IMPUJIOKEHME |

KPATKA XAPAKTEPUCTUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUA TPOAYKT

Naveruclif 5 mg/ml npax 3a uHpY3nOHHA AUCTIEPCHS

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bceku duakon cpappka 100 mg naknurakcen (paclitaxel) moJs popMata Ha CBBP3aHU ¢ ATOYMUH
HAHOYACTHIIN.

Cren peKOHCTUTYHpaHe eUH Ml OT AUCIIEpCHsITa ChABPKa 5 Mg MaKJIMTaKcel o popMaTa Ha
CBBP3aHU C aIOYMHH HAHOYACTUIIH.

3a IeIHUS CIIHUCHK HA IIOMOIIHUTE BEIIECTBA BIDKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
[pax 3a uHQy3uOHHa quicniepcus (Mpax 3a HHQy3us).
Pexoncturyupanara nucnepcust uma pH 6-7,5 u ocmonanuret 300-380 mOsm/kg.

bsto A0 XBJITO OUBETEH Mpax WU JIHO(l)PIHI/ISPIpaHa Maca.

4. KJIMHUYHHU JAHHHU
41 TepaneBTHYHU MOKA3AHUSI

Naveruclif karo MoHOTeparHs € MoKa3aH 3a JICYCHHE Ha METACTaTHYEH KapIUHOM Ha T'bpJiara MpH
BB3pAaCTHU IMAOUCHTHU, ITPU KOUTO MMa HEYCIICX OT IIbpPBaA JIMHHA HA JICHCHUC Ha MCTACTAaTUIHO
3a00JIsIBaHE U 3a KOMTO HE € TI0KA3aHO CTaHIapTHOTO JICYCHHE, BKIIOYBAII0 aHTPALMKINH (BX. TOYKa
4.4).

Naveruclif B KOM6I/IHaHI/I$I (¢ I‘GMHI/IT36I/IH € MIOKa3aH 3a II'bpBa JIMHUSA Ha JICHCHUC Ha Bb3PAaCTHU
NManUeHTH ¢ METACTaTU4YCH aICHOKAPIIMHOM Ha ITaHKpeaca.

Naveruclif B komOuHaIHs ¢ KapOOIIJIATHH € MOKa3aH KaTo MbpBa JHHUS Ha JICUCHUE Ha
HEAPEOHOKIICTHYCH KapIIMHOM Ha Oemus [po0 Mpu Bh3pacTHU NAIlMEHTH, KOUTO HE Ca KaHIWIATH 3a
MMOTEHITHATHO KypaTHBHA XUPYPTHUS W/IITH IbYeTepaItusl.

4.2 Jlo3upoBKa U HAYMH HA MPUJIOKEHHE

Naveruclif Tpst6Ba ma ce mpmara camo Mo, HabIIOIEHHETO HA KBATH(MHUIMPAH OHKOJIOT B OT/IEIICHHS,
CIIEIMATN3UPAHH B TPUIIOKCHUETO Ha IIATOTOKCHYHK cpeicTBa. He TpsiOBa 1a ce 3aMeHst 3a MM C
Apyru GOPMH Ha MaKIUTAKCEIL.

EO3I/IQOBK3

Kapyunom na 2opoama
IIpenoprunrennara xo3za Naveruclif e 260 mg/m?, mpuiarana HHTPaBEHO3HO B IIPOAB/DKEHHE Ha
30 MUHYTH Ha BCEKU 3 CEIMUIIH.

Adanmupane Ha 003ama no peme Ha 1eyeHue Ha KApYUHoM Ha 2bpoama
Jlo3ara npy MalUEHTH C TeXKA HeyTporeHus (Opoii Ha HeyTpodummte < 500 knetkn/mm? 3a cexmuna
WK TIOBEYE) WM TEKKa CEH30pHa HEBPOMATHs 1Mo BpeMe Ha jeueHue ¢ Naveruclif tpsosa ga 6b1e

2



HamaieHa 10 220 mg/m? npu ciaeasamuTe Kypcose. [Ipy OBTOpEH cilydaii Ha Te)KKa HeyTPOIICHHS
WM TEKKa CEH30pPHA HEBPOIIATHS, 103aTa TpAOBa 1a ObJIe JOMBIHUTEIHO HamasteHa 1o 180 mg/m?.,
Naveruclif ve Tpsi0Ba 1a ce mpuiara 10KaTo OPOAT HA HEYTPODUIIUTE HE CE BH3CTAHOBH JI0

> 1 500 knetkr/mm?. B cirydaii Ha CEH30pHa HEBPONATHs 3-Ta CTEIEH, JICYEHUETO TpAOBa 1a Obe
MPEeyCTaHOBEHO JIO OT3BYYaBaHE Ha CHMIITOMUTE JI0 1-Ba WK 2-pa CTENeH, clie]l KOeTo J03aTa TpIOBa
na ObJie HaMaJieHa B CIICABAIUTE KYPCOBE.

Adenoxapyurom nHa nankpeaca

[Mpenopbunrennara no3a Naveruclif 8 komGunanus ¢ remuurabun € 125 mg/m?, npunokena
HMHTPAaBEHO3HO B MpoabikeHue Ha 30 MuHyTH B JieH 1, 8 1 15 oT Bceku 28-AHEBEH IIUKBJI.
I[IpenopbunTenHa 103a 3a AHOBPEMEHHO IIPUIIOKeHHE Ha remuurabus € 1 000 mg/m?, mpunoxkena
HMHTPaBEHO3HO B NpoAbKeHUe Ha 30 MUHYTH BeHara ciie/l 3aBbpllBaHe Ha IPUIOKCHUETO Ha
Naveruclif B nen 1, 8 u 15 ot Bceku 28-1HeBEH LIUKBIL.

A()anmupane Ha 003ama no eépeme Ha edeHue Ha a()eHOKapUMHOM Ha naHkpeaca

Ta0nauna 1: Jlo30BM HUBaA 32 HAMAJISIBaHe HA /103aTA 32 MANMEHTH C aJ¢HOKAPIIHHOM HA
NaHKpeaca

J1030B0 HHBO Jo3za Naveruclif (mg/m?) Jlo3a remuuTadun (Mg/m?)
IIenHa m03a 125 1 000
1®° 1030BO HUBO 3a HAMAJISIBAHE 100 800
2P° T030BO HUBO 3a HaMaJIIBaHE 75 600
AKo ce Haiara JOIbIHUTEIHO
IIpeycTaHoBeTe Jie4EHUETO IIpeycTaHoBeTe JieueHUETO
HaMaJIsIBaHE Ha [103aTa

Tadmuua 2: IlpoMsiHa Ha 103UTe NPU HEYTPONIEHUST H/UJIU TPOMOOIMTONEHHS B HAYAJIOTO HA
HHKBJIA WIH B MPOAbJKEHHE HA eJIMH HUKDJI 32 NAIMEHTH ¢ /ICHOKAPIIMHOM HA MaHKpeaca

€H OT ABH Bpoii TpomGounTH . 03a
ﬁlﬂKLﬂa (xaerkn/mm?d) IZKJIC”IPKI/I/mmB) Jlosa Naveruclif l“eMlIIlI/lTaﬁl/IH
den 1 <1500 W | <100 000 Omioxere MPUIOKEHUETO HA
JIO3MTE JI0 Bb3CTAHOBSBAHE
Jen 8 >500,50 <1000 | MJIM | >50 000, o <75 000 | Hamanere no3ute ¢ 1 1030BO HUBO
<500 W | < 50 000 BpeMeHHO cripete MputoKeHHETO

Ha JO3UTC

Jen 15: Ako no3uTe 3a 1eH 8 ca nageHu 0e3 MpoMsiHA:

JlexyBaiiTe ¢ 1030BOTO HUBO 32
JIeH 8, TTOCIIeIBAHO OT PAaCTEKHU
¢axropu 3a BKK
NI
Hamanere no3ure ¢ 1 1030B0 HUBO
OT JIO3WTE 32 JicH 8

den 15 | >500,50<1000 | WJIN | =50 000, vHo <75 000

Bpemenno crnpere npuiioKeHUETO
Ha JI03UTe

<500 W | <50 000

Jen 15: Axo no3uTe 3a AeH 8 ca HAMAaJIeHH:

