Ha HaHOUacTUIM. OueBuieH Koconaa > 50% ce ouakBa Mpu MHO3UHCTBOTO MAIUEHTH,
KOUTO HOJyYaT aJoIeIHs.

HaDVWEHu}Z HAa MYCKYJIIHO-CKe/lemHama cucmema u CbeOUHUMENHAMA MbKAH

Mounomepanus ¢ wogewku cepymer anOyMun-naxiumarcen noo popmama Ha HaHOYACMUYY —
Memacmamuier KapyuHom Ha ebpoama

Aprtpanrus ce mosiBsBa 1pu 32 % OT NMaIMeHTUTE Ha YOBEIIKH CEPyMEH alIOyMHH-TIAKIATAKCEl IO
(dbopmaTa Ha HAHOYACTHULIM U € OmIia Texka npu 6 % ot ciryyaute. Muanrus ce nossssa npu 24 % ot
MANMCHTHTE Ha YOBEIIKH CepyMEH aJOyMHUH-TIAKJINTAKCeN o (hopMara Ha HAaHOYACTHIM U € Omta
Texka pu 7 % ot cirydaute. CHMITOMHTE OOMKHOBEHO Ca MPEXOIHH, Hali-4eCTO ce MOSABSIBAT TPH JHH
CJlesl IpUIaraHe Ha YOBELIKU CepyMeH al0yMHH-NaKIUTaKcel o1 ¢popMara Ha HAHOYACTHULH U
OT3ByuaBar B paMKHUTE Ha CEIMHLA.
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067/141/[ HapyuweruAa u €d7€KmM HA MACMONMOo HA npujilodcerue

Mounomepanus ¢ wogewiku cepymer andyMun-naxaumarcen noo opmama Ha HAHOYACTUYU—
Memacmamuyen KapYUHOM Ha 2bpoama
Actenus/Ymopa e cpobmiena npu 40 % oT nanueHTure.

IlequaTpryHa NOIyJIaIus

[IpoyuBanero BkmrouBa 106 naunentu, 104 oT KOUTO ca NeAUATPUUHU MALMEHTH HA Bb3PacCT OT 6
Mecena 1o mox 18 roguau (Bk. Touka 5.1). Beeku manueHT e u3nuTan nmone 1 HexenaHa peakiusl.
Hati-uecto cho0IIIaBaHUTE HEXKETAHU PEAKIIUU Ca HEYTPOIICHUS, aHEMUSI, JIEBKOTICHUS M IUPESKCHSL.
Cepro3HH HeXeNlaH!W Peakiuy, ChOOIIeH! IPY TIOBeYe OT 2 MalMeHTH ca MUpeKcus, 0oka B Ibpoa,
nepudepeH 0TOK U ToBphIIane. He ca ycTaHOBEHHM HOBU CUTHAIH 32 0€301MaCHOCT B OTPAHUYCHHS
Opoil Ha meMaTPUYHU NAIUCHTH, JIEKYBaHH C YOBEIIKH CepyMeH al0yMHUH-TIAKIUTaKCeN o hopmara
Ha HAHOYACTHIIN U MPOQIIBT Ha O€30MACHOCT € CXO/IEH C TO3U Ha Bh3pacTHATA MOIyJIAIHs.

CroblaBane Ha OJO3UPAHN HEKEIAHH PEAKIINH

Cpo0maBaHeTo Ha MOJO3UPAHH HEXeTaHU PEaKIlHU CJIe pa3pellaBaHe 3a ynorpeba Ha JeKapCTBeHUs
HPOAYKT € BaykHO. ToBa [MO3BOJIsIBA A MPOIBIDKH HAOIIOACHHETO HAa CHOTHOLICHHUETO MOJI3a/PUCK 33
JIeKapCTBEHHS MPORYKT. OT MEIUIMHCKHUTE CIICMAIMCTH Ce M3UCKBA J1a ChOOIIABAT BCsKA ITOA03UpaHa
HEXeJTaHa peakLus uype3 HallMOHAIHa CHCTeMa 3a Cho0IaBaHe, mocoueHa B [Ipunoxenue V.

4.9 Ilpeno3upane

Hsima u3BecTeH aHTHIOT IPH MPENo3upaHe ¢ MAKIUTAKCceN. B ciaydail Ha mpemo3upaHe NalueHThT
TpsiOBa n1a ObJie HAONFOIaBaH MHOTO BHUMATENHO. JleueHneTo TpsiOBa 1a Objie HACOYCHO Cpelry
O4YaKBAHUTC OCHOBHU TOKCUYHUN C(I)CKTI/I, KOHUTO Ca CynpeCus Ha KOCTHUA MO3bK, MYKO3UT U
nepudepHa HEBPOIATHSL.

5. G®APMAKOJOTMYHU CBOMCTBA
5.1 ®apmakonIMHAMUYHU CBOICTBA

®apmakoreparneBTHYHA Ipyna: AHTHHEOIUIACTHYHH CPEJICTBA, PACTUTENHH aJIKaIOUAN U JPYTH
npuponHu npoxykru, takcanu, ATC xon: LO1CDO1

MexaHu3bM Ha JICHCTBHE

[MaknuTakcen € aHTUMUKPOTYOYJTHO CPEACTBO, KOETO IOTPUHACS 32 ChOMpaHEe HA MUKPOTYOYIUTE OT
JIUMEpHY Ha TyOylIMHA ¥ CTa0MIIM3Upa MUKPOTYOYIINTE KaTo BB3IPETATCTBA AeMoIuMepu3anusita. Ta3u
CTAOMITHOCT BOJU J10 MHXMOUPAaHe HAa HOPMATHOTO JMHAMUYHO PEOPraHU3UpaHE HA MUKPOTYOyHaTa
MpEeKa, KOETO € JKU3HEHO BaXKHO 3a MHTep(azaTa ¥ MUTOTUYHUTE KIIeThUHU GyHKIMU. OCBEH TOBa
MaKJIATAKCEN MPeJ3BUKBa 00pa3yBaHe Ha aHOPMAITHU PEIOBE WITH ,,CHOMIOBE” OT MUKPOTYOYIIH 110
BpeMe Ha KJIEThYHHS IMKBJI U MHOXECTBO aCTepHH 00pa3yBaHUsl OT MUKPOTYOYJIH 110 BpeMe Ha
MHTO3ara.

Naveruclif cbabpika cepyMeH alOyMHUH-TIAKIUTaKCe oA (popMaTa Ha HAHOYACTHUIIM C TPUOTU3UTENICH
pazmep 180 nm, KBIETO MAKIUTAKCENT MPUCHCTBA B HEKPHUCTAITHO, aMOppHO cherostHne. [pn
WHTPaBEHO3HO NPUJIOKEHUE HAHOUACTULIUTE Ce pas3mnajar Obp30 Ha pa3TBOPUMH, CBbP3aHH € alOyMUH
KOMIDIEKCH TTaKJIUTaKceN ¢ mpudnusuteneH pazmep 10 nm. M3BecTHO €, 4e andyMUHBT MeaUpa
SHJI0TEeITHATa KaBEOIapHA TPAHCLIUTO3a Ha IIa3MEHHUTE ChCTABKHU U in Vitro MPOyUBAHHUATA IIOKA3BAT,
Yye HAJIMYMEeTO Ha aJI0yMUH-TIAaKJIMTAKCEll YBeIUYaBa TPAaHCIIOPTa Ha MAKIUTAKCeN IPe3 eHJ0TeTHUTE
kierku. [Ipenmnonara ce, 4e Taka yBeIMIEHHAT TPAHCCHAOTENICH KaBEOJIAPEH TPAHCIIOPT C& METHHpPA
ot gp-60 anbyMuH peLenTopa 1 4e CTaBa yBEIMYEHO KyMyJHpaHe Ha MaKIMTaKces B 30HaTa Ha
TYMOPa, TBJDKAII0 ce Ha aJ0yMHUH-CBBP3BAIIHS [IPOTEHH — CEKPETHPaH KHCEN IPOTEenH, Oorar Ha
nuctenH (Secreted Protein Acidic Rich in Cysteine, SPARC).
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Knuanyna edbukacHOCT 1 6€30aCHOCT

Kapyunom na evpoama

Januute ot 106 manueHTH, NOAJIOKEHN Ha JIBE OTBOPEHU IPOYUBAHUS C €JHO TEPAIIEBTUYHO PAMO U
oT 454 nanuenTy, JeKyBaHU B panroMusupano, ®aza 1l cpaBHUTEIHO NPOyUBaHe, NOAKPEIAT
MPUIATaHeTO Ha YOBEIIKH CepyMeH all0yMUH-TIAKIUTaKCeN Mo opMara Ha HAHOYACTUIIH
MaKJIMTaKceI3a MeTacTaTUYeH KapLUUHOM Ha rbpaaTa. Ta3u nuadopmanus e npeacTaBeHa mno-1oa7y.

Omeopenu npoyu8anus ¢ eOHo MmepanesmuyHo pamo

IIpu eqHOTO OT IPOYUBaHUATA, YOBEIIKH CEpyMeH aja0yMHUH-IaKJIuTaKcenl 1noj opmara Ha
HAHOYACTHIM € TIpuIarad karo 30-mMunyTHa uHQY3HUs B 1032 175 mg/m?” Ha 43 manuenTy c
MeTacTaTHYeH KaplMHOM Ha Ibpata. [Ipy BTOpPOTO H3MUTBAHE € M3MOJI3BaHa J03a oT 300 mg/m? kato
30-muHyTHa MHQY3HA IpH 63 TaMEHTH C METaCTaTHIeH KapIUHOM Ha rppaara. [lannenture ca
JIeKyBaHH 0e3 MPeABAPUTEIIHO CTEPOUIHO JCUCHUE WIH TUIaHupaHa noaabpskama tepanus ¢ (G-CSF).
[MuknuTe Ha IeYeHHE ca NpUJIaraHy Ha 3-ceqMUYHM uHTepBaiau. CTelneHTa Ha OTTOBOpa IIPU BCUYKHU
MAIMeHTH, ChOTBETHO, € Ouna 39,5 % (95 % JAU: 24,9 %-54,2 %) u 47,6 % (95 % AU:

35,3 %-60,0 %). Menuanara Ha BpeMeTO JI0 TIporpecus Ha 3abonssaneto e 5,3 mecena (175 mg/m?;
95 % JIU: 4,6-6,2 mecena) u 6,1 mecena (300 mg/m?; 95 % JIU: 4,2-9,8 mecera).

Panoomuzupano cpasnumenno npoyusane

ToBa MHOTOILIEHTPOBO U3MHUTBAHE € IIPOBECHO MU NMAIUEHTH ¢ METACTATUUEH KapIlIMHOM Ha I'bpAaTa,
KOHUTO Ca JeKyBaHH BCEKH 3 CEAMUIIM C MAKIMTAKCEN, CAMOCTOSTENHO, MM KaTO MaKIUTAKCEN pa3TBOp
175 mg/m?, npuaran kato 3-uacopa HH(Y3Hs ¢ IPEMeIMKALHM, 32 [1a ce H30erne
cBpbxdyBcTBUTENHOCT (N = 225), nnu nop opMara Ha YOBEIIKU CEPyMEH alOyMHH-NAKIUTAKCEN 0]
dopmara Ha HanouacTuM 260 mg/m?, npusaran kato 30-MuHyTHA HHY3Us €3 NpeMeTuKaIus

(N =229).

lecTaecer n yeTHpH NMPOIIEHTA OT MAMEHTHUTE ca UMaH yBpeneHo oomo cbetosHue (ECOG 1 unm
2) npu BKJIIOUBaHE B IPOy4YBaHeTo; 79 % ca MMasiu BUCLIEpaIHU MeTacTasy, a 76 % ca umanu > 3
MecTa ¢ MeTacTasu. UeTupuHaIeceT NPOIeHTa OT MAlMEHTUTE HE Ca MOJTy9aBajy Mpeay TOBa
xumuoTepanust; 27 % ca nony4aBaiayd XMMHOTEpPAIUs caMo ailoBaHTHO, 40 % ca nomydaBaiu
XUMHOTEpanus caMmo 3a Meractas, a 19 % u 3a meracraswm, u amoBanTHo. [lernecer u neser
MIPOIIEHTA OT MAIlUEHTHUTE Ca MOJIy4aBaly [IPOYUBAHMsI JIEKAPCTBEH MPOAYKT KaTo BTOPA WM CIIEBAILA
cliesl BTopaTa JMHUS Ha JleueHue. CeleMaeceT U cejeM NPOoLeHTa OT IallMeHTUTe ca OWIn peny ToBa
€KCIIO3UPAaHU Ha aHTPALUKINHH.

Pe3y.]'ITaTI/ITe 3a 061ua YCCTOTAa HA OTTOBOP HaA JICUCHHUETO U BpEME 10 MPOrpeCust Ha 3a60H${BaHeT0,
KaKTO U IPECKUBAEMOCT 6e3 Iporpecus 1 MpeKUBsIEMOCT 3a NAIIMECHTH, KOUTO Ca I10Jly4YaBaJiid >
1°2-1MHUs Ha JICYEHME ca ITOKa3aH! O-A0ITy.

Tabauna 8: Pe3yaraTu 3a 00111a 4eCTOTAa HA OTTOBOP KbM JIEYeHHETO, METHAHA HA BPEMETO 10
nporpecusi Ha 3a60JISIBAHETO H MPEKUBIEMOCT (€3 POrpecusi, Ciope/ OLlEHKATa Ha
H3CJIe0BaTes

IIpomennuga 3a Yogewmku cepymMeH ITaknurakcen pa3TBop p-CTOHMHOCT
epuKacHOCT anbymuH-nakaurakcen nox | (175 mg/m?)

(opmaTa Ha HAHOYACTHLIU

(260 mg/m?)
Yecmoma na omeosop na newenuemo [95 % JAU] (%)
>1-" nuHUS Ha 26,5 [18,98; 34,05] (n= 13,2 [7,54; 18,93] (n=136) 0,006"
JIeYCHHE 132)

*Meoduana na epememo 00 npoepecus Ha 3abonasanemo [95 % JIH] (ceomuyu)
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[Ipomennusa 3a Yogerku cepyMeH [TaknuTakcen pa3TBop p-cToMHOCT

e(ukacHoCT anbymuH-nakaurakcen nox | (175 mg/m?)

(hopmaTa Ha HAHOYACTHIIN

(260 mg/m?)
>1-"* muHUA HA 20,9 [15,7;25,9] (n=131) | 16,1 [15,0; 19,3] (n=135) 0,011°
JieYeHHe

*Meoduana na npesicussemocm bes npozpecusi [95 % JIH] (ceomuyu)

>1- jimns Ha 20,6 [15.,6;25,9] (n=131) | 16,1 [15,0; 18,3] (n=135) | 0,010°
JICUCHUC

*[pescussiemocm [95 % JIU] (ceomuyu)

>1-™ iHus Ha 56,4[45,1;76,9] (n=131) | 46,7 [39,0; 55.3] (n=136) | 0,020°
JICUCHUC

“Te3u JaHHM Ce OCHOBABAT HA JIOKIIAJa OT KIMHUYHOTO npoyusane: Anenaym CA012-0, ¢ okoHuatenHa nara (23 mapr 2005 1)
@ Xu-KBajpar TecT
® JlorapuTMHU4HO TPaHCHOPMUPAH PEHKOB TECT

JIBecra aBajieceT U JeBET MalMEeHTH, JEKyBaHU C YOBEIIKH CEpYMEH al0yMHH-ITaKJIUTAKCEI IO
(opMaTa Ha HAHOYACTHLIU B PAHJOMHU3HPAHOTO, KOHTPOJIMPAHO KIMHIUYHO M3MHUTBAHE, Ca OLICHIBAHU
3a 6e3onacHOCT. HeBpOTOKCMUHOCTTa HA YOBELIKH CEpyMEH allOyMUH-NAKInTaKcen oy gopmara Ha
HAHOYACTHUIIH € OLICHSIBaHA ITOCPEICTBOM MTOJJOOPEHHE OT €IHA CTETICH MPH TAIUeHTH, KOUTO ca UMallil
nepudepHa HeBponaTus 3-Ta CTeleH, B KOWTO U Ja € MOMEHT OT Ilepuoa Ha jieueHuero. He e
OLIEHABAH U I10 Ta3U IPUYMHA OCTaBa HEU3BECTEH €CTECTBEHUAT X0/ Ha IeprdepHaTra HeBpOIaTus 10
OT3BYUYaBaHETO i JI0 M3XOAHOTO HUBO, BCIEACTBHE Ha KyMYJIaTHBHA TOKCUYHOCT Ha MaKIUTAKCEN CIIeN
> 6 Kypca Ha JIeueHHe.