BbpHeETe ce KbM J030BUTE HHUBA 32
JeH 1, mocneBaHo OT PaCcTeXHU
¢axropu 3a BKK
NI
JlexyBaiiTe ChC CHIUTUTE 103U KAaTO
3a fieH 8

Hen 15 | >1 000 H | >75000

JlexyBaiiTe ¢ J030BUTE HUBA 32
JIeH 8, TTOCIIeIBAHO OT PAaCTEKHU
¢axropu 3a BKK
WJIN

>500,H0 <1000 | UJIX | >50 000, HO < 75 000




Hamanere no3ute ¢ 1 1030BO HUBO
OT JO3UTE 3a JIeH 8

<500

WM | <50 000

Bpemenno cnpere nmpuiiokeHUETo
Ha JI03UTE

Jen 15: Axo no3uTe 3a ieH 8 ca MM BpeMEeHHO CIIPEHN:

Jlen 15 | >1000

n | =75000

BbpHeTe ce KbM J030BUTE HHUBA 3a
JieH 1, mocneBaHo OT PaCTEKHU
¢axrtopu 3a BKK
NI
Hamamete go3ute ¢ 1 71030BO HUBO
OT JO3MTE 3a JIcH 1

>500, 50 <1 000

nim

>50 000, Ho <75 000

Hamamete ¢ 1 103080 HUBO,
TTOCJIEIBAHO OT PACTSKHH (DAKTOPH
3a BKK
00041
Hamanere go3ute ¢ 2 71030BH HUBA
OT JO3MTE 3a JieH |

<500

WM | <50 000

Bpemenno crnpere npuiioKeHUETO
Ha JI03UTe

Cokpauenns: ABH=a6contoren 6poii veyrpodumn (ANC=Absolute Neutrophil Count); BKK=6enu kpseru kierku (WBC=white blood cell)

Tadmauua 3: IlpoMsiHa Ha 103UTe NPH APYTH HeKeJIAHU JTeKAPCTBEHU PeaKIuy MPU NAIUEHTH ¢

AJCHOKAPIIMHOM Ha IMMaHKpeaca

Hesxesana nekapcTBeHa

Jo3a Naveruclif

Jlo3a remuuTaduH

3-ta winu 4-Ta cTENeH

peaxkuus (HJIP)
®edpuiiHa BpemeHHO cripeTe NpHIOKEHUETO Ha I03UTE, JOKATO TpecKara
HEYTPOICHHA: npemute 1 ABH > 1 500; Bp300HOBETE JI€UCHUETO HA CIIEBAILIOTO

II0-HUCKO JO30BO HUBO?

Ilepudepna
HEBPONATHSL:
3-ta unu 4-ta crereH

BpemenHno cnipere

IIPUIIOKEHUETO HA n03aTa O0

MOCTUTaHE Ha TIOJ00peHUE
< 1-Ba cTeneH;
Bb300HOBETE JICUEHUETO HA

CJICIBAIIOTO ITO-HHUCKO J030BO

HUBO?

JlekyBaiiTe chC chIllara 103a

KosxkHa TOKCHYHOCT:
2-pa unm 3-Ta CTETeH

Hamanete 10 ciieaBamioTo mo-HUCKO J030BO HUBOY;
npeycTraHoBere jJedueHueto, ako HJIP nepcuctupa

CTOMalHHO-‘lpeBHa

BpemeHHO cripeTe IpUIIOKESHUETO Ha JIO3UTE JI0 IIOCTUTaHe Ha

TOKCHYHOCT: nopobpenue
3-Ta cTeneH MyKO3UT < 1-Ba cTemnes,;
VI JUapust BH300HOBETE JICUCHHETO Ha CJICABAIIOTO IMO-HUCKO JIO30BO HUBO®

aBmxre Tabnuua 1 3a 1030BUTE HKMBA 33 HAMAJISBAHE Ha J03aTa

Heopebrnokniemvuen kapyurnom Ha beaust 0pod.

I[Ipenoprunrennara go3a Naveruclif e 100 mg/m?, mpunaran mox ¢popMara Ha HHTpaBEHO3HA HH(Y3HUS
B npoabikeHue Ha 30 MmuHyTH B 1eH 1, 8 u 15 ot Bceku 21-aneBeH muksbia. [Ipenopbuntennara no3a
kap6ormiaria ¢ AUC = 6 mgemin/ml B gen 1 ot Bcekn 2 1-aHEBEH IHUKBII, BEIHATA CIIE 3aBbPIIIBAHE

Ha npuiioxenuneto Ha Naveruclif.

Aoanmupane na 0o3ama no peme HA JedeHuemo Ha HeOpeOHOKIembYeH KapyuHom Ha benus 0pod:
Naveruclif He TpsiOBa aa ce mpuara B icH 1 OT AaJicH LUKBJ, JOKATO aOCOMIOTHHUAT Opoit
neyrpoduu (ABH) ne gocturae > 1 500 kiaeTku/mm?, a 6GposaT Ha TPOMOOLUTUTE HE JOCTHIHE

> 100 000 keTkn/mm?>. 3a Besika mocneaBaina ceamuuna no3a Naveruclif nanuenTuTe Tpsabsa 1a uMar
ABH > 500 kietkn/mm?® u pomGonuty > 50 000 KneTkn/mm? WiIu IPUI0KEHHETO TPAOBA BPEMEHHO
Jla ce CIpe JI0 Bh3CTAHOBSBAaHE Ha ChOTBETHUs Opoii. KoraTo OposT ce Bh3CTaHOBH, MMOAHOBETE J103aTa
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Ha cJie/[BaIlaTa CeIMUIIA B ChOTBETCTBHE C KpuTepuute oT Tabnua 4. Hamanere nociesBamara jio3a,
caMo aKo ca M3MbJIHEHN KpuTepunte oT Tadnmma 4.

Taoauna 4: HamansiBane Ha 103aTa IPU XeMATOJIOTHYHA TOKCUYHOCT NIPU NALIMEHTUTE €
HeApeOHOKJIeThYeH KapUUHOM Ha OeJius 1pod

XeMAaTO0J0rH4HA TOKCUYHOCT Bn3uukBane | /lo3za Naveruclif | Jo3a kapooniaTun
(mg/m?)! (AUC mgemin/ml)!
Hanup na ABH < 500/mm?® npu ITspBO 75 4,5
HEeyTpoIleHn4Ha Tpecka > 38°C
N

Omrarane Ha CIIeABAIIHS [IUKBII TOPATH
HEePCUCTUPAIlA HEYyTPOIeHus” (Haqup Ha
ABH < 1 500/mm?)

N

Hanup na ABH < 500/mm? 3a

> 1 ceqmuIa
Btopo 50 3,0
Tpero [IpeycTaHoBeTe JIe4eHUETO
IT 75 4,5

Hanup Ha TpoMbormTuTe < 50 000/mm? PPBO
Bropo [IpeycTaHoBeTE JIEYEHUETO

'B nen 1 ot 21-nHeBHUs nuKb1 Hamanete no3ara Naveruclif u KapOOIUIaTHH eqHOBpeMeHHO. B nHu 8 nnm 15 ot 21-aHeBHUS UKD
Hamanere jgo3ara Naveruclif; Hamanere jo3ara KapOOIIIATHH B CIIEABAIMS LUKBIL.
*MakcuMyM 7 JTHH CIIE]] ONpesieieHaTa o rpaduk 103a 3a eH 1 OT creaBamys HKbIL.

[Ipu xo’xHA TOKCUYHOCT 2-pa UM 3-Ta CTENEH, Juapusl 3-Ta CTEIEH WU MYKO3UT 3-Ta CTEeH
MIPEKBCHETE JICUCHNUETO, TOKATO TOKCHYHOCTTA ce To100pu 10 < 1-Ba CTeMeH, ciel KOeTo
BB300HOBETE JICUCHUETO B ChOTBETCTBYE ¢ HacokuTe oT Tabmuna 5. [lpu nepudepra HeBponaTHst

> 3-Ta CTENEeH MPEYCTaHOBETE JICUCHUETO, TOKATO CUMIITOMUTE OT3BYYaT 70 < 1-Ba CTEmeH.
JledeHueTo Moke 1a ObJie Bb30OHOBEHO MPH CJICABAIIOTO [TO-HUCKO J030BO HUBO B CJICIBAIIMTE
IIUKJIA B CHOTBETCTBHUE C HacokuTe oT Tabmuma 5. [lpu BesikakBa Apyra HEXeMaTOJOTHIHA TOKCHIHOCT
3-Ta wiu 4-Ta CTENeH MPEKbCHETE JICYSHUETO, JOKATO TOKCUYHOCTTA Ce IM0100pH 110 < 2-pa CTeleH,
cJe] KOETO Bh300HOBETE JIEYEHNETO B CHOTBETCTBHE C HacOKuTe OoT Tabiuma 5.

Tadomuua 5: HamasisiBane Ha 103aTa NPH HEXEMATOJIOTHYHA TOKCHYHOCT NMPU NAIMEHTHTE €
HeJIpeOHOKJIeThYeH KapIIHHOM Ha Oejius 1pod

HexeMaToJIOTHYHA TOKCHYHOCT Bu3uukBane | [lo3a Naveruclif | Jlo3a xap6omnaTun
(mg/m?)? (AUC mgemin/mL)*

KosxHa TokcHaHOCT 2-pa min 3-Ta IIspBO 75 4,5

CTereH

Huapus 3-ta creneH Bropo 50 3,0

Myxko3uT 3-Ta cTeneH

[TepudepHa HeBpomaTus > 3-Ta CTEHCH
BesikakBa qpyra HexeMaTOJIOrHYHA
TOKCUYHOCT 3-Ta uiu 4-Ta CTeneH

Tpero [IpeycTanoBere neueHneTo

KoxHa TOKCUYHOCT, AUapUs WA ITIspBO IIpeycraHoBeTe JIEUEHUETO
MYKO3HT 4-Ta CTeneH

'B nen 1 ot 21-nHeBHUs nuKb1 Hamasete no3ara Naveruclif u KapOOIIaTHH eqHOBpeMeHHO. B nHu 8 nnm 15 ot 21-1HeBHUS UKD
Hamanere jo3ara Naveruclif; Hamanere jo3ara KapOOIIATHH B CIIEABAILMS LUKBIL.

CoenuaaHu nonyjaannumn

Yeprodpobro yspescoane
[Ipu marueHTH ¢ JIeKo YepHOAPOOHO yBpexkaaHe (001 omnupyouH > 1 10 < 1,5 X ropHara rpaHuiia Ha
Hopmara (I'TH) u acnaprar amunorpancgepasa [AST] < 10 x I'TH), ne ce n3uckar KopeKUuHn Ha



7103aTa, He3aBHCHUMO OT TIOKa3aHHeTo. JIeKyBaiTe ChC ChIUTE 03U, KAKTO MAIMEHTUTE ¢ HOPMaJTHA
qepHOAPOOHA PyHKITHS.

[Ipu narueHTH ¢ MeTacTaTHYEH KaplIMHOM Ha IbpJaTa M MalUeHTH ¢ HeAPEOHOKIEThUCH KapLMHOM Ha
Oenust 1po0b ¢ yMepeHa 10 Te)KKa CTEICH Ha YePHOAPOOHO yBpexaane (oo Ommupyoun > 1,5 no <5 x
ITHu AST <10 x I'TH) ce npenopwruBa fa ce Hamanu ao3ara ¢ 20 %. Hamanenara no3a moxe 1a
ObJIc yBEIMYEHA MTOCTETIEHHO JI0 J103aTa 3a MalMeHTH ¢ HOpMallHa YePHOAPOOHa (PyHKITHS, aKo
MalAeHTHT TOHACS JICYCHUETO 3a TIOHE JBa ITUKEIA (BXK. ToUukHu 4.4 u 5.2).

[Ipu nmanueHTH ¢ MeTacTaTUUYEH aIEHOKApIIMHOM Ha MTaHKpeaca, KOUTO UMaT yMEpeHa J0 TeKKa CTENEH
Ha YepHOAPOOHO yBpeXaaHe, HIMa JOCTaThYHO JaHHHU, KOUTO /1a TIO3BOJIAT MIPETOphYBaHE HA
JO03UpOBKa (BX. Touku 4.4 u 5.2).

[pu nanmentyu ¢ o6 oumupyoun > 5 x ['TH wmum AST > 10 x I'TH, HsimMa noctarbdHo JaHHU, KOUTO
J1a TI03BOJIAT MPENopbhyUBaHe Ha JO3UPOBKA, HE3aBHUCUMO OT IMOKa3aHUETO (BX. TOUKH 4.4 u 5.2).

bvopeuno yepescoane

He ce u3nckBa xopurupane Ha HadanHara go03a Naveruclif 3a maipeHTu ¢ jieka 10 yMepeHa CTerneH Ha
O0BOpeYHO yBpekaaHe (M3UUCIICH KpeaTUHUHOB KIMPBHC > 30 10 < 90 ml/min). Hsama nocrarbuno
JIaHHHM 3a MPENopbhUBaHe Ha MpoMsiHa Ha qo3ara Ha Naveruclif mpu mammenTr ¢ TexKa CTerneH Ha
OBOpPEYHO YBPEKIAHE WIIH TEPMUHAJICH CTaIui Ha ObOpeuHa 0osecT (M3UMCIICH KPeaTHHUHOB
kmupbHE < 30 ml/min) (Bk. Touka 5.2).

Cmapuecka 6v3pacm
3a manueHTH Ha 65 TOAMHU U MO-Bb3PAaCcTHU HE Ce MpernopbhyBa JOIMBIHUTEIHO HaMaJsiBaHe Ha /103aTa,
Pa3IMYHO OT TOBA 38 BCUUKU ITALUCHTH.

Ot 229-Te maneHTy B paHAOMHU3UPAHOTO MPOYUBAHE, KOUTO Ca MOIYUHMIN YOBEIIKH CEpyMeH
aIOyMHH-TIAaKIIUTAaKCeN Mo/ (hopMaTa Ha HAHOYACTHIIM KaTo MOHOTEpaNus 3a KapIMHOM Ha I'bpJara,
13% ca Ha 65 ToAMHU U NO-BB3pAacTHH, a < 2% ca Ha 75 u noBeue roguHU. TokcuuHUTE eeKTH He ca
HNMaJIM 3HAYUTCIHO IMMO-BUCOKA YCCTOTA MPU MAlMCHTU HA Bb3pacT Haii-MaJko 65 TOAWHU, MMOJTYyYUIN
YOBELIKH CepyMeH an0yMUH-IAaKJIUTaKcel noj ¢popmara Ha HaHouactiuu. Ho equn nocnensarn
aHanu3 npu 981 manueHTH, NoayyaBalld MOHOTEPAIHS C YOBELIKH CepyMEH ajOyMUH-TTAKIUTaKCeI
noxt popmara Ha HAHOYACTHITH 32 METACTaTHUCH KapIIMHOM Ha I'bpJara, oT Kouto 15% Ha > 65-
TOIUIITHA BB3pacT U 2% Ha > 75-roguirHa Bb3pacT, OKa3Ba MO-BHCOKA YECTOTa Ha EMHUCTaKCHUC,
Iuapus, AeXuapaTanus, ymopa u nepudepeH eaeM npu MarnueHTH Ha > 65 roanHu.

Ot Bcuukute 421 ManueHTy ¢ aJICHOKAPIIMHOM Ha MTaHKpeaca B PaHIOMU3HPAHOTO MPOYyYBaHE, KOUTO
MOJTy4YaBar YOBEIIKU CEpyMEH aJIOyMUH-TIAKIIUTAKCeN Mol (hopMara Ha HAHOYACTUIIM B KOMOHMHAITUS C
remuutadbuH, 41 % ca Ha 65 roguHU U TO-BB3pacTHH, a 10 % ca Ha 75 romuHM 1 T0-BB3pacTHU. [Ipu
MAIUCHTHUTE Ha Bb3PacT 75 TOAWHU U MO-Bb3PACTHH, MTOTYYaBaIA YOBEIIKH CEPYyMEH al0yMHH-
MaKJIUTaKcel noja GopMara Ha HAHOYACTHIIA U TeMIIUTa0WH, NUMa TI0-TOJIsIMa YeCTOTa Ha CEPHO3HU
HEXEJIAaHHW PEaKINK U HeXeJIaHW PeaKkIliy, BOIEITH 10 IIPeKpaTsIBaHe Ha JICUCHUETO (BXK. ToUKa 4.4).
[MaruenTH ¢ aIcHOKapIIUHOM Ha MaHKpeaca Ha Bb3pacT 75 TOMUHHU U MT0-Bh3PACTHHU TPsiOBa ja Obaar
BHUMATEITHO OIICHEHU MPE/IN Ja ce OOMUCIH JieueHue (Bx. Touka 4.4).