AdenokapyuHom Ha nankpeaca

IIpoBeneHo € MHOTOLIEHTPOBO, MHOTOHAIIMOHATHO, PAaHAOMHU3UPAaHO, OTKPUTO NpoydBane npu 861
MaIMeHTH 3a CpPaBHsIBaHE HA YOBEUIKH CEpyMeH anOyMUH-AKIUTaKcen oy ¢popmara Ha
HaHOYaCTULM/TeMIUTA0UH CIIPIMO MOHOTEpAIMs ¢ TeMIUTAa0MH KaTo IbPBa JIMHUS Ha JICYEHUE TIPH
MalMeHTH ¢ METaCTaTHYEH aJICHOKapPLIIMHOM Ha MmaHKkpeaca. YOBEIIKUAT cepyMeH aOyMUH-
nakJIuTaKces noj GpopMara Ha HAHOYACTUIM € mpuiarad Ha nanuenture (N = 431) kaTo HHTpaBeHO3HA
uH(y3Us B Ipobikenue Ha 30-40 MuHyTH ¢ 032 125 mg/m?, ocyie1BaH OT FeMIMTabKH KaTo
MHTpaBeHO3HA MH(Y3Us B Npoabkenue Ha 30-40 munyTH ¢ 1032 1 000 mg/m’, npunarana B 1en 1, 8
u 15 or Bceku 28-1HeBeH UKbI. B paMoTO Ha j1eueHue Cbc CPaBHUTENHUS IPOAYKT, FEMIIUTa0NH KaTo
MOHOTepanus e npuiarad Ha nmanueHTuTe (N = 430) B CbOTBETCTBHE C MPENOPBUUTEIHUTE 1032 U
cxema. JleueHHeTo e npunaraHo Jo Nporpecus Ha 3a00JIIBaHeTO WM pa3BUTHE HAa HENPUEMIIMBA
TokcrmyHOCT. OT Becnuknte 431 manuenTy ¢ aqeHOKapIHOM Ha TaHKpeaca, paHIOMU3UPaHU da
MOJTy4aBaT YOBEIIKU CEpyMEH aJI0yMUH-TaKIUTaKCel o popMaTa Ha HAHOYACTHUIM B KOMOMHAIINSA C
reMuuTabuH, MHO3UHCTBOTO (93 %) ca Genn, 4 % ca uepHokoxu u 2 % ca a3uariy. 16 % umar
¢dynkmonanen craryc no Kaprogceku (Karnofsky Performance Status, KPS) 100; 42 % umat ®CK
90; 35 % umar ®CK 80; 7 % umar ®CK 70; u < 1 % ot manmenture umar ®CK nmox 70. ITanmenTu ¢
BHCOK CBPJIEYHO-CHJIOB PUCK, aHAMHE3a 3a Iepr(pepHO apTeprUaHo 3a00IsIBaHe H/WIN HAPYLICHHUS Ha
CheJMHUTENHATa ThKaH, 1/UIH HHTEPCTULMATIHO 0enoApoOHO 3a00sIBaHe ca N3KIIIOUYEHH OT
MPOYYBAHETO.
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[TanmeHTHTE MOTydYaBaT JEUCHHE C MEMaHa Ha IIPOABIDKUTEIHOCT 3,9 Mecena B paMOTO Ha YOBEIIKH
cepyMeH ajnOyMHH-TIAKIIUTAKCeN mof (opMara Ha HAHOYACTHLW/ TeMIUTA0UH U 2,8 Mecela B paMOTO
Ha reMuuTabuH. 32 % OT MalMeHTUTE B PaMOTO Ha YOBELIKU CEPYMEH aJI0yMUH-TIaKIUTAKCE 0
¢dbopmaTa Ha HAHOYACTHLU/TeMIIUTAOKH B cpaBHEHHE C 15 % OT manuMeHTHTe B paMOTO Ha FeMIIUTA0UH
MOTy4YaBaT 6 WIH [OBeYe Mecela JeueHre. 3a JIeKyBaHaTa IOITyJIalis MeIHaHaTa Ha OTHOCHTEITHHS
WHTEH3UTET Ha J03aTa 3a TeMIUTa0uH € 75 % B paMOTO Ha YOBEIIKH CEpYMEH aji0yMHH-TIAKIUTAKCE
nox (opmara Ha HAHOYACTHLM/TeMIUTAa0NH U 85 % B paMOTO Ha reMUUTaOMH. MeanaHara Ha
OTHOCHTEITHHSI MHTEH3UTET Ha J103aTa Ha YOBEIIKH CepyMeH ajiOyMHUH-TIaKIIMTaKcen mnoj gopmara Ha

HaHouactuiy e 81 %. Meauanara Ha KyMyJIaTUBHATA /1033 TeMIIUTA0WH, PUIIOKEHA B PAMOTO Ha
YOBEIIIKH CEPYMEH anOyMUH-TIaKIuTaKceN noj Gpopmara Ha HaHOUYacTUIM/ TemiuTaduH (11 400
mg/m?), e H0-BHCOKA B CPaBHEHHUE C paMOTO Ha remMuuTabun (9 000 mg/m?).

ITepBH9HAaTa KpaifHa TOUKa 3a epuKacHOCT ¢ obmara npexussiemoct (OI1). OCHOBHUTE BTOPHYHHU
KpaifHu TOYKH ca npexussieMocT 0e3 nporpecus (I1BI1) n o6ma yectora Ha otroBop (OYO), Kato
JIBETE Ca OLIEHEHM Ype3 He3aBUCUM, LICHTPAJIEH, 3acJIeNIeH PaIuOoJIOrMUeH IIPerie] ¢ pujlarade Ha
nacokute Ha RECIST (Bepcus 1.0).

Ta6auna 9: PeyaraTu 3a epukacHOCT OT paHIOMHU3UPAHO MPOYYBaHE MPU MALNHEHTH C
aJeHOKAPIHHOM HA MaHKpeaca (momyJjauus intent-to-treat)

Yogeukn cepyMeH aa0yMuH- I'emuuTadun
NaKJIuTaKceJ noj (popmara Ha (N=430)
HaHouyacTuuu (125 mg/mz)/reMunTaGm{
(N=431)
O011a npexUBAEMOCT
bpoii cmbpTHE cayyau (%) | 333 (77) 359 (83)

Meauana Ha oOmiara

MPEXKUBACMOCT, MECCLIN
(95 % JI)

8,5 (7,89; 9,53)

6,7 (6,01; 7,23)

KPa-aa (95 % N)*

0,72 (0,617; 0,835)

P-croitoct®

<0,0001

HpO]_[eHT Ha IIPEKUBICMOCT
% (95 % JI) Ha

1-Ba roguHa 35 % (29,7; 39.,5) 22 % (18,1; 26,7)
2-pa roamHa 9 % (6,2; 13,1) 4% (2,3;7,2)
O6Tiua MIPEKUBIEMOCT Ha 14.8 114
75™ mepcenTtnin (Mecer)
IIpesxkuBsieMocT 6e3 mporpecust
CMBpT WK nporpecus, n 277 (64) 265 (62)

(%)

Mennana Ha
MPeXKHUBIAEMOCTTA O3
nporpecusi, meceuu (95 %

A1)

5,5 (4,47; 5,95)

3,7 (3.,61; 4,04)

KPa (95 % W)’

0,69 (0,581; 0,821)

P-croitroct®

< 0,0001
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O011a YecTOTAa HA OTTOBOP

[ToTBBpAEH bJICH UIN

YacTW4eH 001 OTTOBOP, N 99 (23) 31(7)
(%)

95 % U 19,1; 27,2 5,0; 10,1
paa/pg (95 % AN) 3,19 (2,178; 4,662)

P-croliHocT (xu-xBagpar tect) | < 0,0001

JIM = nosepurenen unteppai, KPa+c/c= koeUIMEHT Ha PUCK HA YOBEIIKH CEpyMEH alOyMUH-NIaKIIMTaKce 1o/ opMara Ha HAHOYACTHIIN
+reMIUTa6HH/TeMIMTaGuH; PA+G/PG = CHOTHOIIEHHE Ha YECTOTATA HA OTFOBOP Ha TOBENIKH CEpPyMEH albyMUH-TIAKIHTaKCeN Toj Gopmara
Ha HAHOYACTULIM/FTeMIUTa0MH/TeMIINTaOuH.

* crpatudunupan Moen Ha Cox 3a IIPONOPIHOHATHO HAPACTBaHE HA PHCKA.

8 cTparuduuMpan J0rapuTMUYHO TPAHC(GOPMUPAH PEHKOB TECT, CTpaTuduuupan no reorpadeku peruonu (CeBepHa AMepHKa CpsMO
npyru), KPS (70 no 80 cipsimo 90 1o 100), 1 Hanu4dKe Ha Y4epHOAPOOHM MeTacTa3H (Jja CIpsiMO He).

Nwma craructriecku 3HauUMO mooopenue Ha Ol nmpu nanueHTHTe, JIeKyBaH! C YOBEIIKUA CEPYMEH
an0yMUH-TIAKJIMTAKCEN 1MoJ| (hopMara Ha HAHOYACTUIN MAKIUTAKCEN/ TEMIIUTA0NH, CIIPSIMO
FeMIUTA0MH CaMOCTOATEHO, ¢ 1,8 Mecena moBuienne Ha Mmeauanara Ha OIl, 28 % o01o HaManeHune
Ha pHCKa OT CMBPT, 59 % nonoOpeHue Ha CTeNeHTa Ha €AHOTOAMIIIHATA IPeXUBIeMOcT U 125 %
MoJJ0OpEHNE Ha CTENeHTa Ha IByTOAMIITHATA IPEKUBSIEMOCT.

®urypa 1: Kpusa na Kaplan-Meier 3a o0mara npe:xkussieMocT (momyJianus intent-to-treat)

1,0+
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ChOTHOMEHHE HA MPeAKHBASMOCT
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(TIT B pHCK)

ABX/GEM: 431 357 269 16% 108 &7 40 27 16 9 1 1 1 0
GEM: 430 340 220 124 &9 40 26 15 7 2 1 0 o

Bpese (Mecern)

Edexrure Ha neuennero Bepxy OIl ca B moi3a Ha paMOTO Ha YOBEHIKH CEpyMeH aln0yMUH-
MaKJIUTaKces moA (popMara Ha HAHOYACTHIM HAKIUTAKCE/TeMIIUTA0UH P MOBEYETO OT
MpeIBapHUTEITHO ONPEICIICHUTE TOArPyIH (BKItouuTenHO 1o, KPS, reorpadcku pervoH, mbpBHYHO
MECTOHAXOXKACHUE Ha KapIIMHOMA Ha MMaHKpeaca, eTall [PY IOCTaBsIHeTO Ha AUarHo3ara, Haln4nue Ha
YepHOAPOOHU METACTA3!1, HAIMYUE Ha IEPUTOHEATHA KAPLIUHOMATO03a, IPEAX0XKIAIa IPOLEeaypa 110
Whipple, Hanuaue Ha XIJIBYCH CTEHT Ha H3XOJHOTO HUBO, HATMYHE Ha 0EI0IpOoOHN MeTacTasu 1 Opoi
MecTa ¢ MeTacTasu). 3a HalUeHTH > 75-TOMuIHA B3PacT, B pAMEHATa Ha YOBEIIKU CEPYMEH
aOyMHH-TIAKITUTaKCeN 1o (hopMaTa Ha HAHOYACTHIIN/TEMIIUTA0HH M TeMIIUTA0NH, ChOTHOIICHUETO
Ha pucka (HR) na npesxxussemoct e 1,08 (95 % AU 0,653; 1,797). 3a naneHTH ¢ HOPMAJTHU U3XOJHH
CA 19-9 nuBa, HR na npexussiemocr e 1,07 (95 % AN 0,692; 1,661).
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Nma cratuctrdaeckn 3naunmo nopodpenne Ha [1BI1 npu manmeHTH, TEeKyBaHU C YOBEUIKH CEPyMEH
an0yMHH-TIaKJIUTaKceN oA GopmaTa Ha HAHOYACTHLIN/TEMIIUTa0NH, CIIPSIMO FeMIUTA0NH
CaMOoCTOSTENHO, ¢ 1,8 Mecena noBuiieHne Ha Menuanara Ha [1BI1.

Heopebnoxnemvuen xapyunom na benus opoo

[IpoBeneHo € eHO MHOTOLIEHTPOBO, PAaHAOMHU3UPAHO, OTKPUTO MpoyuBaHe mpu 1 052 HenekyBaHU €
XUMHOTEpaI¥s MalueHTH ¢ He[peOHOKIIEThUEH KaplMHOM Ha Oenus apo6 craauit [TIb/TV.
[Ipoy4uBaHeTO CpaBHSBA YOBEIIKH CEPYMEH aIOyMHH-TIAKITUTAKCEN Mo/ (hopMaTa Ha HAHOYACTHIIN B
KOMOWHAIHMs ¢ KapOOIJIaTHH CHPSAMO MaKJIUTaKCeI Pa3TBOp B KOMOMHAIMS ¢ KapOOIUIaTHH KaTo TbpBa
JIMHUSA Ha JIeYeHHUe Ha MAIMEeHTH ¢ HallpeaHal HelpeOHOKIEeThbUeH KapLuHOM Ha Oenus 1po6. Han

99 % ot mauueHTUTe UMaT PyHKIHOHATHO cheTosiHKe o ECOG (M3TouHa koonepaTuBHa
onkonornyna rpymna — Eastern Cooperative Oncology Group) 0 unu 1. [TanmenTute che
ChHIIECTBYBAIlla HEBPOIIATHS CTEIICH > 2 VI CEPHO3HI METUIIMHCKH PUCKOBH (DaKTOPH, 3acsrarii
HSKOM OT OCHOBHHTE OPTaHHU CUCTEMH, Ca U3KIIOYeHU. YOBELIKHUAT CepyMeH al0yMHH-TIaKIUTaKCE
o/ popMara Ha HAHOYACTHUIM € Tpriiaran Ha manueHTure (N=>521) nox ¢opmara Ha HHTpaBEeHO3HA
uH(y3us B npoabokeHue Ha 30 munyTH ¢ 1032 100 mg/m2 Bauu 1, 8 u 15 ot Bceku 21-IHEBEH UKD
0e3 mpeMearKalys CbC CTEPOUAN U 6e3 MPOoMIIaKTHKA C IPAHYJIOLUT-KOJIOHUOCTUMYIHpAL (paKTop.
Bennara crien 3aBbpiiiBaHe Ha MPUIOKEHHETO HA YOBEIIKH CEPYMEH aJIOyMHH-TIAKITUTAKCEI TIO]T
(bopmaTa Ha HAHOYACTHULIM € IPUIIOKEH UHTPaBEHO3HO KapOormaruH ¢ go3a AUC = 6 mgemin/ml camo
B 7eH | oT Bceku 2 1-nHeBeH nukbi. [lakaurakcen pa3TBop e npwitarad Ha nanpentute (N=531) ¢ go3a
200 mg/m’ mox hopMaTa Ha MHTPaBEHO3HA MH(Y3HUs B MPOIBIKEHHIE Ha 3 Yaca ChC CTaHapTHA
IIpeMeIuKalys, I0C/IeIBaH BeJHara oT KapOoIIaTuH, NpUIOXKeH nHTpaBeHo3Ho pu AUC = 6
mgemin/ml. Besiko ekapcTBo e mpuaraso B ieH 1 oT Bceku 21-aHeBeH nuKbi. U pu qeete pamena
Ha [POYYBAHETO JICYCHUETO € IIPUJIaraHo A0 MPOorpecHs Ha 3a00JIsIBAHETO UIIH J0 Pa3BUTHE Ha
HEeTpUEeMJINBa TOKCHYHOCT. [lanimeHTHTE Mony4yaBaT cpeiHoO 6 IUKBIa Ha JICYCHUE U B IBETE paMeHa Ha
MIPOYYBAHETO.

[IppBUYHaTa KpaliHa TOYKA 32 €(PUKACHOCT € 00IIaTa 4YecTOTa Ha OTTOBOP, Je(UHUPAH KaTo MPOLEHTA
OT MAaLMEHTUTE, KOUTO ca MOITYyYMId 0OEKTUBHO MOTBBPACH ITbJIEH OTTOBOP MM YACTUYEH OTTOBOP Ha
6a3ara Ha HE3aBUCHUM, LIEHTPAJICH, 3aCJeleH paauoaorudeH npenies ¢ nsnonssane Ha RECIST
(Bepcust 1.0). [TanmeHTUTE B paMOTO Ha YOBEIIKM CEPYMEH a0yMUH-TIAKIUTAKCeN 1Mo popMara Ha
HAHOYACTHUITH/KapOOIIaTHH UMAT 3HAYMMO ITO-BUCOKa 00II[a YeCTOTa Ha OTTOBOP B CPAaBHEHUE C
NalMEeHTHTE B KOHTPOIHOTO pamo: 33 % crupsmo 25 %, p = 0,005 (Tabnuua 10). Hanuue e 3Hauntenna
pasJinka B o0l1aTa yecToTa Ha OTTOBOP B paMOTO HA YOBEIIKU CEpYMEH ajl0yMHUH-TIAKIUTAKCEI 0]
¢dbopMaTa Ha HAHOYACTHIIN/KapOOIUIATHH B CPABHEHHE C KOHTPOIIHOTO PaMO TIPH MAIUSHTHTE C
HepeOHOKJIEeThYEeH KapLUHOM Ha Oenus 1pod cbe ckBamo3Ha xuctoiorusd (N=450, 41 % cnp. 24 %,
p<0,001), HO Ta3u paznuka He ce u3passsa B paznuka B [IBI1 nmu OI1. Hama paznuka B OHO mexay
paMeHara 3a JieyeHue NPpH NalMeHTH ¢ HeckBaMo3Ha xuctonorus (N=602, 26% cmp. 25 %, p=0,808).