Ot Bcuukute 514 manueHTy ¢ HeAPEeOHOKIEThYCH KapIIUHOM Ha Oens Apo0 B paHIOMH3UPAHOTO
MPOyYBaHe, KOUTO MOTyYaBaT YOBEIIKH CEPYMEH all0yMUH-TIAKIIUTAKCEN 1MoJ hopMara Ha
HAaHOYACTHUIIM B KOMOMHAIMA ¢ kKapoorutatuH, 31 % ca Ha 65 roguHM WK o-Bbh3pacTHH, a 3,5 % ca Ha
75 roauHM WM 1M0-Bh3pacTHU. CllyyanTe Ha MUEIOCYNPECHS, CAyYanuTe Ha mepudepHa HEBPOIATHs U
apTpaiTHs ca Mo-4eCTH MPH MAIMSHTHTE Ha 65 TOAWMHM WU TI0-Bh3PaCTHU B CPABHEHHE C MAIMEHTUTE
oy 65-rogunrHa Bb3pact. ChIIecTByBa OTpaHUUEH OMUT OT yIOTpeOdara Ha YOBEIIKH CePyMEH
anOyMHH-TTaKJIUTaKCEI o/ (hopMaTa Ha HAHOYACTHIIN/KapOOIUIATHH TIPH MAI[MEHTH Ha 75 TOAMHU WIIH
MO-BB3PACTHH.



dapMaKOKMHETHYHOTO/(hapMaKOAMHAMUYHO MOICIMPAHE ¢ U3I0JI3BaHe Ha JaHHM OT 125 maiueHTH ¢
HaIpeIHaIN COMUIHN TyMOPH II0Ka3Ba, Ye MalueHTHTE Ha > 65-roauIliHa Bb3pacT MOXKe OH ca I110-
MOJIATIMBY HA Pa3BUTHE Ha HEYTPOIICHUS B pAMKUTE HA MIbPBUS JIcueOCH IUKBII.

Ieouampuuna nonynayus

BezomacHocTTa 1 epuKacHOCTTa Ha YOBEIIKU CEpYMEH all0yMHH-TIAKIUTAKCEN 1Mof hopmara Ha
HaHOYACTULIM IIPU Jiela U IOHOIIHN Ha Bb3pacT 0 10 mof 18 ronuHu Bee ollle He Ca YCTAHOBEHH.
Hanngaaute moHacTosmeM JaHHH ca onmucanu B Touku 4.8, 5.1 u 5.2, HO IpenopbKU 3a JO3UPOBKaTa
He Morar aa Obaar gajneHu. Hsima choTBeTHA yrioTpeda Ha YOBEIIKH CEPYMEH ajl0yMUH-TTAKIATAKCE
mmoJ; popMara Ha HAHOYACTHUIIH B MEAMATPUYHATA TOMYJAIHS 32 TIOKA3aHUETO METACTATUYCH KAPIITHOM
Ha r'bp/IaTa WK aJICHOKAPIIHOM Ha MaHKpeaca Wi HeJpeOHOKIeThUeH KaplInHOM Ha Oenust 1poo.

Hauwn Ha npuioxeHue

Naveruclif e 3a uaTpaBeno3Ho mpuioxenue. [punaraiire pexoncturyupanara gucrepcus Naveruclif
HMHTPAaBEHO3HO, KaTO M3I10j13BaTe HaOop 3a nH(y3us, BKiItodBami 15 Um ¢Guarsp. Ciaen mpuiIoKeHUETO
ce MpenopbyuBa MHTPABEHO3HATA JIMHUS ]2 Ce MPOMHEE ¢ HaTpreB xmopua 9 mg/ml (0,9 %)
WHXXEKIMOHEH Pa3TBOP, 3a Jla CE rapaHTHpa MPUIKEHUETO Ha IBJIHATA J1034.

3a yKka3aHHs OTHOCHO PEKOHCTHUTYUPAHETO Ha JICKAPCTBEHUS MPOAYKT MPEIU MPUIOKSHHE BHIKTE
TOuKa 6.6.

4.3 IlporuBomoka3zaHus

CBPBXUYBCTBUTEIIHOCT KbM AKTHBHOTO BELIECTBO WIIM KbM HSKOE OT MOMOIIHHUTE BELIECTBA, U30POCHU
B TouKa 6.1.

Kvpmene (Bx. Touka 4.6).

[MauuenTu ¢ usxozen 6poii Ha HeyTpoduaute < 1 500 KieTku/mm?,

4.4 CneuuajJHu mpexynpexaeHus 1 NpeanasHu MepKH MpH ynorpeoda

Naveruclif e tekapcTBena popMa Ha AKITUTAKCEN, KOSTO MPEACTABIsIBA HAHOYACTHUIIM, CBHP3BAIIH CE C
alOyMHIHA M MOJKE J1a IMa CHIIECTBEHO PA3IMYHU (PapMaKOIOTHYHH CBOMCTBA B CPABHEHHE C APYTU
¢dopmu Ha maknuTakcen (BK. Touku 5.1 u 5.2). He TpsOBa 1a 3aMecTBa Win 1a ce 3aMeCTBa C APyrd
(dbopMH Ha aKIUTaKCed.

CBpPBXYYBCTBUTEIHOCT

CroO1aBa ce 3a peIKy CITydad Ha TEKKH PEaKIMU Ha CBPBXUYBCTBUTEITHOCT, BKIFOUUTEITHO MHOTO
pelKy ciiydan Ha aHAQUIAKTUYHU PEaKIUy C JISTalleH U3X0. AKO ce TOSBU peakius Ha
CBPBXYYBCTBUTEIHOCT, JIEKAPCTBEHUSAT MPOAYKT TPsiOBa a ObJe CIpsH BeAHara, TpsOBa Ja ce 3armoyHe
CHMIITOMATUYHO JICUCHUE U MaKJIUTAKCEN J1a HE Ce Ipujiara OTHOBO Ha MaI[UEHTA.

XeMaroJaorus

YOoBEIIKHAT CepyMEH aIOyMHUH-TIAKIIMTaKCeN o1 popMaTa Ha HAHOYACTHIM YECTO MPEAN3BUKBA
CynpecHs Ha KOCTHUsI MO3bK (IJIaBHO HeyTponeHus). HeyTponeHnusra e 1030-3aBUCHMA H J1030-
JUMHATHpaIa TokcuaHocT. ITo Bpeme Ha stedenuero ¢ Naveruclif uecto TpsdBa ma ce u3BbpinBa
nmpocliesiBaHe Ha KpbBHATA KapTuHA. [lanmeHTrTe He TPsIOBa J1a MOJTyYaBar cie/[BalliuTe KypcoBe Ha
neuenue ¢ Naveruclif, nokaro Gpost Ha HeyTpodunuTe He ObIE Bh3CTaHOBEH 10 > 1 500 KiueTkn/mm?
1 OpoAT Ha TPOMOOLUTHUTE He ObJIe Bb3cTaHoBeH 10 > 100 000 kietku/mm? (Bxk. Touka 4.2).