Taoanua 10: O0ma yecToTa Ha OTTOBOP B PAaHAOMM3UPAHO H3NIMTBaHe NIPU Helpe0HOKJIeTbYeH
KAPUMHOM Ha Oesinsi 1pod (momyJjanus intent-to-treat)

Yopewmku cepymen | Ilakaurakcen pasTsop
aNGyMHuH- (200 mg/m? Ha Bceku
NMAKJIUTAKCE M0/ 3 ceamuun)
dopmara na + kapOomIaTuH
(N=531)
HAHOYACTUIH
(100 mg/m?/cenmuua)
+ kapOomiaTuH
I[MapameTsp 3a epukacHoct (N=521)
O01ma yecToTa Ha OTrOBOP (HE3aBHCHM MperJien)
IloTBBpAEH IIbJICH WIIKM YaCTHYEH OTToBOp, N (%) 170 (33 %) 132 (25 %)
95 % AU (%) 28,6, 36,7 21,2,28,5
pa/pr (95,1 % JIN) 1,313 (1,082, 1,593)
P-croitnoct® [ 0,005

JIN = noepurenen nurepsai; HRa/r = koeuumeHT Ha pUCK HA YOBELIKH cepyMeH ajl0yMHUH-TIaKInTaKcel noj gpopmara Ha
HaHOYACTULH/KapOOILIaTHH CIIPSIMO MAKIMTAKCeN Pa3TBOP/KapOOIIaTHH; PA/PT= ChOTHOIICHHE Ha YECTOTATa Ha OTTOBOP HA YOBELIKH
cepyMeH allyMHUH-TIaKINTaKceN moj| popMaTa Ha HAHOYACTHIIN/KAapOOTUIATHH CIIPSIMO MAKIIMTAKCeN Pa3TBOP/KapOOIIIaTHH.
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? P-cToifHOCTTa € OasupaHa Ha XU-KBAIpaT TECT.

Hsima craTHCcTHUECKH 3Ha9MMa pasiinka MEKAYy MPeXUBsieMocTTa 0e3 mporpecus (110 3acieneHa
PaJHoIOrUYHa OLIEHKA) U Ha 00IIaTa IPEeKUBIEMOCT MKy IBETE paMEHa Ha JedueHue. V3BbpIeH e
aHanu3 3a HeuH(pepuopHoct 1o otHoweHue Ha I1BI1 u OII ¢ npenBapuTenHo ONpeaeIeHa rpaHula Ha
HenHpepuopHocT 15 %. Kakro I1BI1, Taka u OII oTroBapsT Ha KpUTEpHs 32 HEMHPEPHOPHOCT, KaTo
ropHara rpaHuna Ha 95% aoBepuTeeH HHTEpBaJ 3a CBbpP3aHUTE Koe(ULMEHTH Ha pUck e mox 1,176
(Tabmwma 11).

Ta6auna 11: AHaIU34 32 HeUH(EPUOPHOCT HA MPEKUBAEMOCTTA 0e3 mporpecusi ¥ o0maTa
NPeKMBSIEMOCT B PAH/IOMH3UPAHO U3NUTBAaHE NPH HeJPpeOHOK/IeThbYeH KapIUHOM Ha Oejius 1pod
(monmyJanus intent-to-treat)

Yosemku cepymen | Iakaurakcen pa3rBop
a0y MHH- (200 mg/m? na Bceku
MAKJNTAKCEJ M0 3 ceamuun)
dopmata Ha + KapOoIIaTHH
(N=531)
HAHOYACTHLH
(100 mg/m?/cenmuua)
+ kapOomiaTuH
I[MapameTsp 3a epuxacHoct (N=521)
[Ipe:xuBsiemocT 0e3 nporpecus” (He3aBHCHM Mperjien)
CwmbpT min nporpecus, n (%) 429 (82 %) 442 (83 %)
Menuana Ha [1BI1 (95 % A1) (Mecenn) 6,8 (5,7,7,7) 6,5 (5,7, 6,9)
HRAr (95 % A1) 0,949 (0,830, 1,086)
O01ma npexxnBsieMOCT
Bpotii cMbpTHU caydan, n (%) 360 (69 %) 384 (72 %)
Menauana Ha OIT (95 % [AN) (Mecerm) 12,1 (10,8, 12,9) 11,2 (10,3, 12,6)
HRAa/r (95,1 % AN) 0,922 (0,797, 1,066)

JIN = noepurenen uarepsai; HRar = koeuiueHT Ha PUCK Ha YOBEIIKU CEPyMEH al0yMHH-NIAKIUTaKCeN noj popMara Ha
HAHOYACTUIIN/KapOOILUIATHH CIPSMO MAKINTAKCe Pa3TBOP/KapOOIIIaTHH;

PA/pr= CHOTHOILICHHE HA YECTOTATA HAa OTTOBOP HA YOBEILIKU CEPYMEH alnOyMHH-NAKIUTaKcen no/ popMaTa Ha HAHOYACTULIN/KapOOIIaTHH
CIPSMO HaKJIUTaKCel Pa3TBOP/KapOoIIaThH.

2 ITo metomonorn4Hu choOpaxenus Ha EMA 3a kpaiina touxa [TBI1, nuncBaum HaGIrOqeHHS WM HHULMHPAHE Ha IOCIIE/ABAINA HOBA TePAIust
HE ca M3I0N3BaHH 33 LICH3ypUPaHe.

[eaunaTpuyHa nomyaarus
bezonacHocTTa M €pEeKTHBHOCTTA MPH METUATPHYHH NAIIMSHTH HE Ca YCTaHOBEHH (BXK. ToUKa 4.2).

[Tpoyusane ABI-007-PST-001, da3za 1/2, MHOTOLIEHTPOBO, OTKPUTO MPOYYBAHE 32 OTIpE/IeIIsTHE Ha
J103aTa, 3a OI[CHsABaHE Ha 0€30I1acHOCTTa, HOHOCHUMOCTTA 1 NIPEBAPUTEIIHATA S(PUKACHOCT HA YOBEIIKH
cepyMeH aj0yMHH-IAKIUTAKCeN Mo (popMara Ha HAHOYACTHIIH, IIPHJIAraH BCSIKA CEIMHLA MIPU
MeUaTPIYHHM TAIEHTH C PEIMIUBUPAIIH WIN pe(pakTepHH COIMIHA TyMOPH BKII04Ba 0010 106
IAlMEHTH Ha Bb3pacT >6 Mecena 10 <24 roquHu.

®a3za | yacTTa Ha IPOYUYBAHETO BKJIIOUBA OOLI0 64 MaleHTH Ha Bh3pacT OT 6 Mecera 10 nox 18
TOJMHY ¥ OTpe/ieNs MaKcUManHaTa noHocuma ao03a (MITJ]) xaro 240 mg/m?, npunarana noa gopmara
Ha WHTpaBeHo3Ha WHOY3ust 32 30 MuHyTH B 1HU 1, 8 1 15 Ha Bcekn 28-1HEBEH IIUKBII.

®a3a 2 yacTTa BKIIOYBa 001110 42 ManueHTH, KaTo ce U3I0I3Ba By ETaleH Au3aifH Ha Simon ¢
MHUHUMYM U MaKCUMyM, KaTO TAIIMEHTUTE Ca Ha Bh3pacT OT 6 Mecela 10 24 roiMHU C PEIUIUBUPAII]
nim pedpakTepeH capkoMm Ha Ewing, HeBpoOIacToM 1K pabIoOMHOCAPKOM 32 OIIEHKA Ha
AHTHTYMOpPHATa aKTHBHOCT, OIIEHeHa 4pe3 oOmara yectora Ha otroBop (ORR). Ot 42-Mara nanueHTH,
1 manuenT e < 2 ronuHu, 27 ca Ha Bb3pacT > 2 10 < 12, 12 ca Ha Bb3pacT >12 10 <18 u 2 Bb3pacTHU
MAIMeHTy ca Ha >18 10 24 rogumHa Bb3pacT.

[MarmenTtuTe ca JeKyBaHu 3a 2 nuKbiIa (Menuana Ha opost uukiau) ¢ MITJI. Ot 41 nanueHnTyH, KOUTO ca
TIO/IXOMAIIN 32 OIICHKA Ha eprkacHOCTTa BEB (aza 1, 1 manueHT B rpynara ¢ pabgomuocapkoM (N=14)
uMa NoTBbpIeH yactuueH orroBop (PR), koeto Boau o 061 orrosop (ORR) ot 7,1% (95% [AU: 0,2,
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33,9). He ca nabmonaBanu meineH otroBop (CR) mwimm PR HuUTO B rpymata cbe capkoM Ha Ewing
(N=13) Huto B rpynara ¢ HeBpobaactom (N=14). Huro eqHo oT pameHaTa Ha MPOyYBaHETO HE
IPOJBIDKAaBa B €Tall 2, 3aII0TO M3HCKBAHETO, ONPEIEIICHO B IIPOTOKOJIA >2 MAIIMEHTH J1a UMaT
HOTBBP/JCH OTTOBOP, HE € JOCTUTHATO.

Pesynrarute 3a Menuanata Ha oOmIaTa MPEKUBSIEMOCT, BKIFOUYUTEIHO |-TOIUITHHAS IEPUOA HA
npocnensBane ca 32,1 ceaqmum (95% JAU: 21,4, 72,9), 32,0 ceamunu (95% JAU: 12, He e ycTaHOBeHa)
u 19,6 cenmumnu (95% JAU: 4, 25,7) croTBETHO 3a TpynuTe ChC capkoM Ha Ewing, HeBpoOmacToMm u
pabmoMuocapKkoMm.

O6musAT npodui Ha 6€30MaCHOCT Ha YOBEIIKH CEpYMEH al0yMHUH-TIaKIUTaKcel noja opmara Ha
HaHOYACTHUIM MPH NeIUATPUYHU TAMEHTH ChOTBETCTBA C U3BECTHHUS POodriI Ha OE30MAaCHOCT Ha
YOBEILIKH CEPyMEH aln0yMUH-IIAKIMTAKCeN Mo (popMaTa Ha HAHOYACTUIIM TIPH BH3PACTHHU (BXK. TOUKa
4.8). Ha 6a3ara Ha Te3u pe3yaTaTH, € 3aKJII0UEHO, Y€ YOBEIIKHU CEpyMEH al0yMUH-TIAKIUTAKCEIN O/
¢dbopmaTa Ha HAHOYACTHII, KATO MOHOTEpAIus HAMA ChIIECTBEHA KJIMHUYHA aKTUBHOCT MJIM MOJI32 32
IPEKUBSIEMOCTTa, KOUTO J]a aBaT OCHOBAHUE 32 JOIMBIHUTEIHO pa3paboTBaHe B IeIHaTpHIHATA
TOITYJTAIHsl.

5.2 ®dapmakoKMHETHYHH CBOIiCcTBA

®dapmakoKHHETHKAaTa Ha 00mmus nakiaurakcen, cien 30- u 180-MuHyTHH MHQY3UN HA YOBEUIKH
cepyMeH anbyMHH-TIaKIUTaKce Hojl opMaTa Ha HAHOYACTHIIM TIPH J1030BH HKBa OT 80 10 375 mg/m?,
€ omperereHa pU KIMHNYHY npoyuBaHus. Excriosummsra Ha maxnurakcen (AUC) HapacTBa IHHEHHO
oT 2 653 10 16 736 ng.uac/ml cnex npunarane Ha 80 10 300 mg/m?.

[Tpu npoyyBaHe Ha MANMEHTH C HAIPETHAIU COJIMIHU TYMOPH, (PapMaKOKHUHETHUHHUTE
XapaKTEPUCTHKH Ha YOBEIIKH CEpyMeH alOyMHUH-TIaKIUTaKCceN oA (hopmMaTa Ha HAHOYACTHIIN CIIe]T
MHTPABEHO3HO MpHJaraHe Ha makyiuTakcen 260 mg/m’ B mpoxbikenHne Ha 30 MHHYTH, Ca CPaBHEHH C
Te3u ciiell mpuarae Ha 175 mg/m” MHKeKIus MaKIMTaKces PasTBop, NPIJIOKEHA B IPOIbIKEHHE Ha
3 vaca. Bp3 ocHOBa Ha HekomnapTuMeHnTeH PK aHanmu3, miasMeHuAT KIMPBHC Ha YOBELIKH CEpyMEH
aNOyMHH-TIaKITUTaKCeN N0/ (hopMaTa Ha HAHOYACTHIM € TO-BUCOK (43%) OT TO3W Ha MaKIUTaKCeNl
WHXXEKIIMOHEH Pa3TBOp M 00eMBT My Ha paslpeseieHue € ChIIo Mo-BUcoK (53%). Hama pasnuku B
TEPMUHAITHHUTE TTOJTYKHBOTH.

TIpy npoyyBaHEe ¢ MHOTOKpaTHA 1032 NpH 12 MalieHTH, IoTydasamy 260 mg/m’ 4oBelKH cepyMeH
aNOyMHH-TIaKITUTaKCeN NoA (hopMaTa Ha HAHOYACTHIIH, [TPUJIAraH HHTPABEHO3HO, BapHAOMITHOCTTA
mexny manuentutre AUC e 19 % (auanazon = 3,21 %-37,70 %). HaMa nanuu 3a KyMyJupaHe Ha
NaKJIWTaKCes TP MHOT'OKPaTHU KyPCOBE Ha JICUCHHE.

Pasnpenenenue
Crnen mpuiaraie Ha 4YOBEIIKU CEPYMEH aJIOyMUH-TIAKIIUTaKCeN o (popMaTa Ha HAHOYACTHUIU HA

MAIUEHTH ChC COMUIHU TYMOPH MAKIUTAKCEN C€ pa3npesiessi pPABHOMEPHO B KPBBHUTE KIETKH U
IIa3Mara ¥ € CHIIHO CBBP3aH C IUIa3MeHnTe npotenHu (94 %).

CBbp3BaHETO Ha ITAKIUTAKCEN C IIPOTCHHUTE CIIC NPUIIaraHe Ha YOBEIIKU CEpyMEH alOyMUH-
MaKIuTaKces noj GpopMara Ha HAHOYACTUIIH € OLEHEHO Ype3 yATpaduITpays B CPaBHUTEIHO
npoyuBaHe cpex nauueHTH. Opakuusara cBOOOIECH NAKINTAKCEN € 3HAYUTEIHO MO-BUCOKA ITPH
YOBEIIKH CepyMeH ajlOyMHUH-TIAKIIUTaKcen moj Gopmara Ha HaHOYaCcTHIHN (6,2 %), OTKOJIKOTO MpH
pasTBOpuMara gopma Ha nakautaxcen (2,3 %). ToBa Boau 10 3HAUUTETHO MO-BUCOKA EKCIIO3ULIUS Ha
CBOOOJICH TAKIUTAKCEN TIPH YOBEUIKH CepyMeH ajJOyMHH-TIAKIIUTaKceN mojl GopMara Ha HAHOYACTHIIY,
CBBp3aH ¢ aJI0yMUH, B CpaBHEHHUE C pa3TBOpUMaTa popMma Ha MakIMTaKcell, BhIPEKH ye odmara
€KCIIO3ULIMS € cpaBHUMa. ToBa BEpOATHO ce ABJDKM Ha (paKTa, ye MakIuTaKcell He ce 3axBallia OT
Cremophor EL munenure, kakTo mmpu pasrsopuMara popma Ha maknurtaxcen. Ha 6azara Ha
nyOnuKyBaHaTa JUTEPaTypa, in vitro MpoyuBaHHUS Ha CBbP3BAHE C YOBELIKH CEPYMHH NMPOTEUHHU
(M3M0JI3BAIIM AKIIUTaKce B KOHIIeHTpanuy, Bapupanm ot 0,1 10 50 pg/ml), moka3sar, 4e HaTMIUETO
Ha LIUMETUAMH, PAHUTHIINH, JeKCaMeTa30H Wik AM()EeHXUAPaMUH He OKa3Ba BIUSHHE BHPXY
CBBP3BAHETO Ha MAKJIUTAKCEIl C IPOTEHHUTE.
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B3 ocHOBa Ha momynanuoHeH (apMaKOKUHETHYCH aHAIN3, OOIIUAT 00eM Ha pa3npeneieHue ¢
npubmmsutenHo 1741 1; ronemusar obem Ha pa3npeeNeHre MoKa3Ba eKCTEH3UBHO pasIpe/ieieHre B
U3BBHCHIOBOTO MPOCTPAHCTBO H/WIIM CBHP3BaHE HA MAKIUTAKCe B ThKaHUTE.

Buorpancdhopmarys u enuMUHUpaHe

B®3 ocHOBa Ha MyONMKyBaHU JIUTEPATypHH JaHHH, in Vitro IPOYyYBAHUATA C YOBELIKH YePHOAPOOHU
MHUKPO30MH M ThKaHHH MaTepHaIH TI0Ka3BaT, Y€ MAKIUTAKCEN ce MeTabOoM3Hpa ITIaBHO JI0
60-XUIPOKCUIIAKITUTAKCEIT; U 10 JIBa TIO-BTOPOCTENICHHU METa00HTa, 3’ -p-XHAPOKCUTIAKIIUTAKCET U
60.-3’-p-muxunpokcunakinTakcesn. O0pa3yBaHETO Ha T€3U XUAPOKCUIMPAHU METaOOIUTH Ce
katanmmzupa ot CYP2C8, CYP 3A4 u crorBeTHO 1 oT nBara nzoeHsuma CYP 2C8 u CYP 3A4.

[Tpu manueHTy ¢ METacTaTHYCH KapUUHOM Ha I'bpaata, cies 30-MuHyTHA HHQY3US Ha YOBELIKH
cepyMeH anbyMHH-TIAKIHNTaKceN Moz popMaTa Ha HAHOYACTHIM B 1032 260 mg/m?, cpeaHaTa CTOHHOCT
Ha KyMyJIaTUBHA €KCKPELMs B ypHUHATa Ha HETPOMEHEHOTO aKTUBHO BEIIECTBO ChCTaBisiBa 4% OT
o011aTa mpuiIokeHa 103a ¢ Mo-Majko oT 1% MeTaboauTuTe 60-XUAPOKCUTIAKIUTAKCEN U
3’-p-XuApOKCHIAKIMTAKCEeN, KOETO TI0Ka3Ba eKCTCH3UBEH HeOhOpeueH KimphHE. [lakmurakcen ce
SIIMMUHHPA IPEIUMHO Ype3 YePHOAPOOSH META0OIM3bM U UPE3 JKIIBbUHA SKCKPELHSL.

B kIMHMYHMA 1030B AuanasoH oT 80 10 300 mg/m? cpeHuUAT MIa3sMeH KIMPHHC Ha MAKIMTAaKCe
Bapupa ot 13 10 30 I/h/m?, a cpeiHUAT TepMUHANIEH MOJTYKUBOT Bapupa oT 13 10 27 yaca.

YepHonpoOHO yBpexaaHe

EdexTsT Ha 4epHOAPOOHOTO YBpEXKIAHE BEPXY MOMyJIAIlHOHHATA (hapMaKOKUHETHKA HA YOBEIIKH
cepyMeH alOyMHUH-NAKIMTaKceN moj popmara Ha HAHOYACTHUIIH MAKIUTAKCENIe IPOyYeH MPH HalueHTH
C HalpeIHAIX COJIUAHU TyMOpH. To3u aHAIU3 BKIIIOYBA TALIMEHTH C HOPMaJIHa YepHOApoOHa (GyHKUIMs
(n=130) u cpmecTByBama neka (n=8), ymepeHa (n=7) win Texka (n=5) cTerneH Ha Y4epHOAPOOHO
yBpexnane (cnopen kpurepuure Ha NCI Organ Dysfunction Working Group). Pesynrarure mokassar,
4e JIEKOTO YepHOIPOOHO yBpexaane (oour ommupyous > 1 go < 1,5 x 'TH) HsiMa KIMHUYHO 3HAYNM
e(exT BppXy (hapMakoKMHeTHKaTa Ha nakiuTakcel. [lanuentu ¢ ymepena (o0 omwnupyous > 1,5 no
<3 x I'TH) wmm Texxka (o6m1 6mmmpyoun > 3 no < 5 x [TH) crenen Ha uepHOApPOOHO YBpEk,AaHE UMAT
22 % no 26 % HamaneHrne Ha MaKCHMAaJIHaTa CTENEeH Ha eTMMHUHUPAHE Ha MaKINTaKCeNl U
npubnusutenHo 20% ysennuenue Ha cpeqHata AUC Ha maxjiuMTakces B CpPaBHEHHE C MALlMEHTH C
HOpMaJTHa YepHopoOHa (yHKIHsA. UepHOIPOOHOTO yBpeXkKIaHe HIMA HUKAKBB e()eKT BEPXY CPEIHOTO
Crnax Ha aknuTaxces. OCBeH TOBa, EIMMUHUPAHETO Ha MAKIUTAKCEN MOKa3Ba 00paTHO ChbOTHOLIEHHUE C
001y OunUpyOUH U HOJIOKUTEIHO ChOTHOIIEHHE ChC CEPYMHUS alOyMHUH.

DapMaKOKHHETUIHOTO/papMaKOIMHAMUYHOTO MOACIUPAHE TI0Ka3Ba, 4e HiIMa ChOTHOLICHHE MEXIY
yepHOIpoOHaTa GyHKIMs (IEMOHCTpUpPaHa OT aJI0yMUHA HA U3XOIHATa JIMHUS WM HUBOTO Ha OOLIHS
OmMpyOHH) U HEYTPOIICHUSTA CJIe]] KOPUTHPaHEe 32 KCIIO3ULUATA HA YOBEIIKU CEPYMEH allOyMHH-
MaKJIMTaKceNT Mox popMaTa Ha HAHOYACTHITH.

Jluncear ¢hapMakOKMHETUYHH JaHHHM 3a TIAIIMEHTH ¢ 001 ounupyOouH > 5 x ['TH wunu 3a manmeHTH ¢
METacTaTH4CH aJCHOKAapIMHOM Ha ITaHKpeaca (BX. Touka 4.2).

br6peuno yBpexaane

[NomymanmoHHHUAT (hapMaKOKHHETHYESH aHAJIU3 BKIIIOYBA MTALIMEHTH C HOpMasHa ObOpedHa (pyHKIHS
(n=65) u ceuiecTByBaIo Jieka (n=61), ymepena (n=23) wiu Texka (n=1) crened Ha 6OpedHO
yBpexJaHe (Cropes KpUTepuuTe oT NpoekTa 3a Hacoku Ha FDA or 2010 r.). JIekata 10 ymepeHa
cTerneH Ha ObOpeuHo yBpexaaHne (KpeaTHHHHOB KIupBHC > 30 10 < 90 ml/min) HsIMa HUKaKbB
KIIMHAYHO 3HaunM e(DeKT BhpXy MaKCHMaJHaTa CTEIeH Ha eTMMHHUPAHE U CHCTEMHA EKCIIO3HITHUS
(AUC u Cpax) Ha maxuTakcen. GapMakoKHHETHYHUTE TAHHU Ca HENOCTATHYHMU 32 MALUEHTH C TEKKA
CTeleH Ha OBOpeYHO yBpeKAaHe M JIMIICBAT 32 MAIMEHTH ¢ TepMHUHAIHA Ob0peyHa HETOCTaThYHOCT.

Crapuecka Bb3pacT
[NomymanmoHHHUAT (papMaKOKHHETHYEH aHATTU3 32 YOBEIIKH CepyMeH ajOyMHUH-TIAKITUTAKCEN MOA

27



(dopMaTa Ha HAHOYACTHIIM BKJIFOYBA ITAIMCHTH Ha BB3pAcT B Uana3oHa ot 24 10 85 TOIMHU 1 MOKa3Ba,
4e Bh3pacTTa He MOBJIHSBA 3HAYUTEITHO MaKCHMalTHATa CTETICH Ha eTMMHUHUAPAHE U CHCTEMHATA
excrio3unus (AUC u Cpgx) Ha TAKITUTAKCEIT.

DapMaKOKMHETUYHOTO/(hapMaKOAMHAMHYHO MOJENHPAHE C U3I0JI3BaHe Ha JaHHU OT 125 mauueHTu ¢
HarpegHald COMMIHN TYMOPH MOKa3Ba, 4e MaleHTHTEe Ha > 65 TOaUIIHA Bb3PacT MOXKe O ca Imo-
MOAATIMBH Ha Pa3BUTHE HAa HEYTPOIICHUS B PAMKHUTE Ha IbPBUS JiedeOeH UKD, BHIIPEKH Ue
€KCIO3MIMATA Ha IUTa3MEH MAKIINTAKCEN HE CE BIIUAE OT Bb3pPacTTa.

IenmarpyyHa NOMyJIaIys

®dapMakOKHHETHKATa Ha MakiauTakceln cien 30 MUHYTH HHTPAaBEHO3HO TIPUIIOKEHHUE [IPU 1030BH HHUBA
ot 120 mg/m?* o 270 mg/m* e onpenenena npu 64 nanuentn (ot 2 10 < 18 roaunm) BLB daza 1 Ha
npoy4uBaHeTo ($a3a 1/2 npu neauaTpUYHU MAIUSHTH C PEIUIUBUPAIIN HIH peQpaKTepHU CONUIHN
Tymopu. Cliesi yBenudapase Ha jgo3ara o 120 Ha 270 mg/m? cpennara croitnoct Ha AUC g-inf) ¥ Crnax
3a MaKJIMUTAKCEN € ChOTBETHO B quamazoHa ot 8 867 no 14 361 ng*hr/ml u ot 3 488 no 8 078 ng/ml.

Jlo3a-HOpMaJIM3UpaHUTE NMKOBHU CTOMHOCTH Ha €KCIIO3ULMA Ha JEKapCTBOTO Ca CPABHUMMU B
MPOyYBaHHS J030B JMANa30H; BIIPEKH TOBA, J103a-HOPMATHM3UPAHUTE CTOWHOCTH Ha 00mara
eKCIIO3HUIIMS Ha IEKapCTBOTO Ca CPaBHMMH caMo 3a Juanasona oT 120 mg/m? no 240 mg/m?; ¢ mo-
HICKa 103a-HopMammupada AUC,. npu 103080 HuBo 270 mg/m?. ITpu MIIJT ot 240 mg/m?* cpemausT
kiupbHC (KJT) e 19,1 /h, a cpegausar TepMuHaieH noiayxHuBoT € 13,5 yaca.

HpI/I JA€0a U FOHOIIN, EKCIIO3UIUATA Ha IMaKJIUTAKCEII CE yYBEJIMYaBa IIpH MMO-BUCOKH O03HU, a
CCAMUYHHUTE €KCIIO3UIIUHN Ha JICKAPCTBOTO Ca IMMO-BHUCOKHU, OTKOJIKOTO ITPU Bb3PACTHU IMAITUCHTH.

Jpyru npucbium akropu

IomymnanuoHHuTe (apMaKOKMHETUYHM aHAJIM3H 32 HOBELIKU CEPYMEH allOyMUH-TIaKJIUTAKCel 0.
(dbopMaTa Ha HAHOYACTHIIM ITOKA3BaT, Ye MOJbT, pacoBaTa MPUHAIICKHOCT (a3uarTcka cup. 0sa) u
BUABT COJUIHN TYMOPH HAMAT KIMHUYHO 3Ha4UM e(ekT BbpXy cucteMHaTa eKCno3uiust (AUC U Crax)
Ha naxiurakcel. IlamuentnTe ¢ Terno 50 kg umar AUC Ha makiauTakcen IpHOIH3uTeHo 25 % mno-
MaJIKO OT Te3H ¢ Tento 75 kg. KinnHudHara 3Ha4MMOCT Ha TO3H (akT He € SICHA.

5.3 TIlpeakJMHUYHU JAHHH 32 0€30MACHOCT

KaH1neporeHHUSIT IOTSHIIMAT HA TTAKJIMTaKceN He € u3nuTBaH. Criopel myOIMKyBaHUTE JIUTEPaTy pHH
JaHHH 00ade, MaKIUTaKCeN € MOTCHIUATHO KaHIIEPOTECHHO H TeHOTOKCHYHO CPEACTBO MPU KIIMHUIHH
JI03H, Bb3 OCHOBA Ha CBOs (papMaKkoIMHAMUUCH MEXaHM3bM Ha AelcTBre. JloKazaHo e, e maKIUTaKce
€ KJIaCTOTEHEH in Vitro (XpOMO30MHH a0epaliiyl B YOBEUIKH JIUM(OIUTH) U i1 Vivo (MUKPOHYKIIEapeH
TECT IpH MHUIIKH). J[0Ka3aHO €, Ue MaKIUTaKCeN € TCHOTOKCHYECH in vivo (MUKPOHYKIIEapeH TECT IpH
MUILKHK), HO HE PEAU3BUKBA MyTareHes3a IpH Tecta Ha Ames Wi NP aHAJTU3 Ha TEHHUTE MyTalluu
MY THYHUINA HA KATAHCKU XaMCTep/XUIIOKCAaHTUH-TyaHuH (ochoprndo3ui TpaHchepasa
(CHO/HGPRT).

[TakuTakcen B IO3M MO TEPANIEBTUYHATA J]03a IIPH XOPa C€ CBBP3Ba ¢ HUCKA TOKCHYHOCT T10
OTHOIICHUE Ha (PEePTHIINTETA, KOTATO CE IIPUJIara Mpean U M0 BpeMe Ha YH(YTOCBAHETO IPH MBKKH U
JKEHCKHU TTBXOBE, KAKTO M ¢ HUCKA TOKCUYHOCT I10 OTHOIIEHHE Ha (eTyca MpH IUTbXOBE.
IIpoyuBaHusTa IIPU KUBOTHH C YOBEIIKH CEPYM aIOyMUH-TIAKIUTAKCE 0] (popmMaTa Ha HAHOYACTHIIN
MOKa3BaT HEOOPATUMHU TOKCUYHHU €(PEKTH BbPXY MBXKHUTE PENPOAYKTUBHU OpPraHy IPU KINHUYHO
3HAYMMH HUBA HA €KCIIO3HIIHS.

[MTaxknurakcen W/UaM HETOBUTE METAOOIUTH C€ EKCKPETHPAT B KbpMara Ha KbpMellH mrbxose. Cref
HMHTPABEHO3HO IIPUIIOKEHHE Ha TTAKIUTaKcelN, OelisI3aH ¢ PaAnoaKTHBEH H30TOII, TIPH IUTHXO0BE Ha 9-Hs
u 10-us neH cien paXkaaHETO KOHLIEHTPALUMUTE Ha PaJUOaKTUBHUSA U30TOII B KbpMAara ca I10-BUCOKU B
CPaBHEHHME C IUIa3MaTa ¥ HaMaJIsaBaT yCIOPEAHO C IUIa3MEHUTE KOHLEHTPALIUH.
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6. ®APMALEBTUYHU JAHHU

6.1 ChnucnhbK Ha IOMOIIHHUTE BellecTBA

AnGymuH (doBemIkn) (ChAbpKa HATpUEB Kanpuiar 1 N-arerui-L-tpuntodan).
6.2 HecbBMecTUMOCTH

To3u nekapcTBEH NPOIYKT HE TPsOBa J1a Ce CMeCBa C JIPYTH JISKAPCTBEHU MPOJYKTH, C U3KITFOUYCHHUE Ha
IIOCOYEHHUTE B TOUKA 6.6.

6.3 Cpoxk Ha rogHoOCT

HeorBopenu dhnakoHn

2 rOOuHHA

CrabWIHOCT Ha PEKOHCTUTYHUPAHATA AUCIEPCHU BbB (DIIakoHa

[IponykThT € XUMHUYeCKH ¥ (pu3ruecku cTabuiIeH B Ieproia Ha u3non3BaHe 3a 24 yaca npu 2°C-8°C B
OpHI'MHAJIHATA KAPTOHEHA OMAKOBKA, aKO € 3aIlIUTEH OT CBET/IHMHA.

Cra0WIHOCT Ha PEKOHCTUTYUpPAHATA JUCIEPCUs B MHOY3UOHHUS CaK

ITpoxyKTHT € XUMHUYECKH U (PU3MUECKH CTAOWIIEH B TIEPHOa Ha M3IION3BaHe 3a 24 waca mpu 2°C-8°C,
aKo € 3aIlMTEeH OT CBETIIMHA, a cjef ToBa — 3a 4 yaca rpu 25°C, ako He € 3aIlUTeH OT CBETIIMHA.