Hesponarus
CeH30pHAa HEBpOMATHs Ce HAOI0IaBa YeCTO MPH MPUIIATAHETO HA YOBEIIKH CEPYMEH an0yMuH-

MaKJIMTaKceN mox popMara Ha HAHOYACTHITH, BHIIPEKH Y€ TEKKH CHMIITOMHU C€ Pa3BUBAT IIO-PSIKO.
IMosiBaTa Ha ceH30pHA HEBpOMaTHs 1-Ba WK 2-pa CTEreH OOMKHOBEHO HE HaJjlara HaMaJsiBaHe Ha
noszara. Koraro Naveruclif ce nmpuara kato MoHOTepaIiusi, ako e pa3Bue CEH30pHa HEBpOMaTHs 3-Ta
CTETIEH, C€ MPENOPhYBa JIEUCHUETO Jia ObJIe PEYCTAHOBEHO JI0 OT3By9YaBaHE HA CUMIITOMHUTE 10 1-Ba
WK 2-pa CTEMeH, ClIe KOETo Jo3ara TpsdBa na Obae HamMaleHa pu ciaeasamnure Kypcose ¢ Naveruclif
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(Bx. Touka 4.2). IIpu xomouHupana yrmorpeba va Naveruclif u remimuradun, ako ce passue mepudepHa
HEBpOTIAaTHsI 3-Ta WM ITO-BHCOKa CcTeleH, BpeMenHo npekparete Naveruclif; mpomsimkere meuenuero ¢
reMiuTabUH TIpH chiara go3a. Be3oonosere Naveruclif mpu mamanena no3a, koraro nepudepHara
HeBpomnarus ce moxoopu 1o crenex 0 wmu 1 (Bk. Touka 4.2). [Ipn xomOuHHpanara ynmorpeda Ha
Naveruclif u kap6orutarns, ako ce pa3Bre nepudepHa HEBPOIaTHs 3-Ta WM MO-BHCOKA CTEIIEH,
JIEYEHHETO TPsIOBA BPEMEHHO J1a Ce MPEKPATH, TOKATO HACTBITH mogobperue 10 crerned 0 win 1-Ba,
MOCJIEBAHO OT HAMAJIsIBAHE Ha J103aTa 3a BCHUKH cieaBaiy kypcose Naveruclif u kapGorarus (B.
Touka 4.2).

Cernicuc

Cericuc ce cpo011aBa ¢ gectora 5% IMpH MalMeHTH ChC WIH 0€3 HEYTPOIICHHUS, TTOTyYaBaId YOBEIIKH
cepyMeH ajOyMUH-TIaKITUTaKcen moj GopmMara Ha HAHOYACTHIIA B KOMOMHAITUS C TEMIIUTAOWH.
VYenoxkHeHHATa, TBIDKAIIN Ce Ha MOUICKAIIH KapLUMHOM Ha MaHKpeaca, 0COOCHO KIIbuHa 00CTPYKIHUs
WM HaJTMYWe Ha JKITBYEH CTEHT, C€ ONPENICNAT KaTo 3HAYMMHU JIOTIPHHACSIIN (aKTOpH. AKO HIKOH
ManueHT ctane ¢hedpuiieH (He3aBUCUMO OT Opost HeyTpo(wIin), 3aII0UHETE JICICHHE C
HIMPOKOCTIEKThPHU anTuOnoTuim. [Ipu pebprnna Heytponenus BpemenHo npekparere Naveruclif u
reMuutabuH, 10karo Tpeckara npemune 1 ABH > 1 500 kietku/mm?, ciien KoeTo Bb30OHOBETE
JICYCHUETO TP HaMaJICHHU T030BU HUBA (BXK. Touka 4.2).

[THeBMOHUT

ITHeBMOHMT Bb3HUKBA NIpH 1 % OT MalMeHTuTe, KOraTo YOBEIIKU CepyMeH al0yMHUH-TIAKINTAKCEN MO
(opmaTa Ha HAHOYACTHLIU CE IpUIara KaTo MOHOTepanusl, ¥ npu 4 % oT NalueHTUTe, KOraro YOBEIIKU
cepyMeH anOyMUH-TIAKJIMTaKcen 1moj popmara Ha HAHOYACTHUIIM CE MpHjIara B KOMOWHAIINS C
reMuuTabuH. HabmonaBaiiTe BHUMATEIHO BCHUKY TTALIMEHTH 32 MIPU3HALY U CUMIITOMH Ha THEBMOHMT.
Crent KaTo M3KIIIOYMTE HHPEKIINO3HA €THOIOTUS 1 IIOCTABUTE TUAarHO3a THEBMOHHT, OKOHYATEITHO
npeycraHoBete Jedenuero ¢ Naveruclif u remiuraOun 1 He3a0aBHO 3aMOYHETE MOAXOISIIO JICYCHUE U
MOAIBPIKALIM MEPKHU (BXK. Touka 4.2).

UYepHonapoOHO yBpekaaHe

Tbil KaTO TOKCMYHOCTTA Ha MAKJIUTAKCE MOXKE JIa C€ YBEJIMYH IPH YEPHOIPOOHO YBPEXKIAHE,
npuiaranero Ha Naveruclif ma maruenTs ¢ uepHOAPOOHO YBpeKAaHe TPAOBA [1a e U3BbPINBA
npennasnuBo. [TanueHTrTe ¢ 4epHOIPOOHO YBPEKIaHEe MOTaT Ja ObIaT U3JI0KSHH Ha TIOBUIIIEH PHCK
OT TOKCHYHOCT, 0COOEHO MHEJIOCYTIPECHS; TAKMUBA ITAIMEHTH TPsIOBa 1a ObaT BHUMATEIHO CIICICHHU 3a
pa3BHUTHE Ha TEXKKA MHEJIOCYIIPECHSL.

Naveruclif e ce npenopwuBa npu manueHTH, KouTo UMat oo Omnmupyous > 5 x I'TH nimm AST

> 10 x I'TH. OcBen ToBa, Naveruclif He ce npenopbuBa npy NaMeHTH ¢ METaCTaTHYCH
a/ICHOKapLIMHOM Ha IIaHKpeaca, KOUTO UMAaT yMEpeHa 10 TEKKa CTEIIEH Ha YUepHOAPOOHO YBpEXIaHe
(o6 6mmpy6un > 1,5 x ITH u AST < 10 x I'TH) (Bx. Touka 5.2).

Kapnuorokcuunoct

Penku ciydan Ha KOHFECTUBHA Chp/ICYHA HEJOCTATHYHOCT H JIEBOKaMepHa TUCHYHKITHS Ce
HaOJI0aBaT CpeI JIMIATa, MOTyYaBallld YOBEIIKH CEPyMEH al0yMHH-TIaKIMTaKce Mo/ popmara Ha
HaHovacTHI. [ToBedyeTo JMia ca OWITK MPeIn TOBA eKCIIOHUPAaHH Ha KapAHOTOKCHYHH JIEKAPCTBEHU
MPOAYKTH, HAIPUMEP aHTPAIUKIUHH, M Ca UMaJIH TTOJJICKAIIO ChPACYHO 3a00IsBaHe.
CrenoBareiHo, Jekapure TpsOBa CTPUKTHO Ja CIIEAT naruentuTe Ha aedenne ¢ Naveruclif za
MosiBaTa Ha ChPJCYHU CHOUTHS.

Mertactazu B [THC

EdukacHocTTa 1 6€3011aCHOCTTA Ha YOBEIIKH CEPYMEH a0yMUH-TIAKIMTAKCEN o] popMara Ha
HAaHOYACTHUIIM TPY MAIIMEHTH ¢ METacTa3u B eHTpanHara HepBHa cuctema (LIHC) He e oneHsBaHa.
Mertacrtaszure B [IIHC, 0OMKHOBEHO, HE Ce€ KOHTPOJIHpPAT A00pe ChbC CUCTEMHA XUMHUOTEPAIIHSL.

CroMaIirHo-4peBHU CUMIITOMU
IMarvenTH OJTyYaBally TajJeHe, MOBPhINaHe u aquapus ciexn npunarane Ha Naveruclif morar ma 6smar
JISKyBaHU C O0OMYAHHO W3ION3BAHUTE AHTUEMETHYHH U aHTHIUAPUYHY CPEJICTBA.
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Hapymienns Ha ounte

Nma cpobuienns 3a kucrouaeH MakyineH eneM (KME) npu nanueHTH, IeKyBaHU ¢ YOBEIIKH CEPYMEH
anOyMHUH-TIaKJIMTaKceN 1oz opmaTa Ha HaHOYACTHIH. [lareHTHTE C HApYIIEHO 3peHne TPIOBa
He3a0aBHO Jja ObJIaT MOIVIOKEHN Ha ISUIOCTEH odranMornoruueH nperies. B cioyyaii, ge ce
muarnoctumpa KME, neuennero ¢ Naveruclif tpsioBa i1a ce mpekpary u 1a ce 3aro4He MOAXOASIIO0
neyeHue (Bk. Touka 4.8).

IMaruenTy Ha 75 TOOMHY U IO-BH3PACTHU

ITpu manueHTH Ha BB3PaACT 75 TOAWHY U MO-Bh3PACTHH HE € J0Ka3aHa Moji3a OT KOMOMHUPAHOTO
JICYEHHE C YOBEIIKH CEPYMEH aIOyMHH-TTaKINTaKCEN o (hopMaTa Ha HAHOYACTHITA M TEMIIUTAOMH B
CpaBHEHME C MOHOTEPAIUATA ¢ reMuuTabud. IIpu MHOTO Bb3pacTHU MAIMEHTH (> 75 TOIMHN), KOUTO
MOJTyYaBaT YOBEIIKU CEPYMEH anOyMHH-TIAKITUTAKCEN O/ (hopMaTa Ha HAHOYACTHIU U TEMIMTAONH,
ce HaOJIIOIaBa MO-BHCOKA YECTOTa Ha CEPUO3HU HEXETaH! PEAKIIUK W HEXKEJIaH! PEaKIiH, BOJEIIH 10
MpeKparsiBaHe Ha JEYEHUETO, BKIIOYMTEIHO XEMATOJIOTMIHA TOKCHYHOCT, Tiepru(epHa HEBPOTIATHS,
HaMaJICH arlleTUT U Jexuaparaius. [[alueHTuTe ¢ aJcHOKapIHHOM Ha MaHKpeaca Ha Bh3pacT

75 rofuHY U MO-BH3PACTHH TPsOBA Ja ObaT BHUMATEITHO OLCHEHH 3a CITOCOOHOCTTA MM J1a TIOHEecaT
Naveruclif B komOnHaIMs ¢ TeMITMTa0MH, KaTro ce 00bpHE CIENHUAIHO BHUMAHNE HA TIXHOTO
(YHKIIHOHAITHO ChCTOSTHHE, CHITHTCTBAIIY 3a00IIBaHIs 1 MIOBHUIIEH PUCK OT WH(EKITHY (BK. Touka 4.2

u 4.8).

Hpyro

Makap ue ¥Ma OrpaHWYCHHU JaHHU, HE € JIOKa3aHa sICHA IM0JI3a OT TICJHA TOYKA Ha YIhDKEHa 0011a
MPEKUBSEMOCT TIPU MAIUSHTH C aJICHOKAPIIMHOM Ha MaHKpeaca ¢ Hopmanau CA 19-9 HuBa npenu
3aIl0YBaHE Ha JICYCHUETO C YOBCIIKH CEPyMEH aja0yMUH-TIAKIUTAKCE o/ (popMaTa Ha HAHOYACTHUIU K
reMiuTaObuH (BX. Touka 5.1).

Epnotunu6 He Tpsa6Ba ma ce nmpuaara eqHospemenno ¢ Naveruclif u remiurabun (8. Touka 4.5).
[omoIiHY BerecTBa

ToBa JIeKapCTBO ChIbPsKa MO-Mainko or 1 mmol Harpwii (23 mg) Ha 100 Mg, T.e. MOKe [1a Ce Kaxe, ue
MPaKTUYECKU HE ChIbpiKa HATPUH.

45 B3auMmopaeiicTBHe C APYIH JIeKAPCTBEHU NPOAYKTH U APYrH (POPMH HA B3aMMoOelicTBHe

MeTabonu3MbT Ha MAKIUTAKCEN ce KaTajJu3hpa OTYacTH Ype3 W30CH3UMUTE OT IUTOXpoM P450
nzoensumute CYP2C8 u CYP3A4 (Bx. Touka 5.2). CnegoBarento, B orcheTBre Ha @K npoyuBane 3a
JIEKapCTBEHUTE B3aMMOJICHCTBUS, € HEOOXOANMO IMOBUIIIEHO BHIMAHKE TPH TIPUIaraHeTo Ha
MaKJIUTaKCel ChITbTCTRAIIO C JICKAPCTBA, 32 KOUTO € U3BECTHO, ue naxuoupar i CYP2CS8, uiu
CYP3A4 (namp. KETOKOHA30J ¥ JPYTH UMHUIA30JI0BU IPOTUBOIBOMYHH IPOLYKTH, EPUTPOMHULINH,
¢dryokceTrH, TeMpUOPO3NIL, KIOMHOTPEll, IMMETHINH, PUTOHABUD, CAKBUHABUD, MHIUHABUD U
HeJIQUHABHP), ThH KaTO TOKCHYHOCTTA Ha MAKJIUTAKCeT MOXe Jia Objie TIOBUIIIEHA MTOpaIy MOBHUIIICHATA
€KCIO3MIMA Ha MaKJInTaKcel. [IprunaraHeTo Ha MaKIUTAaKCEN ChC CHITBTCTBAILM JIEKAPCTBA, 32 KOUTO €
u3BecTHO, ye nuaynupar win CYP2C8, unu CYP3A4 (manp. pudamnunug, kapoaMasenuH,
(dennTonH, ehaBUPEHII, HEBUPAIIMH) HE CE MPETOphYBa, Thil KAaT0 e(PUKACHOCTTAa MOXKeE J1a ObJie
KOMITpOMETHpaHa IMopajay HaMaJeHaTa eKCIIO3UIUs Ha TaKIUTaKCeT.

[NakmuTakces U reMIUTaOuH HAMAT 001 METa0OIUTEeH IbT. KITMPBHCHT HA MAKIIMTAKCE MTPEIH
Beruko ce onpezens or CYP2C8 u CYP3A4 menunpan MeTaboJIn3bM, MOCHEABAH OT XIJIbYHA
EKCKpEeIHsi, JOKAaTO TeMIIUTa0WH Ce HHAKTUBUPA OT IUTH/INH JIeaMUHA3a, IIOCIIEIBAHO OT EKCKPEIHs C
ypunara. PapMakoKHHETHYHUTE B3auMozencTBus Mesxxay Naveruclif u remiurabun He ca orleHeHH
Ipu Xopa.

ITpoBeneHo e enHo (hapMAKOKUHETUYHO MPOYYBAHE C YOBEIIKH CEPyMEH alOyMUH-TIAKIATAKCET O]
(hopMara Ha HAHOYACTHIIM U KapOOILJIATHH MPU MAIUCHTH ¢ HEAPSOHOKICTHYCH KapIIMHOM Ha Oeus
npo6. HaMa KIMHUYHO 3HAaUMMU apMaKOKHHETUYHU B3aUMOJICHCTBHS MEX 1y YOBCILKHS CEPYMEH
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aO0yMUH-TTAKJIATAKCEI TTOoJT (hopMaTa Ha HAHOYACTHIIN U KapOOIJIaTHH.

Naveruclif e mokaszan kaTo MOHOTEpANus 3a KAPIUHOM Ha T'hpJaTa Wik B KOMOWHAIUS ¢ TEMIUTA0NH
3a aJICHOKapIIMHOM Ha TTaHKpeaca WM B KOMOMHAIHS ¢ KapOOoIUIaTHH 32 HePeOHOKIEThUCH KapIInHOM
Ha Oesust 1pob (Bk. Touka 4.1).

Naveruclif ve Tps0Ba 1a ce U3MoI3Ba B KOMOWHAIIMS C IPYTH MPOTHBOPAKOBHU CPEJICTBA.

HCZ[I/IEITDI/I‘-IHS. nonyiaanus
HpquBaHI/m 3a B3aHMOZ[€I>’ICTBPI$ITa Ca MPOBCKAaHU CaMO IPHU Bb3PACTHU.

4.6 @epTUINTET, GPEMEHHOCT U KbpMeHe

KonTpanenmwst mpy Mbke 1 )KCHH
Kenu ¢ nereponeH moTeHIMAI TPAOBA Ja M3M0I3BaT e()EKTHBHA KOHTPALICIIIUS 10 BpeMe Ha

JICYEHHETO M 3a Hai-MaJIKo IIecT Mecena cien nocieanara qo3a Naveruclif. Ha manuenTure oT Mb)KH
T0JI, KOMTO MMaT MapTHBOPKH C JIETEPOJIEH MOTCHIIMAN, CE PEMOPhUBA JIa M3M0JI3BaT e(hEKTHBHA
KOHTpAIIEIINSA ¥ Ja H30ArBaT 3a4eBaHeTO Ha JeTe Mo BpeMe Ha jedenunero ¢ Naveruclif u 3a naii-
MAJIKO TpH Mecena ciien mocieanara go3za Naveruclif.