OT MUKPOOHONIOTHYHA TIIeZIHA TOYKa 00aue, OCBEH aKO METOABT HA PEKOHCTUTYHPaHE U IIbJIHEHE Ha
UH(Y3UOHHUS CaK U3KII0YBA PUCK OT MUKPOOHO 3aMbpCsBaHe, IPOAYKTHT TPsOBa 1a ce U3MOI3Ba
He3a0aBHO Clie]l peKOHCTUTYHPAHETO U IIBIIHEHETO Ha MH(Y3NOHHNUTE CaKOBe.

AKo He ce H3M0I3Ba He3a0aBHO, BPEMETO 1 YCIOBUSITA HA ChXPAaHEHHUE B IIEPHO/Ia HA M3IIOI3BaHE Ca
OTTOBOPHOCT Ha MOTPEOUTEIISL.

OO0moTO KOMOMHHUPAHO BPEME 3a ChXPaHEHHE Ha PEKOHCTUTYHPAHUS JISKAPCTBEH POAYKT BbB
(rakoHa ¥ B MH(Y3MOHHUS CaK, KOTaro € B XJIaIMIHUK M 3alIUTEH OT CBETIUHA, € 24 Jaca. ToBa Moxe
Jia Ob/ie IOCIIEIBAHO OT ChXpaHeHHe B MH(QY3HOHHUS CaK B MPOABIDKEHUE Ha 4 yaca Mpu TeMIieparypa
nox 25°C.

6.4 CneuuaaHu yc10BHs Ha CbXpaHeHHUe

HeorBopeHnu dhnakoHn

CobxpansBaiite (rakoHa B KapTOHEHATa ONAKOBKa, 3a Ja Ce MPE/Ia3yd OT CBETIHHA. 3aMpa3sBaHETO
WM ChXPAHSIBAHETO B XJIaUIHUK HE OKa3BaT HEXKEIAHU BB3JCHCTBUS BPXY CTAOMIHOCTTA Ha
npoaykra. To3u JlekapcTBEH NPOAYKT HE M3UCKBA CIELHATHU TeMIIEPaTypHU YCIOBUsI HA ChbXpaHEHHUE.

PexoHcTHTYHpaHa AucIiepcus

3a yclIoBUATa HAa ChbXPAHEHUE CIIE] PEKOHCTUTYHpAHE Ha JIEKApCTBEHUSI TPOAYKT, BIIKTE TOUKa 6.3.
6.5 Buau chabpikaHue HA ONMAKOBKATa

®nakon ot 50 ml (cterio tun I) che 3amymianka (OpoMoOyTHIOBA r'yMa), oOKaTKa (ATyMUHHIA),
cpappxkant 100 mg makiauTakcen non Gpopmara Ha CBbP3aHH € aTOyMUH HAHOYACTHUIIH.
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OmakoBKa OT €IMH (PITakoH.
6.6 CrneuuajHu NpeAna3sHU MepPKH NPHU U3XBbPJIsiHE H padoTa

IIpenynpexaeHus 3a MPUroTBIHE U MPUI0KECHUE

[MTakmurakcesa € HUTOTOKCHYEH IIPOTUBOPAKOB JICKAPCTBEH IMPOIYKT M, KAKTO H IIPH APYTU
MOTEHIIMATHO TOKCHYHH BellecTBa, pu padota ¢ Naveruclif e Heo6X0nuMO OBUIIIEHO BHUMaHHE.
[IpenopbuBa ce U3MON3BaHE HA PHKABUIIH, OYMJIA U 3AIIUTHO OOJIEKI0. AKO AUCIEPCHATA TIOTaTHE
BBPXY KOKaTa, KokaTa TpsiOBa Ja ce u3Mue He3abaBHO U OOMITHO C BOAA M CAaIlyH. AKO ITOIIaTHE BEPXY
JIUTABHIIA, JIMTABHIIATa TPsIOBaA J1a ce mpoMue oowmiHO ¢ Boaa. Naveruclif TpsiOBa ia ce npurorss u
mpuiiara caMmo OT IepCOHA, MOAXOISII0 00yYeH 3a padboTa ¢ IIMTOTOKCUYHH BellecTBa. bpemeHHU
JKCHH He TpsOBa 1a padotst ¢ Naveruclif.

Karo ce nma npeaBua Bb3MOKHOCTTA OT €KCTPaBa3alys, IPEMOPHUNTETHO € BHUIMATETHO Ja Ce
HaOmoaBa MACTOTO Ha MH(QY3HATa 32 Bh3MOKHA HHOWITPALUS MIPH NPUIaraHe Ha JIeKapCTBEHHS
npoaykT. OrpannyaBanero 10 30 MUHYTH Ha BiauBaHeTo Ha Naveruclif, kakto e yka3zaHo, HamansiBa
BEPOSITHOCTTA OT CBBbP3aHH ¢ HHDY3HUATA PEaKIHH.

PexoHcTUTYHpaHe M Ipyjiarade Ha MPOaYKTa

Naveruclif e mog ¢popmara Ha crepusieH THO(GUIM3UPAH Npax 3a PEKOHCTUTYHPAHE MPENN YIoTpeoda.
Cren peKoHCTUTYUpaHe, eTuH ml OT AucnepcuaTa ChabpikKa 5 mg nakinTakcen mnoj gopmara Ha
CBBpP3aHH ¢ aJOyMHH HAaHOYACTHIIH.

®nakon ot 100 mg: C nomorira Ha CTepHIHA CIIPUHIIOBKA, TPsi0Ba 0aBHO 1a ce mHxkekTupa 20 ml
uH(py3UOHEH pa3TBOp Ha HarpueB xiopua 9 mg/ml (0,9 %) BB ¢uaxona, ceabpxkaiy Naveruclif, B
IpOaBJDKEHHE Ha TTOHE | MUHYTA.

Pa3tBopbT TpsiOBa 1a Obae HACOYEH TakKa, 4Ye [a Ce CTHYA II0 BhTpelIHara CTeHa Ha duiakoHa.
Pa3TBopbT He TpsiOBa A2 Obc HHXKEKTHPAH HAIIPABO B [paxa, Thil KATO TOBA I JOBE/C 10
00pa3yBaHETO Ha TISHA.

Cren xato 100aBSHETO 3aBbPILH, (PIaKOHBT TPAOBa a ObAe OCTABEH Jja IPECTOU Hal-MaJKo

5 MUHYTH, 32 J]a C€ OCUTYPH ITOIXOSIIO OBJIaXXHsIBaHE Ha TBbpAaTa cheTaBka. Ciien ToBa (IIakOHBT
Tpsi0Ba Jieko 1 6aBHO Aa ce pa3Kkialla ¢ KpbrooOpa3Hu ABWKEHUS W/WIK 0O0pbIla 3a MOHE 2 MUHYTH JI0
IIOBTOPHO Jyclieprupane Ha nmpaxa. TpsaOBa aa ce nz0srea oOpasyBaHeTo Ha IsiHa. AKo ce oOpa3yBar
nsiHa win Oy4KH, AucniepcusTa TpsAOBa 1a Ob/ie OCTaBeHa /1a MPECTOM MOHE 15 MUHYTH 10 U3ue3BaHe
Ha IgHarTa.

PexoHcTuTyHpaHara qucnepcus TpsioBa qa 6be Nof1o0Ha Ha MIISIKO U XOMOT€HHa, 03 BUAUMHU
npenunuTati. Moxe J1a ce Modydr U3BECTHO yTasiBaHEe HAa MPUTOTBEHATA JUCTIEPCHs. AKO HMa
BUJIUMH TIPELUNUTATH UIH yTaiika, (prnakoHbT TpsaOBa fa ObJe OTHOBO BHUMATEIHO OOPBILaH, 3a Ja ce
OCHTYpH OBTOPHO JHICHIEPTHpaHe MPEAN yHoTpeda.

[Ipoepere gucnepcusita BbB GIIakoHA 332 BUAMMHU YacTUIU. He npuiaraiite mpurorseHara JucCIepcus,
aKo BB (pIIaKoHA ce HaOIFOaBaT BUIMMHU YACTHITH.

TpsiOBa 1a ce U34UCIIM TOYHHS 00T 00eM 3a MpUIIaraHe OT AucIepcuara 5 mg/ml, HeoOXomuM 3a
MAaIMeHTa, U ChOTBETHOTO OMpejielieHo KonmuuecTBo oT Naveruclif 1a ce uHKkeKkTupa B paseH,
crepusied, PVC nnu vHe-PVC cak 3a uHTpaBeHO3HA HHY3HS.

Vrorpebara Ha MEAUIMHCKH U3EIHs, ChABPKAIIM CHITHKOHOBO MACIIO KaTo JTyOpHKaHT (Harp.
CIPUHIIOBKY M MHTPABEHO3HH CaKOBE) 3a pEKOHCTUTYUpaHe U npuiarade Ha Naveruclif, moxe na
J0Befie 10 00pa3yBaHeTo Ha OENThYHH HUIIKH THII ,,lipo3pauHa nanaenka”. [puiaraiite Naveruclif
Karo u3non3eare Habop 3a nHdy3ust, Bkiarousany 15 um GuiTep, 3a 1a U3berHeTe MpUIaraHeTo Ha Te3H
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Humky. [Ipy m3non3sane Ha 15 pm GunTHp, HUIIKKUTE Ce OTCTpPaHSABAT 0e3 a ce MIPOMEHST
(U3NUHUTE U XMMUYHU CBOMCTBA Ha PEKOHCTUTYUPAHHS MIPOLYKT.

VYnorpebara Ha GUITPH ¢ pa3Mep Ha MOPUTE MO-MATBK OT 15 wm Moxe Jia IoBeIe 0 3alylIBaHe Ha
¢untwpa.

3a npuUroTBsSHETO WK NpuiaraHero Ha nHoy3un ¢ Naveruclif He e HeoOxonuma ynorpebara Ha
CIeIMATHN KOHTEHHEpH 3a pa3TBop 0e3 chabpkanue Ha au(2-etmwixekcmn)pranar (DEHP) win na
HaOOpH 3a MpusaraHe.

Crnen mpuII0KEHHUETO Ce TPENnopbuBa HHTPABEHO3HATA JIMHUS J1a C€ IIPOMHUE C HATPHUEB XJIOPU
9 mg/ml (0,9 %) uHXEeKIHOHEeH Pa3TBOP, 3a Ja Ce rapaHTHUpa NPUIOKESHUETO Ha ITbJIHATA 103a.
Hewn3non3paHUST NPOIYKT WITH OTIAABYHUTE MaTEpPUAIN OT HETO TPsOBa J1a ce M3XBBPJIAT B
CBHOTBETCTBHE C MECTHUTE N3UCKBAHUSI.

7. IMPUTEXATEJ HA PASPEILIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center

Moll de Barcelona, s/n

Edifici Est 6° planta

08039 Barcelona

Hcnanus

8. HOMEP(A) HA PASPEHHIEHHUETO 3A YIIOTPEBA

EU/1/23/1778/001

9. JATA HA ITbPBO PASPEINIABAHE/ITIOJJHOBSIBAHE HA PASPEHIEHUETO 3A
YIIOTPEBA

Jlara Ha mbpBO pa3peliaBaHe:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

[NogpoOHa uH(opManus 3a TO3M JEKapCTBEH MPOLYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBporneiickata
areHuus 1o JiekapcTrara http://www.ema.europa.eu.
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MNPUJIOKEHME II

MMPOU3BOJAUTEJI(N), OTTOBOPEH(HHN) 3A OCBOBOKJABAHE HA
IMAPTUIN

YCJIIOBUA NI OT'PAHUYEHUSA 3A JOCTABKA U YIIOTPEBA

JAPYI'U YCJIOBUSI 1 U3BNCKBAHUS HA PASPELIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIX OT'PAHUYEHUA 3A BE3OITACHA 1
E®EKTUBHA YIIOTPEBA HA JIEKAPCTBEHUSA TPOAYKT
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A. NPOU3BOAUTEJI(HN), OTTOBOPEH(HHN) 3A OCBOBOXKXJIABAHE HA ITAPTU N

HmMe 1 aapec Ha NpOU3BOAUTEISI(MTE), OTTOBOPEH(HHU) 3a 0CBOOOKIaBaHe HA MAPTUINTE

Accord Healthcare Polska Sp.z.0.0.
Ul. Lutomierska 50,
95-200, Pabianice, ITommra

Unu

Laboratori Fundacio Dau
C/ C, 12-14 Pol. Ind.
Zona Franca, Barcelona, 08040, Mcmanms

b. YCJIOBUSA NN OT'PAHUYEHUSA 3A JOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOAYKT CE€ OTIMyCKa IO OTPaHUYEHO JIeKapcKo npeanvcanue (Bx. [Ipumoxenwne I:
Kparka xapaktepucTuka Ha MpoayKTa, Touka 4.2).

B. JPYI' YCJIOBUS U U3BUCKBAHUSA HA PABPEHIEHUETO 3A YIIOTPEBA
. IlepuoauyHu akTyaJau3upaHu qokjaaau 3a 6esonacHoct (ITAJIB)

W3uckBanusra 3a nogasane Ha [TAJIb 3a To3u jexkapcTBEH NPOIYKT ca MOCOYEHH B CITUCHKA C
pedepentnute naru Ha EBponetickus cbio3 (EURD cnuchk), npensuzaex B wi. 1078, an. 7 ot
HupextuBa 2001/83/EO, 1 BB BCUYKH CIIEABAIIN aKTyaTU3alHH, MyOIMKyBaH! HA €BPOICHCKHS
yeOnopraJ 3a JeKapcTBa.

.  YCJIOBHUA NN OT'PAHUYEHWSA 3A BE3OITIACHA U EGEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA ITPOAYKT

. Ilnan 3a ynpasjeHue Ha pucka (IIYP)

[Tputexarenar Ha paspemeHueTo 3a ynorpeoda (IIPY) Tps6Ba na u3BbpIIBa U3UCKBaHUTE ACHHOCTH U
JefCTBUS, CBBP3aHHU C MPOCIIeIsBaHe Ha JIEKapCcTBeHaTa 0e30MacHOCT, HocoYeHu B onoopenus [1YP,
npezacrased B Moy 1.8.2 Ha pa3peleHreTo 3a ynorpeda, KakTo ¥ BbB BCUUKH CIIeIBAIU 0O00pEHH
aktyanu3anuu Ha [TYP.

Axryanmusupan [1YP Tps6Ba na ce mogasa:

e 110 McKaHe Ha EBpomneiickara areHIus 1o jekapcrpara;
BUHATH, KOTAaTO C€ M3MEHs CHCTEMaTa 3a yIpapJIeHUE Ha PUCKA, 0COOCHO B PE3yNITaT Ha MOTyJaBaHe Ha
HoBa MH(OpMAaLHS, KOATO MOXKE J1a TOBEAE A0 3HAYUMH IIPOMEHHU B ChOTHOILIEHHETO TI0JI3a/PHUCK, WU
ClIeZl JOCTUraHe Ha BakKeH eTall (BbB Bpb3Ka C NIPOCIIesBaHe Ha JIeKapCTBEHATa 0€301acCHOCT MU
CBEXXJJAHE HA PUCKA 10 MUHUMYM).
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MNPUJIOKEHME 111

JAHHH BbPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPSABBA A CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUS

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Naveruclif 5 mg/ml npax 3a nady3roHHa AHCTIEpCHS
MaKJIHTaKCeT

| 2. OBSIBSIBAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bceku ¢nakon chabpixa 100 mg nmakimutakcen moj popMara Ha CBbpP3aHH ¢ aJJIOYMUH HAHOYACTHIIH.
Cren pekoHCTUTYHpaHe equH ml OT AUCTepCUsITa ChAbPKA 5 Mg MakiIuTakcen moj GopMara Ha
CBBP3aHH ¢ alIOYyMUH HAaHOYACTHIIH.

3. CIINCBK HA IIOMOIINHUTE BEINECTBA

AnOymuH (4oBelIKy) (ChIbpkKa HATpHEB Kanpunar U N-auetun-L-tpunrodan).

| 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

[Ipax 3a uH(pY3MOHHA AUCTIEPCHUs

1 pnakon
100 mg/20 ml

| 5. HAYMH HA TPUJIOKEHUE U TbT(MIIA) HA BBBEK/IAHE

[Ipenu ynorpeda mpoueTeTe IUCTOBKATA.

WHTpaBEeHO3HO MPHIIOKCHHE

6. CHELNUAJHO NPEAYNIPEXIEHUE, YE JJEKAPCTBEHUSAT ITPOAYKT TPABBA
JA CE CBXPAHSIBA HA MSICTO JAJIEYE OT IOIVIEJA Y TOCET'A HA JELA

I[a C€ CbXpaHsABa Ha MACTO, HEAOCTBHITHO 3a ACLA.

| 7. APYI'N CIENUAJIHU NPEAYITPEXJIEHUS, AKO E HEOBXOJIUMO

Ja He ce 3amecTBa ¢ Apyrd HOPMU Ha NAKIUTAKCEL.

| 8. JATA HA U3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:
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9. CIIEHMAJIHU YCJIOBUSA HA CbXPAHEHUE

HeotBopenu gunaxonu: CpxpansBaiite (rakoHa B KapTOHEHATA OIIAKOBKa, 3a J1a Ce MPEAa3H OT
CBETJIMHA.