BpemenHoct
Mma MHOTO OrpaHMYCHU JaHHH OT YIIOTpeOaTa Ha MaKIMTAKCEN 110 BpeMe Ha OPEeMEHHOCT TP Xopa.

[Tono3upa ce, 4e makiIuTaKcel MPUYHHSIBA CEPHO3HH BPOACHU Masi(pOpMAIIK, KOTaTto ce mpuiara o
BpeMe Ha OpeMeHHOCT. [IpoyuBaHusTa IPH KUBOTHH TTOKa3BaT PENPOAYKTHBHA TOKCHYHOCT (BXK. TOUKA
5.3). Ilpu xeHu ¢ eTEpONCH MOTCHIINAI TPSOBA 1a Ce HAIPaBH TECT 3a OPEMEHHOCT, MIPEIH 1a
zanounar jedeHue ¢ Naveruclif. Naveruclif ve Tps6Ba na ce npuiara no BpemMe Ha OpEMEHHOCT U MU
’KEHH C JICTEPOJICH IMOTEHIIMAJ, KOUTO HE U3MOJI3BaT ¢(h)eKTHBHA KOHTPALICIIIIUS, OCBEH aKO
KJIMHUYHOTO ChCTOSIHUE HA MaiKaTra He M3MCKBA JICUCHHE C TTAKIUTAKCEeI.

Kopmene
[NakmuTaKces W/uiM HETOBUTE METa0OIUTH C€ EKCKPETHPAT B MIIIKOTO Ha IUTHXOBE B IIEPHOJ Ha

naktamus (BX. Touka 5.3). He € u3BecTHO maimy makiauTakces ce eKCKpeTrpa B kKbpmara. [lopamn
MOTCHIMATTHATE CEPUO3HM HEeXeNlaHu peakuuu npu kbpmene, Naveruclif e nporuomnokasan B meprona
Ha kbpMeHe. KbpMeHeTo TpsiOBa 1a ce mpeyCTaHOBH IO BpEME Ha JICUCHHETO.

depTunuret
YoBemKusAT cepyMeH alOyMHUH-TTAKIUTAKCeN o/ (hopMara Ha HAHOYACTHIIM TPUYNHSBA OS3II0ANe y

MBKKUTE TUTHX0BE (BK. TOUKa 5.3). Bb3 OCHOBA Ha pe3y/ITATUTE MPH KUBOTHHU, MBKKHUST U )KEHCKUST
¢epriamTeT Morar ja Obaar KOMIIpOMETHPaHH. [allMeHTHTE OT MBKKH IOJI TPsIOBA Jla Ce KOHCYATHpAT
OTHOCHO 3aMpa3sBaHETO Ha CIepMa MPEIH JICYCHHETO, MOPaIi Bb3MOKHOCTTA 3a HeoOpaTiuMa
CTEPHUITHOCT B pesyirrar ot Tepanusra ¢ Naveruclif.

4.7 EdexTn BbpXy crnioco0HocTTa 32 modupaHe u padora ¢ MALIUHH

[NakmuTakce NOBIUsIBA B Majika MJIM YMEPeHa CTeIeH CIIoCOOHOCTTa 3a modupaHe U paboTa ¢
MamuHA. [lakauTakcen MoXke 1a TPUIUHN HEXKeJIaH!W PEaKIIny KaTo ymopa (MHOTO YeCTH) U
3aMastHOCT (YECTH), KOUTO MOTAT J1a OKaXKaT BIMSHKUE BbPXY CIIOCOOHOCTTA 3a Iodupane u padbora ¢
MaruHHy. [lanmenTute TpsOBa aa ObJaT NOCHBETBAHH Jla HE MIO(UpPaT U Jia He padOTAT C MAIlIMHH, aKO
C€ YyBCTBAaT U3MOPEHU WM 3aMasiHU.

4.8 Hexenanu JeKapCTBEHH PeaKIuH

Pesrome Ha npoduia Ha 0€300aCHOCT

Hati-yectuTe KIMHUYHO 3HAYMMH HEXXETIAaHH PEAKI[UH, CBbP3BaHU C yIoTpeOaTa Ha YOBEIIKUS
CEepyMEH aja0yMHUH-TTaKJIMTaKCe) o popMaTa Ha HAHOYACTHUIIM MMAKIUTAKCENl, Ca HEYTPOIICHHUS,
nepudepHa HEBPOIATHS, APTPANITHSI/MUAIITHS U CTOMAIIHO-YPEBHU HAPYIICHHMS.
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Hexenany gexapcTBeHU peakuyy B TaOIMYEH BUJ
B Tabnuua 6 ca n30poeHH HeKETTaHUTE PEaKkLUy, CBbP3aHHU C YOBEILKU CEPYMEH aJl0yMUH-

HaKJIUTaKceN 1moj (hopMara Ha HAHOYACTHIM KaTO MOHOTEPAITHsI PU BCUYKH JIO3U NP BCUYKH
MTOKa3aHwusl 1Mo BpeMe Ha KiunHnIHuTe TpoyaBadus (N = 789), doBerku cepyMeH anOyMuH-
MaKIuTakces moj popMara Ha HAHOYACTUIM B KOMOWHAIIMS C TeMUIMTa0UH 32 aleHOKapLIMHOM Ha
naHkpeaca oT KIMHU4HO mpoyuBaHe daza Il (N =421), yoBemku cepymeH anOyMHUH-TTaKIUTAKCEN MOA
¢dopmara Ha HAHOYACTHIM B KOMOMHAIMSA ¢ KapOOIIaTHH 3a HeApeOHOKIEThYCH KapIMHOM Ha Oenuns
Ipo6 ot knuHUYHO nipoyuBane ¢asa Il (N = 514) u ot mocTMapkeTHHroBara ynortpeoa.

YecroTara e neuHupana karo: MHOTo yectd (> 1/10), yectu (> 1/100 mo < 1/10), veuectu (> 1/1 000
1o < 1/100), peaxu (> 1/10 000 mo < 1/1 000), muoro peaxu (< 1/10 000), ¢ HensBecTHa YecToTa (OT
HAJIMYHUTE JTAHHU HE MOXKe Jla ObJic HampaBeHa olieHKa). [Ipu BCsiko rpynupaHe mo 4ecToTa
HE)KEJIAHUTE PEaKITUK ca M30POCHH B HU3XOIAIL PEJ IT0 OTHOIIIEHHE HA TIXHATa CEPUO3HOCT.

Tabnuna 6: Heskeranu peaknuy, CbO0OIIEHH NPH YOBEIIKH CepyMeH aJ0yMHH-NaKJINTAKCeJI IO
(¢opmara Ha HaHOYACTHLM

MonoTtepanust (N = 789) Kom0unupana Kom0unupana
Tepanus ¢ Tepanus ¢
reMuuTAOMH KapOoIJIaTHH
(N =421) (N =514)
Nudexunu u undecranmnu
Nudexnns, nadexms Ha Cencuc, maeBMonus, | [IHeBHOHMS, OPOHXUT,
MUKOYHUTE TBTUIIA, ()OTUKYIIHT, KaH/1103a Ha WH(EKIYS Ha TOPHUTE
Yecmu: UHQEKIHS Ha TOPHUTE TUXATEITHA yCTHATa KyXUHa JUXaTeNTH! TbTHUIIA,
MBTHINA, KAHIU103a, CHHY3UT UHQEKIHS Ha
MTUKOYHUTE ITHTHUIIA
Cencuc!, Heyrponenuyen cercuc!, Cericuc, kKaHIMI03a HA
MTHEBMOHUS, KaHANW03a Ha yCTHATa yCTHATa KyXHUHa

KyXWHa, Ha30()apUHTUT, LETYIIUT,
XepIiec CUMILIEKC, BUPYCHA
UHQEKIHS, XepIec 30CTep, M’bONYHA
uHeKys, nHEKIus, CBbp3aHa ¢
KaTeThpa, MHPEKIUS Ha MACTOTO Ha
WH)KCKTUPAHE