3a yclioBUsTa Ha ChbXPAHEHNUE CIIEl PEKOHCTUTYHpaHE BIKTE JINCTOBKATa

10. CIIEIIMAJIHU ITPEAITASHU MEPKHU INTPU NU3XBBPISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE INPOAYKTHU NJIK OTHAABYHU MATEPHUAJIN OT
TAX, AKO CE U3BUCKBAT TAKUBA

Hewusnon3panusar MIPOAYKT WJIM OTIIAABbYHUTE MAaT€pUaivd OT HETO Tpﬂ6Ba Ja C€ U3XBBPJIIAT B
CBHOTBCTCTBHUEC C MCCTHHUTC U3MCKBAHUA.

11. HUME N AJPEC HA TIPUTEXATEJIA HA PASPEHIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6° planta,

08039 Barcelona,

Hcnanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/23/1778/001

13. TAPTUIAEH HOMEP<, KOOOBE HA JAPEHUETO U HA ITPOAYKTA>

[TapT.Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHNA 3A YIHOTPEBA

| 16. HUH®OPMAIIA HA BPAJIOBA A3BYKA

IIpueto € ocHOBaHUE /1a He ce BKIIO4YM nH(popMmaliys Ha bpaiiioBa a30yka.

| 17. YHUKAJIEH WAEHTUO®UKATOP — JIBYU3MEPEH BAPKO/

JByusmepeH 6apKoJ ¢ BKIIIOYEH YHUKAIEH UASHTU(HUKATOD.

| 18. YHUKAJIEH WIEHTUOUKATOP — JAHHU 3A YETEHE OT XOPA

PC
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MUHHUMYM JAHHU, KOUTO TPABBA JA CbABbPXKA ITbPBUYHATA OITAKOBKA

ETUKET HA ®JTAKOHA

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Naveruclif 5 mg/ml npax 3a uady3us
MaKJIHTaKCeT

| 2. OBSIBABAHE HA AKTUBHOTO(MTE) BEIIECTBO(A)

Bceku ¢nakon chabpixa 100 mg nmakimutakcen moj popMara Ha CBbpP3aHH ¢ aJJIOYMUH HAHOYACTHIIH.
Cren pexoHcTHTYHpaHe, eauH ml OT quchepcusaTa Chabpka 5 mg HakiIuTaKcel mox popmMara Ha
CBBP3aHH ¢ aJIOYMUH HAaHOYACTHIIH.

3. CIINCBK HA IIOMOIINHUTE BEINECTBA

AnOymuH (4oBelIKy) (ChIbpkKa HATpHEB Kanpunar U N-auetun-L-tpunrodan).

| 4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJTHA OITAKOBKA

IIpax 3a undy3us
1 pnakon

100 mg/20 ml

5. HAYMH HA ITPUJIOKEHHUE U ITBT(MIIA) HA BBBEKJIAHE

[Ipeau ynorpeba mpoueTere JUCTOBKATA.

WHTpaBeHO3HO MPHUIIOKEHHE

6. CIHIEHUAJIHO NPEAYNPEXJIEHUE, YE JTEKAPCTBEHUAT NTPOAYKT TPSBBA
JA CE CBXPAHSIBA HA MSICTO JAJIEYE OT HOIVIEJA Y TOCET'A HA TELIIA

I[a C€ CbXpaHsBa Ha MACTO, HEAOCTBITHO 3a ACIA.

| 7. APYT'U CIIEHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOANUMO

[la He ce 3amecTBa ¢ Apyru GopMH Ha MAKIUTAKCEL.

| 8. JATA HA U3TUYAHE HA CPOKA HA T'OJJHOCT

EXP
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9. CIHHEINUAJIHHU YCJIOBUS HA CbXPAHEHUE

HeotBopenu ¢iaxonn: CbxpaHsBaiiTe (iakoHa B KApTOHEHATa ONaKOBKa, 3a /1a Ce MPeArnasy OT
CBETJIMHA.

10. CIIEIIMAJIHU ITPEAITAZHU MEPKU ITPU N3XBBPISIHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU NN OTHHAABYHU MATEPUAJIN OT
TAX, AKO CE HBUCKBAT TAKUBA

Hewnsnon3panust MPOAYKT WX OTHAABbYHUTE MAaTEPUAIN OT HETO Tpﬂ6Ba Ja C€ U3XBBPJIIAT B
CbOTBCTCTBUEC C MCCTHHUTC U3MCKBAaHUA.

11. UME U AJIPEC HA ITPUTEXKATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Accord Healthcare S.L.U.

World Trade Center, Moll de Barcelona, s/n,
Edifici Est 6° planta,

08039 Barcelona,

Hcmanus

12. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1778/001

13. TAPTHUIAEH HOMEP<, KOOOBE HA JAPEHUETO U HA ITPOAYKTA>

Lot

| 14. HAUYMH HA OTIYCKAHE

| 15. YKA3AHNA 3A YIHOTPEBA

| 16. HUH®OPMALMSA HA BPAMJIOBA A3BYKA

[Ipuero e ocHOBaHME 1a He ce BKIIOYN HH(popMarms Ha bpaiinosa a30yka.

| 17. YHUKAJIEH WIEHTU®UKATOP — IBYU3MEPEH BAPKO/I

JIBynsMepeH 0apkoJ| C BKIIFOUCH YHUKAJICH HICHTU(PUKATOD

| 18. VYHUKAJIEH WIEHTUOUKATOP — JAHHU 3A YETEHE OT XOPA

PC
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b. JUCTOBKA
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JlucroBka: uH(popManu 32 NOTPeOUTENS

Naveruclif 5 mg/ml npax 3a na¢y3uonna qucnepcus
nakiurakcen (paclitaxel)

IIpoueTreTe BHUMATEJIHO USJIATA JIMCTOBKA, MPeJH A2 3aM0YHeTe /1a U3M0JI3BaTe TOBA JeKapCTBO,

Thil KaTO TH ChAbP:Ka BaskHa 3a Bac mHdopmanus.

- 3amaszeTe Ta3u JUCTOBKA. MoXe 1a ce HaJIOXKU Jja 1 IPOYETETEe OTHOBO.

- AKO MMaTe HAKAaKBH JIOMBJIHUTEIHH BBIPOCH, TONUTaNTE Bammus nekap uim MenuHcKa
cecTpa.

- ToBa nexapcTBO € npeanucano Ju4yHo Ha Bac. He ro npeorcrbnBaiite Ha npyru xopa. To moxe
Jla UM HaBpeIH, HE3aBUCUMO Y€ IPU3HALMTE Ha TAXHOTO 3a00NsABaHe ca ChIIMTE KaTo Bammre.

- AKo monyuuTe HAKaKBU HEXKEIIaHU PeaKlny, yBeoMeTe Bamms nekap niin MeauIuHCKa CecTpa.
ToBa BKJIIOYBA M BCUYKH Bb3MOKHU HEKEJIaHU PEaKIUY, HEOMMCAHU B Ta3U JIMCTOBKA. Brykte
TouKa 4.

KakBo cbabpika Ta3u JHCTOBKA:

Kaxso npexncrasnssa Naveruclif u 3a kakBo ce n3nonssa
Kakgo Tpsi0Ba na 3Haere, npeau Aa uznonssare Naveruclif
Kak na msnonssare Naveruclif

BBb3MOXHU HEXKETaH! PEeaKIiu

Kak na cexpansiBate Naveruclif

ChabppikaHue Ha ONAKOBKATa U JIOMTBJIHUTEIHA UHPOPMALIHS

A e

1. Kaxkso npeacrasasisa Naveruclif u 3a kakBo ce nuznoJszpa

Naveruclif cbabpika KaTo aKTHUBHO BELIECTBO MAKIUTAKCe, Mo opmMara Ha MEKPOCKOTIUYHU
YACTHIM, HAPEUCHN HAHOYACTHUIIU, CBEP3aH KbM YOBEIIKHUS MpoTerH anOymuH. [Takmurakcen
MPUHAUICKH KbM IpyIia JISKapCTBa, HAPSUCHH ,,TAKCAHH ’, M3IIOJI3BaHH IIPH PaK.

. [TaknuTakcen e oHa3u YacT OT JIEKAPCTBOTO, KOSITO BB3JIEMCTBA BBPXY paka, TOM JeiicTBa
KaTo CIMpa JeJeHETO Ha PaKOBUTE KJIETKU — a TOBAa O3HA4YaBa, 4e Te yMUpar.
. ANOYMHHBT € OHa3M 4acT OT JIEKAPCTBOTO, KOSTO IOMara Ha MakJIHTaKCeN Aa Ce Pa3TBOPH B

KPBBTa U Jia MPOHUKHE B TyMOpAa Mpe3 CTEHUTE Ha KPhbBOHOCHUTE ChIoBe. TOBa 03HauaBa, ue
He ca HeoOXOUMU IPYyTH XUMHUYHU BEIIECTBA, KOUTO €BEHTYAJIHO MOTAT Jia PUIHHSAT
JKUBOTO3aCTpaIIaBallld HEXKEIAHU peakiny. TakuBa HeXellaH! PeaKiii Bb3HUKBAT MHOTO
no-majko ¢ Naveruclif.

3a xakBo ce n3noJua3Ba Naveruclif
Naveruclif ce n3momn3Ba 3a jeueHre HA CICAHUTE BUIOBE PaK:
Pak Ha repnara

° Pak Ha repaTa, KOWTO ce € pa3npoCTPaHWII B IPYTH YaCTH Ha TSAIOTO (TOW ce Hapuya
,,METacCTaTU4YeH PaK Ha I'bpIATa).
° Naveruclif ce u3mon3Ba npu MeTacTaTHYCH PakK Ha M'bpJaTa, KOraTo € OMUTAHO MMOHE eTHO APYTO

JIeueHHe, KOETO Ce € 0Ka3aJlo HeYCIelHOo 1 Bue He cTe NoAXOoa1u 3a JeUeHHUs, BKJIIOYBAIT
rpyna JieKapcTBa, HapeueHH ,,aHTPALUKIMHT .

o IIpu xopa ¢ MeTacTaTU4eH pak Ha I'bpJarta, KOUTo ca nonydmnu Naveruclif, korato apyra
Tepanys € Omia HeycCIelHa, IMa IT0-ToJIsIMa BEPOSITHOCT Pa3MephT HAa TyMopa Jia HaMajiee 1 Te
KHBEAT MO-IBJIT0 OT XOpaTa, NOJTYUHUIIN AITepHATUBHA TEPaIHsL.

Pak Ha mankpeaca

. Naveruclif ce u3mon3pa 3aeHO C JEKAPCTBO, HAPEUEHO reMUUTa0MH, aKO UMaTe MeTacTaTHueH
pak Ha aHkpeaca. Xopa ¢ MeTacTaTU4eH Pak Ha IlaHKpeaca (pak Ha IlaHKpeaca, KOHUTO ce €
pasnpoCTpaHMII U B APYTH YacTH Ha TAJIOTO), KouTo nonayyasat Naveruclif ¢ remuntaOus B
KJIMHUYHO U3MUTBAHE, )KUBEAT I10-IIBJIT0 OT XOpaTa, HOJIy4aBalyd CaMo FeMIUTA0HH.
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Pax Ha Gemust 1po6

o Naveruclif ce u3mon3Ba u 3aeHO ¢ JIEKapCTBO, HApEUEHO KapOOIUIaTHH, aKO UMAaTe Hail- YeCTHs
BH/I pak Ha Oenus qpob, HapedeH ,,HeAPeOHOKIIEThYCH paK Ha Oenus Apo0”.
o Naveruclif ce nsmon3Ba npu HeAPEOHOKIIETHYCH paK Ha Oelust P00, KOraTo OnepaIusTa Wi

JIpYETEpAIrsATa HE Ca MOAXOAAIIN 3a JICUCHUC Ha 3a00JIIBaHETO.

2. Kakso Tpsa6Ba 1a 3Haere, npeau ga uznouassare Naveruclif

He n3nmoa3Baiite Naveruclif

o aKo CTe aJePrHYHM KbM MAKIUTAKCEI M KbM HAKOSI OT OCTaHAJIHUTE ChCTABKH Ha JIEKAPCTBOTO
(130poeHu B TouKa 6);

o aKO KbPMUTE;

. aKo MMare HUCHK Opoil Ha OenuTe KphbBHU KIETKH (M3X0JeH Opoit Ha HeyTpodumuTe

<1500 xnetkn/mm?® — Bammusar nexap e Bu nmochBeTsa 3a ToBa).

Ipeaynpexnenns U NpeanasHu MepKu
ToBopere ¢ Bamus nexap niin MEAUIIMHCKA CECTpa, npeau aa u3nonssare Naveruclif

. aKo MMaTe TIOHMXeHa ObOpeuHa QpyHKIUS;
. aKO UMaTe TeKKH YepHOAPOOHH MpobdiaeMu;
o aKo MMaTe ChPACYHHU MPOOIECMH.

rOBOpeTC ¢ Bamms JICKap UK MCOAUIIMHCKA CECTpa, aKO U3MUTATE HAKOC OT TE3U CHhCTOAHUA, JOKATO
Bu JICKYBAT C Naveruclif, Bammst JICKap MOXXE 1a IMOMCKa Aa CIIpe JICHCHUCTO WJIN 1a HaMaJIu J03ara:

o AKO MOJIYYHUTE HECCTCCTBCHO ITOCUHABAHE, KbPBEHEC UJIU IIPU3HALIN HaA HH(beKHHﬂ KaTto
BB3I1aJIEHO BP0 UITH TPECKA,

o aKo TMOYyBCTBATE U3TPBIIBaHE, MpaBy4YKaHe, OOIKaHe, 1yBCTBUTEIHOCT MPH JOMHP HIIH
MYCKYJIHa clabocT;

) aKo MMare MpoOIIeMH ¢ JUIIAHETO, KaTO HAPUMEp 3a/yX HIIH CyXa KalUIUIIA.

Jeua u roHomm
Naveruclif e camo 3a Bp3pacTHU U HE TpsiOBa Ja ce Ipwuiara Ha Jieria U I0HOIH 1o 18 roguHm.

JApyru nexapcra u Naveruclif

TpsioBa na xaxcere Ha Bammms ekap, ako mpremare Wi HaCKOpo CTe MIpHEMald ApyTH JekapcTsa. ToBa
BKJIFOYBA U JIEKAPCTBA, OTIyCKAaHH 0e3 pelenTa, BKIYUTESIHO U pAaCTUTENHH JiekapceTBa. ToBa e Taka,
3amoro Naveruclif Moxe 11a moBnmsie HaYMHA, 110 KOHTO AeHCTBAT HAKOM JIPYyTH JekapcTBa. OcBeH TOBa
HSKOM JPYTH JIEKapCTBa MOTaT Ja MOBIUAT HAaYMHA, 10 KOHTO neiictBa Naveruclif.

bwaere BHUMaTenHu u roBopeTe ¢ Bamms jekap, koraro npuemare Naveruclif enHoOBpeMeHHO ¢ HsIKOe

OT CIICJIHUTE:

. JIeKapCTBa 3a JieyeHrne Ha MH(EKINHU (HapuMep aHTHOMOTHIN KaTO €PUTPOMHUIINH,
pudaMIUIKH | 1p.; MoNuTaliTe Bamus gekap, MEeIUIIMHCKA cecTpa Wik (papMaIieBT, ako HE CTE
CUTYPHH JaJH JIEKaPCTBOTO, KOETO MpHEMare, € aHTUOMOTHUK), BKIFOYUTEITHO U JICKApCTBa 3a
JiedeHre Ha ThOMYHN HHPEKIUY (HalpuUMep KETOKOHA3011);

. JieKapcTBa, U3MOI3BaHM 32 1a BU moMorHar fa crabuiausupare HaCTpOSHUETO CU, KOUTO
MIOHAKOI'a C€ Hapu4aT U aHTUAENPECAaHTH (Hanpumep (QIyoKCeTHH);

. JIEKapCTBa, M3MOI3BAHM 3a JICUCHHE Ha IPUIaAbIH (enuierncus) (HanpuMep kapoamasemnuH,
(heHuTOMH);

. JIeKapCcTBa, M3MOI3BaHM 3a Jja Bu momMornar 3a HamassiBaHe Ha HUBaTa Ha JTUIHUINTE B KPBBTA
(Hanpumep rempuOpo3UI);

. JIEKapCTBO, U3IOI3BAHO 32 CTOMALIHU KUCEJIMHU WM CTOMAIIHU A3BU (HalpuMep LUMETUANH);

. JeKapcTBa, n3non3Bany 3a Jedenne Ha HIV u CIIMH (manpumep putoHaBup, CaKBUHABHP,

WH/IMHABHD, HeJlQUHABHD, e(aBUPEHII, HEBUPAIINH);
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. JIEKapCTBO, KOETO ChIBpPXKa KIOMIOTPEI, H3II0I3BAaHO 3a MPEIOTBpaTsIBaHe Ha (POPMUpPAHETO HA
KPBBHH ChCHPEIH.

BpeMeHHOCT, KbpMeHe M (pepTHIINTET

[NaxnuTakcen MoXe Jja IPUIMHU CEPHO3HHU BPOACHH Je(eKTH 1 3aTOBa He TpsOBa /1a ce U3I03Ba, aKo
cte OpemeHHa. Bammst nexap me Bu HazHaun Tect 3a OpeMEHHOCT, TIPS/ Jia 3aIl0YHETe JISUSHHE C
Naveruclif.

JKenwurte B nereposiHa Bb3pacT TpsiOBa J1a U3M0A3BaT e(peKTHBHA KOHTPALICTIIUS 110 BpeMe Ha u 1 Mecell
cien neyenuero ¢ Naveruclif.

He KbpMETE, IOKATO IMPpUeMaTe Navemclif, Thi Karo HE € U3BECTHO JIaJIM aKTUBHATA ChCTaBKa
TMMaKJIINTAKCEII [IPpEMHUHABA B KbpMara.

Ha marmeHTrTEe OT MBXKH IOJT C€ ITPENOphYBa Ja U3M0I3BAT e)eKTHBHA KOHTPALCTILHS U 2 U30srBar
3a4eBaHETO Ha Jiel[a 110 BpeMe Ha U LIECT Mecella Clie/l JISYCHNEeTo 1 TPsiOBa /1a ce KOHCYJITHpAT
OTHOCHO 3aMpa3siBaHeTO Ha cliepMa Npe/iu JICYCHUETO, MOPaJN Bb3MOKHOCTTA 38 HEOOpaTuMo
Oe3moaue B pe3ynrar Ha jieuenuero ¢ Naveruclif.

ITocwBeTBaiiTe ce ¢ Bammus nexap npenu ynorpedara Ha TOBa JIEKapCTBO.

lodupane u padoTa ¢ MAIIUHA
Hsixom Xopa MoxXe /1a ce IMOYyBCTBaT YMOPSHHN WM 3aMastHH, ciex Karo noimydar Naveruclif. Ako ToBa
ce cimyuu ¢ Bac, He modupaiite 1 He U3MON3BalTe HUKAKBU HHCTPYMEHTH MITH MAIlIFHHY.

Axo Bu ce naBar u n1pyru jekapcTBa KaTo yacT ot JieueHuero By, nomonere Bamms nekap 3a cbBeT
OTHOCHO 1I0(HpaHeTo U paboTaTa ¢ MallIWHU.

Naveruclif cbabpsxa HaTpHi
ToBa JilekapcTBO ChABPIKa Mo-Masko ot 1 mmol Hatpuit (23 mg) Ha 100 mg, T.e. MOXKe Jla ce Kaxe, 4e
MPaKTUYECKU HE ChIbpKa HATPUH.

3. Kak na n3znoaszsare Naveruclif

Naveruclif mie Bu 6b11e mpunarad ot iekap Wi MEIUIWHCKA CeCcTpa, BbB BeHa, oA popmara Ha
MHTPaBEHO3HO KaIKOBO BiMBaHe. Jlo3ara, KOsTO IOJTydaBare, e OCHOBaBa Ha TeJiecHara Bu
MOBBPXHOCT U Ha pe3yJTaTuTe OT KpbBHUTE By u3cnenBanus. OOnvaiiHata 103a 3a pak Ha I'bplara e
260 mg/m’ TenecHa MOBBPXHOCT, IPUIATaHa B paMkuTe Ha 30 MunyTH. OOHyJaiiHaTa 103a 32
HAIpeIHAN PaK Ha MaHkpeaca e 125 mg/m’ TefecHa MOBLPXHOCT, TIPUIIaraHa B paMKkuTe Ha 30
munyTH. O6HyYaiiHaTa 1032 3a HePeOHOKIEThYEH paK Ha Oenus apo6 e 100 mg/m?” TenecHa
MOBBPXHOCT, TIpHJIarana B IpoabDkeHre Ha 30 MUHYTH.

Kouiko 4ecto me noayyaBare Naveruclif?
3a jeyeHue HAa MeTacTaTHYeH pak Ha repaara Naveruclif 0OMKHOBEHO ce mpuiiara BeIHbXK Ha BCEKH
Tpu cenqmuiu (B ieH | ot 21-1HEBEH IUKBII).

3a JeyeHue Ha HampeaHal pak Ha nmaHkpeaca Naveruclif ce mpunara B nen 1, 8 u 15 ot Bcekn 28-
JTHEBEH IMKBJI Ha JIedeHUe, KaTo BeaHara ciien Naveruclif ce mpuiara reMiuraOuH.

3a neueHne Ha HeaPeOHOKIIETHYUEH pak Ha Oemnwst pod Naveruclif ce mpuara BenmHbXK Ha BCsIKa
ceamuna (T.e. B taute 1, 8 1 15 o1 Beceku 21-aHEBEH UKBIT), KATO KApOOIUTATHH C€ Ipujlara BeIHBX
Ha BCEKU TPH CEAMHUIM (T.€. caMo B JieH | oT Bceku 21-THEBEH LMKBI), BeHAra Ciel KaTo €
npunoxena go3ara Naveruclif.
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AKO MMare HSIKaKBH JOIIBIIHUTEIHN BBIIPOCH, CBBP3aHH C yIIoTpedaTa Ha TOBA JIEKapCTBO, TONMUTANTE
Bamus nexap uim MeIUIIMHCKA CECTpa.
4. Bb3MOKHH HexKeJTaHM peaKunu

KakTo Bcuuku JIEKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPECAN3BUKA HEXKEIIAHU PCAKIINU, BBIIPEKH Y€ HE
BCCKH I' T1I0JTy4JaBa.

MHoOro yecTuTe HEXKEIIAHU peaknuu Morar Aaa 3aC€raar 1roBe4ue OT 1ma10 AyHIn:

o Kocomaj (B moBeueTo ciay4an KOCOMaabT Ce MPOSBSIBA MTO-MAJIKO OT €MH MECEI CJIe/ 3aTl0UBaHe
Ha Naveruclif. Korato ce nposBu, koconaasbT € oueBuaeH (Hax 50%) npu MHOSUHCTBOTO OT
TTAIIACHTUTE)

J O6pusB

. HeoOwnuaitHo HamansiBaHe Ha Opost Ha OenuTe KPbBHU KIETKHU (HEYTPODUIH, TUMQPOIUTH 1IN
JIEBKOLIUTH) B KPbBTa

o Jeduuut Ha YepBeHU KPbBHH KIETKH

o HamangBane 6post Ha TPOMOOLIUTUTE B KPBBTa

. Edexr Bopxy nepudepuure Hepsu (001Ka, N3TPHIIBaHE, MpaByUYKaHe WM 3ary0a Ha
qyBCTBHUTEIHOCT)

Bonka B eaHa uiy noBeve CTaBu

Bonka B Mmyckynure

lanene, nuapus, 3amek, aQTu B ycTaTa, 3aryda Ha arneTHT
[ToBpbiane

Crnaboct 1 yMOpa, BUCOKA TeMIIeparypa

O0e3BonHABaHE, HapyILIEHUE Ha BKyca, 3ary0a Ha Terio
Hucku HiuBa Ha Kanuii B KpbBTa

JHenpecust, npodaeMu ChC ChHS

I'maBoGonue

CryneHu TpbIKU

3arpynHeHO JumIaHe

3amaiiBane

OTOK Ha JIMTaBULUTE U MEKUTE ThKaHU

IloBumIeHu cTOHHOCTH Ha YepPHOAPOOHUTE (yHKIMOHAIHU IOKa3aTeIu
bonka B kpaliHunure

° Kammmuna

. Kopewmna 6omka

. KspBene ot Hoca

YecTHTe HEXENAHU PEaKIMU MOraT Ja 3acersar a0 1 xa 10 gymm:

o Copbex, cyxa Koka, HapyIIeHHs] Ha HOKTUTE

0 Wndexuus, BUcoKka TemIeparypa ¢ HamalieH Opoii Ha onpesenieH BUj Oeli KPbBHU KIETKU
(HeyTpodunu) B KpbBTa, 3auepBsABaHe, KaHIU103a, TeKKa HH(PEKIMs Ha KpbBTa BH, KoATO MOXKe
Ja ObJie MpUYMHEHA OT HAMAJIABaHETO HA OeMUTe KPbBHU KIETKH

o Hamaien 6poit Ha BCHYKH KPBBHH KIETKU

o Bonku B rbpANTE WIH B THPIIOTO

o CToMaIIHO pa3cTpoCTBO, KOpeMeH TUCKOM(OpT

. 3arynieH HOC

o Bonku B rbp6a, OOJIKK B KOCTUTE

o Hapymena myckyiiHa KOOpJMHAIMS WK 3aTPYIHEHO YeTEHE, YBEITHICHO WM HAMaJIeHO
CBHI300T/IENIHE, 3ary0a Ha MUIIIH

o [IpomeHu B chp/ieduHATa Y€CTOTA WA PUTHM, ChPJCYHA HEJOCTATHYHOCT

o [ToHMkeHO WM MOBUILIEHO KPHBHO HAJISTaHE

o 3auepBsiBaHE WM MTOAYBAaHE HA MSICTOTO HA HH)KEKTHUPAHE
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TpesoxHOCT

Wudexnus B 6enute qpodose

WHdexnusa Ha MUKOYHUTE TBTHILA

3amymBaHe Ha YepBara, Bb3MaJICHHE Ha 1e0eI0TO YepBO, BH3MAJICHNE Ha JITHYHUTE MIHTUIIA
Octpa Ob0pevHa HEMOCTAaTHYHOCT

[ToBuieH OUMMPyOUH B KPBBTA

Kamnsue Ha kpBB

Cyxota B ycTara, TpyAHO MPErThIIaHe

MyckynHa ciaboct

3aMbINIEHO 3peHHe

HevecTHuTe HEXETaHU peakuu MoraT na 3acersHat a0 1 va 100 gymm:

[ToBumieHo Tero, MOBUIIIEHA JIAKTAT JIEXUPOTeHa3a B KPbBTa, HamalieHa ObOpeuHa (QpyHKIws,
MOBUILIEHA KPbBHA 3axap, MOBUIIEHO HUBO Ha (hochop B KPbBTa

Hamanenu pedoexcu nu nurca Ha peduekcr, HEBOJTHH JBMKEHUS, O0JIKa M0 MPOTEIKEHUETO HA
JlaJieH HepB, IPUIaIbK, 3aMaiiBaHe MPH U3MpaBsHe, TperepeHe, mapaii3a Ha JTUIEeBUs HEPB
Jlpa3Hene B ounrte, O0OJIKA B OUUTE, 3a4epBsIBAaHE HA OYNTE, ChPOEK HAa OYHTE, IBOHHO BUKIAHE,
HaMaJICeHO 3pEHUE MITU BIDKJAaHE Ha OJISICBAIY CBETIIMHU, 3aMBIJICHO 3peHHE, ABJDKAII0 Ce Ha
OTOK Ha peTHHaTa (KUCTOUICH MaKYJICH e/IeM)

Bornka B yXoTo, NHIIIEHE B YIIIUTE

Kanumna ¢ xpadku, HeIOCTUT Ha BB3/yX NPY BbPBEHE WJIM MPU U3KauBaHE HA CTHIOH, Xpema
WK CyXOTa B HOCA, HAMAJICHH JMXaTeJIHU 3By1H, Bojia B Oenusi 1po0, 3ary0a Ha riaca, KpbBeH
CBhCHpEK B Oenust 1po0d, CyXoTa B I'bPIOTO

l'azoBe, cromalHy cna3mu, OOJE3HEHOCT WM Bb3MaJICHUE HA BEHIIUTE, PEKTATHO KbPBEHE
Bonesneno ypunupaHe, 4eCTo ypHHHUPaHE, KPBbB B ypUHATA, HEBB3MOKHOCT 32 33/IbP)KaHe Ha
ypuHa

Bonka B HOKTHTE Ha phIieTe; TUCKOM(OPT B 00JIaCTTa Ha HOKTHTE, 3ary0a Ha HOKTUTE Ha
phlieTe, ypTUKapHs, 00JIKa 10 KoXKaTa, 3a4epBsBaHe Ha KOXKara IIPU CIIbHYEBA CBETIINHA,
MpOMSTHA Ha [[BETa HA KOXKara, 3aCHIJIEHO MOTEHE, CPETHOIIHO MTOTEeHE, OeNr yJacThly 10
KOXaTa, pa3paHsBaHUs, OTHUYAHE HA JIUIIETO

[MonmwxkeHo HUBO Ha Pocop B KPBBTA, 3a]IbpXKaHe HA TEUHOCTH, HUCKO HUBO Ha anOyMUH B
KPBBTA, 3aCHJICHA KaXK/a, IOHIKEHO HUBO Ha KaJILWI B KPBBTA, MIOHW)KEHA KPbBHA 3aXap,
MTOHIKEHO HUBO HA HATPHI B KPHBTA

Bonka n nmogyBane B HOCa, KOKHU HH(EKIMH, HHPEKIINH, IPETU3BUKAHNA OT KaTEThP
OO0pa3yBaHe Ha CHHUHU

Bonka B 30Hara Ha TymMOpa, TYMOpHa HEKpo3a

[TonmkaBaHe Ha KPHBHOTO HAJIATaHE MPH U3MPaBSHE, CTY/IEHUHA HA PBIETE U Kpakara
3arpyaHEHO XO/IeHe, TIOAyBaHe

AneprudHa peakius

Hamanena ¢yHnkuus Ha uepHHS Apo0, YBETUUEH pa3Mep Ha YepHUS Ipo0

bonka B repaara

BbesnoxoiicTBO

Manku KpbBOHM3JIMBH I10 KOXKaTta B, abiKamiy ce Ha ChbCUpPEHa KPHB

ChcTosiHUE, BKITFOYBAIIO pa3pylIaBaHe Ha YepPBEHH KPBBHU KIIETKH U OcTpa ObOpedyHa
HEOCTaThYHOCT

Penxure HeXxxenmaHu peakiuu Morat na 3acerHat 1o 1 Ha 1 000 qymu:

Peaxiust Ha koXara KbM APYIo CPeACTBO WK 0en0apo0HO Bb3NajeHue ciel 00buBaHe
KpbBeH cbeupex

MHoro 3a0aBeH MyJic, Cbp/€4eH MPHUCTHII

W3tnuaHe Ha IeKapcTBO U3BBH BEHATa

Hapymenne Ha e1ekTponpoBOAHATA CHCTEMA Ha ChPIETO (aTpHOBEHTPUKYIAPEH OJIOK)

MHoro peakuTe HEXXeJlaHU peaknuu Morar aa 3acerHar 10 1 Ha 10 000 xgymm:
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. Texxko Bp3MaNIcHE /00pUB 110 KOXKara ¥ JuraBunuTe (cuHapoM Ha CTHBbHC-/PKOHCHH,
TOKCHYHA €THEpPMaIHa HEKPOJIN3a)

C HeM3BeCTHA 4eCTOTa (0T HATMYHUTE JAaHHU HE MOXKE J1a OBbJIe HAIIpaBeHa OICHKA 33 YECTOTaTa)
. BreopusiBane/ynedensBane Ha koxara (CKIepoaepMusi)

Cro01aBaHe HA HeXKeJIAHU peaKkuuu

Axo NOJIYUNTC HAKAKBH HCKCIIAHU JICKAPCTBECHU PCAKIINU, YBEAOMETE Bamms JICKAp Wik MCAULINHCKA
cecTpa. ToBa BKJII0OYBa BCUYKH Bb3MOXKHH HEOMMMCAHU B Ta3H JINCTOBKA HEXEaH! peaKknnu. Moxere
CBIIIO Ja C’I:O6I.LII/ITC HEXCIIaHU pCaKIIMU JUPECKTHO YPE€3 HAlTHOHAJIHATA CUCTEMA 3a C’LO6H.IaBaHe,
IIOCOYCHA B H[!I/IJ'IO)KGHI/IE V. Karo 01,061uaBaTe HCEXKCJIaHU pCAaKIUH, MOXKETC Aa JaA€TC CBOsI IPUHOC
3a 1ojiy4aBaH€ Ha IMOBEYC I/IH(I)OpMaI_II/Ifl OTHOCHO 0€30ITaCHOCTTa Ha TOBA JICKapCTBO.

5. Kak na coxpansiBate Naveruclif
[la ce cpxpansiBa Ha MSICTO, HEZIOCTBITHO 32 JIEeLa.

He u3non3BaiiTe ToBa JEKapCTBO CJIE] CPOKA HA TOMHOCT, OTOENA3aH BbPXY KApTOHEHATA OMAKOBKA U
¢umakona cien ,,l'ogen no:” u ,,EXP”. CpokbT Ha TOXHOCT OTTOBaps Ha OCIEAHUS ACH OT TOCOUYEHUS
MeCeIl.

HeotBopenu ¢makonn: CpxpaHsaBaiiTe (rakoHa B KApTOHEHATa OIIAKOBKa, 3a []a CE MPEAa3H OT
CBETJIMHA.

Criet MbpBOHAYATHOTO PEKOHCTUTYHPAHE, TUCTIEpCHsITa TPSOBA a ce U3I0JI3Ba He3a0aBHO. AKO He ce
M3I0JI3Ba He3a0aBHO, AKCIIEpCHITa MOXe J1a Ob/ie chxpaHsBaHa B xnaawiHuk (2°C-8°C) 3a He moBeue
oT 24 yaca, BbB (pJIaKOHa, KaTo ce JbPKU B KAPTOHEHATa OMAKOBKA, 3a Jia Ce MPeIa3y OT CBETIIHA.

ITpuroTBeHaTa AUCIEPCHsl 32 HHTPABEHO3HO KAIKOBO BIMBAHE MOXKE JIa C€ ChXPaHsIBa B XJIAIMIHUK
(2°C-8°C) 3a He moBeue oT 24 yaca, 3alIUTEeHa OT CBETJIMHA.

JokazaHa e xummuecka U pu3nuecka cTabMIIHOCT 10 BpeMe Ha ynotpeda 3a 24 yaca nipu Temreparypa
2°C-8°C, xoraro JIeKapCTBOTO € 3allUTEHO OT CBETIMHA, IocyeBaHo oT 4 yaca npu 25°C, koraro He €
3aIIATEHO OT CBETJIMHA.

Baimusit siekap wim papMareBT OTroBapsi 3a IPaBUIIHOTO M3XBHPIITHE Ha HEU3IONI3BAHUTE KOJINYECTBA
Naveruclif.

6. Chabp:kaHHue HA ONIAaKOBKAaTa U APyra mHgopmanus

Kakso csabp:xa Naveruclif

° AKTHBHOTO BEIIECTBO € NnakiauTakces.Becexu duakon chabpika 100 mg naknurakces moju
(opmara Ha HAHOUACTHIIH, CBbP3aHu ¢ anOymuH. Cieq peKOHCTUTYUpaHe enuH ml ot
JIUcIiepcusiTa ChIbpiKa 5 mg nakiimTakcel noj popMara Ha HAHOYACTUIU, CBbP3aHH C ANIOYMUH.

. Jpyrara cecTaBka € anOyMuH (4OBEIIKH) (ChAbpika HATpUeB Kanpuiar U N-aneTui-L-
Tpunrtodan), BX. Touka 2 ,, Naveruclif ceabppixa Hatpuii”.
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Kak n3rnexna Naveruclif u kakBo cbabp:ka onakoBkara

Naveruclif npexcrasmisiBa OsuT 10 )BT IPax WU JTHOPHUIN3MPaHa KOMIIAKTHA Maca 3a MH(Y3nOHHA
nucnepcusi. Naveruclif ce npeasiara B cTbKICHU (IIAKOHH, BCEKH OT KOUTO chabpxa 100 mg
NaKIuTaKces noj GpopMara Ha HAHOYACTHUIIH, CBBP3aHHU C aJ0yMHUH.

Bcesika onakoBka chabpxa 1 ¢umakon.
IIpuTexares Ha pa3pelIeHHeTO 32 ynorpeda H NPOU3BOIUTE.

IIpuTe:kaTes HA pa3pelIeHHETO 32 ynorpeda
Accord Healthcare S.L.U.

World Trade Center, Moll De Barcelona s/n,
Edifici Est, 6a Planta,

Barcelona, 08039,

Ucnanus

IIpousBoauren

Accord Healthcare Polska Sp.z o.0.
ul. Lutomierska 50,

95-200 Pabianice,

[Tomma

N

Laboratori Fundacié Dau

C/ C, 12-14 Pol. Ind.

Zona Franca, Barcelona, 08040,
Hcnanus

3a BcsikakBa HH(POPMAIHsi OTHOCHO TOBA JISKAPCTBO, MOJIS, CBBPIKETE CE C MECTHUS MPECTABUTEI HA
MIPUTEKATENS Ha pa3pelIeHNeTo 3a ynorpeoda:

AT/BE/BG/CY/CZ/DE/DK/EE/ES/FI/FR/HR/HU/IE/IS/IT/LT/LV/LX/MT/
NL/NO/PL/PT/RO/SE/SI/SK /UK (NI)

Accord Healthcare S.L.U.
Tel: +34 93 301 00 64

EL

Win Medica A.E.
TnA: +30 210 74 88 821

Z[aTa Ha MOCJICAHO NMpepasIjie;KaaHe Ha JJUCTOBKaTa

ITonpobua nHbopManus 3a TOBa JEKapCTBO € MPEAOCTaBeHa Ha yebcaiiTa Ha EBporneiickara areHus
1o JiekapcTBata http://www.ema.europa.cu

3a MeIMIIUHCKHU CTIeNHAJINCTH

ITocouenara o-a0J1y I/IH(i)OpMaL[I/ISI € IIp€aAHasHa4Y€Ha CaMO 3a MCAUIUHCKHA CIICIUATIUCTH!
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Yka3zanus 3a ynorpeda, paéora u U3XBbpJsiHe

Ipeaynpexnenus 3a NPUTOTBsIHE U NPHJIOKEHHE

[MTakmuTakcea € TUTOTOKCHYEH IIPOTHBOPAKOB JICKAPCTBEH NMPOXYKT M KAKTO TPH APYTH MOTCHIIHATHO
TOKCHUYHH BellecTBa, mpu padota ¢ Naveruclif e HeoOxoaumo noBuiieHo BHUManue. Tps0Ba na ce
W3M0JI3BaT PHKABUIIM, OYMJIa ¥ 3aIIUTHO 001ekio. Ako mucnepeusita Naveruclif monajane Bppxy
KOXKaTa, KokaTa TpsIOBa Jia ce M3MHUe He3a0aBHO U OOMITHO ¢ Boja U camyH. Ako Naveruclif nonamne
BBpXY JIMTABHIIA, JTUTABHLIATA TPAOBaA Ja ce nmpomue oOmIHO ¢ Bona. Naveruclif TpsiOBa na ce mpurores
U [IpAJIara caMmo OT MEePCOHAN, ITOAXOIIII0 00yUeH 3a paboTa ¢ IIUTOTOKCHYHY BellecTBa. bpeMeHHH
JKeHHU He TpsAOBa aa padotsr ¢ Naveruclif.

Kato ce nMa npenBuI Bb3MOXKHOCTTA OT €KCTpaBa3als, MPEMOPbUYUTEIHO € BHUIMATEITHO Ja Ce
HaOmoaBa MACTOTO Ha MH(]Y3HATa 32 BE3MOKHA HHOUITpALUS MIPH MIpUIaraHe Ha JIeKapCTBEHHS
npoaykT. OrpannyaBanero 10 30 MUHYyTH Ha BiauBaHeTo Ha Naveruclif, kakto € yka3zaHo, HamalsiBa
BEPOSITHOCTTA OT CBBbP3aHH ¢ HH(DY3HATA PEaKIHH.

PexoHCTHTYHpaHe HA MPOAYKTA U NPHJIOKEHHE
Naveruclif TpsiOBa 1a ce mpuiara noj HaOJOASHUETO Ha KBATM(UIIMPAH OHKOJIOT B 3BEHA,
CHENUANTN3UPAHU B MPHIOKEHUETO HAa IIUTOTOKCUYHHU CPENCTBA.

Naveruclif e mog popmara Ha crepusieH THO(GUIN3UPAH Mpax 3a PEKOHCTUTYHPAHE MPenn yroTpeoda.
Crnen peKoHCTUTYUpaHe euH ml OT AucnepcusITa Chbabpka 5 mg nakiuTakcen noj gopmara Ha
HAHOYACTHIH, CBbp3aHHu ¢ anbymuH. [Ipuroreenara nucnepcus Naveruclif ce npuiara HHTpaBeHO3HO,
KaTo ce M3MoJ3Ba Habop 3a HHQY3us, BKIouBal 15 pm Guirsp.

C momorira Ha CTepHIIHA CIIPUHIIOBKA, TPsiOBa 6aBHO na ce nmxekTrpa 20 ml HaTpreB XJIopu
9 mg/ml (0,9%) undy3uoHeH pa3TBop BbB (priakoHa, chabpixkail Naveruclif, B mpoabinkenue Ha nmoHe 1
MHHYTA.

PaztBOpBT TpsiOBa na ObJe HACOUEH Taka, Ye Jia ce CTUYa 0 BhTPEIIHATA CTeHa Ha (NIaKoHa.
Pa3TBOpBT HE TpsAOBaA 12 ObJIe MHKEKTHPAH HAMIPABO B Mpaxa, Thil KaTO TOBA IIe TOBEJC 10
00pa3yBaHETO Ha MsHA.

Cnen kato 100aBSHETO 3aBbpPIIH, (PITAKOHBT TPAOBa Ja Obe OCTABSH J]a MPECTON HaH-MaJIKO

5 MHHYTH, 32 J]a C€ OCUTYpH HOAXOAAIIO OBJIaXHSIBAaHE Ha TBbpIara cheraBka. Ciien ToBa (akoHbT
TpsiOBa JIeKo ¥ 0aBHO Ja ce pa3KJiaimla ¢ KpbrooOpasHH ABMKEHUS W/HITK 00pbIla 3a TOHE 2 MUHYTHU 10
MOBTOPHOTO AMCIIEprHpaHe Ha mpaxa. TpsoBa na ce n3bsrea oOpa3yBaHeTo Ha IsiHA. AKO ce 00pa3yBar
IsIHA WK Oy9KH, Tciiepcrs TpsOBa ga ObJie OCTaBeH Ja IPECTOH MOHe 15 MUHYTH 10 H34e3BaHe Ha
nsHara.

PexoncTuTympanara mucnepcus TpsioBa qa 6b/1e mono0Ha Ha MILSIKO M XOMOT€HHA, 03 BUANMH
IpenunuTaTi. Moke J1a ce Mojlydy U3BECTHO yTasiBaHE HA IPUTOTBEHATa Iucnepcus. AKo UMa
BUIUMH TIPEIUNUTATH W yTaiika, GrakoHbT TpsOBa 1a Obae OTHOBO BHIMATEIIHO OOPBINaH, 32 Ja ce
OCUTYpH HOBTOPHO JUCHEPrUpaHe Npean ynorpeoda.

ITposepere aucriepcusiTa BbB (hrrakoHa 3a BUANMHM JacTUH. He mpumaraiite pekoHCTHTYHpaHaTa
JHCIepCHs, ako BbB (1aKOHA ce HaOII0aBaT BUANMH YaCTUIIU.

TpsiOBa 1a ce U34UCIIM TOYHHUAT 001 00eM 3a MpujlaraHe oT AUcIepcusaTa 5 mg/ml, Heooxoaum 3a
HalMeHTa, 1 CbOTBETHOTO OIPEAETICHO KOJIMYECTBO OT peKoHCTUTyupanus Naveruclif na ce
UHKEKTHpa B TipaseH, crepuieH, PVC i ne-PVC cak 3a HHTpaBeHO3HA HHY3HUSL.

YnorpebaTa Ha MEIUIIUHCKH U3/ICIHS, ChABPIKAIIY CHIIMKOHOBO MAacIIO KaTo JIyOpUKaHT (HAarp.
CIIPHHIIOBKY M HHTPABCHO3HHU CAKOBE) 32 PEKOHCTHTYHpaHe U npunarane Ha Naveruclif, Moxe na
JIOBeJIe 10 00pa3yBaHeTO Ha OENTHYHH HUIIKYU THII ,,ipo3pavyHa nanaenka”. [Ipunaraiite Naveruclif
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KaTo M3I0N3BaTe HaOop 3a MH(y3usl, BKIrouBam 15 pm Guirhp, 3a 1a W30erHeTe MpUaraHeTo Ha Te3U
Hutiky. [Ipu u3non3sane Ha 15 pm QUITHP, HUIIKUTE Ce OTCTpaHsBaT 6e3 /1a ce MPOMEHSIT
(GU3NYHKUTE U XUMHUYHH CBOMCTBA Ha PEKOHCTHTYHPAHHUS TPOIYKT.

VYnorpebara Ha QUITPH ¢ pa3mMep Ha HOPUTE TIO-MATBK OT 15 um MoxKe Ja oBene 0 3arynIBaHe Ha
¢dunTepa.

3a mpuUroTBAHETO WM NpHiaraneto Ha nHQy3uu ¢ Naveruclif He e HeoOxoMa yroTpedara Ha
CIeLIMaTHU KOHTEHHepH 3a pa3TBop 0e3 chabpkaHue Ha au(2-etmnxekcui)pranar DEHP unu na
HabOpH 3a IpUIIaraHe.

Crien MpUIIOXKEHUETO Ce MPernopbyuBa HHTPABEHO3HATA JIMHMS Jia Ce IIPOMHUE C HATPHUEB XJIOPH]

9 mg/ml (0,9 %) MHXEKIIMOHEH Pa3TBOP, 3a Aa CE TapaHTUpa MPIOKEHUETO Ha IIBJIHATA 103a.
Hewn3mom3BaHuAT MPOAYKT WIN OTHAIBYHATE MaTEPHAIN OT HETO TPsIOBa J1a c€ M3XBBPIAT B
CBOTBETCTBHE C MECTHHUTE H3UCKBAHUSI.

CraduaHoct

HeotBopenute ¢nakonu Naveruclif ca ctaOuiiHu 10 1arara, mocoveHa Ha ONaKoBKara, KOraro
(drakoHNTE ce ChXpaHIBAT B KAPTOHEHATA OMAKOBKa, 32 Jla C€ MPEAMNA3sAT OT CBETIIMHA. 3aMpa3siBaHETO
WIH ChXPaHsIBaHETO B XJIAJMIHHK HE OKa3BaT HEKEaHU Bh3ACHCTBHS BbPXY CTAOMIHOCTTA Ha
npoaykra. To3u JeKapcTBEH MPOMYKT HE U3UCKBA CIICIHATHH TeMIIEPAaTypHH YCIOBUS HAa ChbXpaHCHHE.

CTa0MJIHOCT HA MPUTOTBEHATA JUCHEePCHS BbB (MIaKOHA
[TponykThT € XUMHYECKH U (PU3UUECKU CTAOWIICH B epHoa Ha u3moi3BaHe 3a 24 yaca npu 2°C-8°C B
OpUIMHATHATA KAPTOHEHA OIAaKOBKa, 3aIUTEH OT CBETIMHA.

CTa0naIHOCT HA MPUTOTBEHATA Jucnepcusi B MHGY3MOHHUS CaK
[MponykThT € XuMUYecKkH U (pu3ruecku cTabuJIeH B Ieproia Ha u3non3BaHe 3a 24 yaca npu 2°C-8°C,
aKo € 3aIlMTEH OT CBETIIMHA, a cjef] ToBa — 3a 4 yaca rpu 25°C, ako He € 3aIUTEeH OT CBETIIMHA.

OT MUKPOOHONIOTHYHA TIIeJIHA TOYKa 00aue, OCBEH aKO METOABT HA PEKOHCTUTYHPAHE U ITbIIHCHE Ha
WH(Y3UOHHUSI CaK U3KIIF0YBA PUCKOBE OT MUKPOOHO 3aMBbpCsIBaHe, MPOAYKTHT TPSIOBa Jja ce M3I0JI3Ba
He3a0aBHO CJIe/l PEKOHCTHTYHPAHETO W IBIIHEHETO Ha MH(Y3HOHHHUTE CaKoBe.

AKo He ce H3IoI3Ba HeSa6aBHO, BPEMCETO U YCIIOBHATA HAa ChbXPAHCHHE B IICPHOJAA HA U3IIOJI3BAHE Ca
OTrOBOPHOCT Ha HOTpe6I/ITCJ'I$I.

OO0moTO KOMOHHHUPAHO BPEMeE 3a ChXpPaHCHHE Ha PEKOHCTUTYHPAHUS JICKAPCTBEH MPOAYKT BbB
¢dakoHa U B MHGY3HOHHUS CaK, KOTaTo € B XJIAJAWIHUK U 3aIlMTEeH OT CBETIHHA, € 24 yaca. ToBa Moxe
Jia ObJie MOCIeIBAHO OT ChXpaHeHUE B MH(PY3UOHHUS CaK B MPOABDKCHUE Ha 4 Yaca P TeMIleparypa
nox 25°C.
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