Hewecmu:

Heonunaszmu — Il06p0KaquTBeHl/l, 3J0KQYE€CTBCHU M HCONPECACJICHHU (BKJ'[. KHCTH U l'lOJ'lHl'lPl)

TyMopHa HEKpo3a, MeTacTaTHIHA

Heuecmu:
0onka
Hapymenusi Ha KpbBTa M JIMM(HATA CHCTEeMA
Mnozo Cympecust Ha KOCTHHUS MO3BK, Heyrtponenus, Heyrponenus’, .
wecmi: HEYTPOTIEHHS, TPOMOOIIUTOIICHHUS, TPOMOOIIUTOTICHNS, TPOMOOIIUTOTICHHS”,
aHeMUsl, JICBKOTICHUS, TUMQOIICHUST | aHEeMHUsI AHEMUS’, JIEBKOIIEHHS
®debOpuitHa HEYTPOTICHUS ITanuuronenus Oebdpuna
Yecmu: HEYTPOINEHUS,
muMboneHus
TpomOoTHYHA ITanuuronenus
Heuecmu: TPOMOOITUTOTICHIYHA
Iyprypa
Peoxku: [Taumuronenns
Hapymiennsi HAa HYMYHHATA CHCTEMA
CBpPBXUYBCTBUTEIHOCT JlexapcTBeHa
Heuecmu: CBPBXUYBCTBHUTEITHOCT,
CBPBXUYBCTBHTEITHOCT
Peoxu: TexKa CBPbX4YBCTBUTENHOCT'

Hapymenuss Ha MeTa00JM3Ma M XpaHEHETO
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Miozo AHOpekcus O06e3BogHsBaHE, Hawmasen anetut
wecmit- HaMaJIeH areTuT,
XHUMOKAJTHEMHUS
Yecmu- O06e3BonHsABaHE, HAMAJICH ATIETHT, Ob6e3BonHsBaHE
XUTOKAJTUEMHUSI
Xumnodocdaremusi, 3aabpiKaHe Ha
TEUHOCTH, XUII0aJIOyMUHEMHUS,
Heuecmu: MOJHUIUIICHUS, XUIIEPIITUKEMHUS],
XUTOKAJIUEMHS, XUITOTIINKEMUS,
XHUIOHATPUEMHUS
C CHHIpOM Ha TyMOpEH pasmaj’
Heuzeecmuda
yecmoma
IlcuxnyHN HAPYIIECHHUS
Mmnozo
yecmu:
Yecmu: Jlenpecusi, ”HCOMHHUSI, TPEBOKHOCT
Heuecmu: besnokoiicTBo WMHcoMHus
Hapymienusi Ha HepBHATa cHCTEMA
[epucdepna neBponarus, [lepudepna [lepudepna
Miozo HEBPOMATHs, XUITOECTE3HS, HEBPOIATHA, HEBpOMaTus
i napecTe3us 3aMasHOCT,
yecmu:
m1aBobonue,
JIU3rey3us
[epudepHa ceH30pHA HEBPOTIATHS, 3aMastHOCT,
3aMasHOCT, nepudepHa MOTOpHA m1aBobonue,
Yecmu: HEBpOIATHs, aTaKCHs, IIIaBoOoIIHne, JIU3Tey3Us
CETHUBHO CMYIIIEHHE,
COMHOJICHTHOCT, JU3rey3Hsl
[onuueBponarusi, apedexcus, IMapanu3a ua Bell
CHHKOII, 3aMaifBaHe NIPH U3IPABSHE,
Heuecmu: TUCKUHE3Ns, Xunopeduexcus,
HEBpAJITHs, HEBpOMaTHYHA OOJIKa,
TpPeMop, 3ary0a Ha CETHBHOCT
C MHOXeCTBeHa Mapaan3a Ha
Heuzeéecmua | KpaHWAHU HEPBH!
yecmoma.

Hapymenusi Ha ounTe

3aMBINICHO 3peHUE, TIOBUIIICHA IToBumena 3aMBIJICHO 3peHUE
Yecmu: JaKpUMaIus, CyXo 0KO, CyX JaKpUMaIns
KEPaTOKOHIOHKTUBHT, Maapo3a
Hamanena octpoTa Ha 3peHHETO, Kuctounen makynex
MIPOMEHEHO 3pEHNE, Ipa3HeHe B eneM
Heuecmu: ouuTe, OOJIKA B OUHTE,
KOHIOHKTHBHT, HapYILIEHO 3PCHHUE,
MIPYPUTYC HA OYHTE, KEPATUT
Peoxu: Kucrongen MaxyseH egem’
Hapymenusi Ha yXoTo u Ja0HpHHTA
Yecmu: CBETOBBPTEK
Heuecmu: TunuTyC, 60JIKa B YXOTO
ChpaeyHu HApYylIeHUs
Aputmusi, Taxukapaus, KonrectuBHa
g ) CYTNpaBEHTPUKYIapHA TaXUKaPIUI ChpAcYHA
ecm HEAOCTaTHYHOCT,
TaxXUKapIus
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CobpreueH apecT, KOHTeCTHBHA
ChpJ/IeYHa HEJTOCTATHYHOCT,

Peoxu: JieBOKaMepHa AUCHYHKLUS,
aTPHOBEHTPUKYIApEH OJI0K',
Opamukapaus
Cba0oBM HapylIeHUSs
y, . Xuneptonus, TumMmdoenem, XUNOTOHHA, XUNOTOHHA,
ecmt: 3auepBsiBaHe, TOPEIIN BbIHU XUIEPTOHUS XUIEPTOHUS
Heweemu XHWITOTOHUS, OPTOCTATHYHA 3auepBsaBaHe 3auepBsaBaHe
XUIOTOHUS, TepudepHa CTy/ICHUHA
Peoku: Tpomb03a
PecnupaTopHu, rpbAHE U METHACTHHAJIHA HAPYIICHUS
Mnozo Jlucmaest, JucrHes
wecmit- EIMUCTaKCHC,
KallInIa
HHTepcTULMAIEH ITHEBMOHMT?, [THeBMOHMT, Ha3anHa | XeMONTH3a,
Yecmu- JIUCITHES, EMTUCTAKCHC, (aprHTO- KOHT€CTHSA EMUCTAKCHC, KaIlTUIa
JapuHTeaHa 00Jka, KaluInIa,
PUHUT, pUHOPES
bemonpobua embomus, 6enoapodbern | Cyxo repio, cyxoTta B | [THeBMOHUT
TpoMOOEMOOTN3HM, TUICBpAJICH HOCa
W3JIMB, IUCTHES TIPU YCHIIHE,
. KOHT€CTHS HAa CHHYCUTE, HAMaJICH!
Heuecmu:
JIUXaTeNH! 3BYLH, POAYKTUBHA
KalllnIa, aJepriuieH PUHUT,
NPECUIIHAJIOCT, Ha3aJIHa KOHTeCTHS,
CyXOTa B HOCA, XPHUIIOBE
C ITape3a Ha IIaCHUTE CTPYHU'
Heuzeecmua
uecmoma:

CTroManiHo-4YpeBHH HAPYUIEHUS

Jwnapwus, moBpbIIane, TalcHe, 3aIekK,
CTOMATHUT

Juapusi, moBpblllane,
rajicHe, 3armek,

Juapusi, moBpbIllaHe,
rajicHe, 3amnex

Mmuoeo
wecm- KOpeMHa 0oJIKa,
0orka B TOpHarTa 4acT
Ha Kopema
l'acrpoesodareanna pedykcHa UpesHa ooctpykiwst, | CTOMAaTHT, JUCTICTICHS,
OoJecT, auctencus, KopeMHa O00JKa, | KOJUT, CTOMAaTHT, nucdarsi, KopeMHa
Yecmu: abJIoMUHATHA TUCTEH3MsI, 00JTKa B CyXOTa B ycTara Oomka
TOpHAaTa YacT Ha Kopema, OpajiHa
XHUIOECTE3HS
PexranHo kppBeHe, aucdarus,
(uaryaeHIus, TIIOCOAUHUS, CYyX0Ta B
Heueemu: ycTara, 00JIka BbB BEHIIUTE, KalllaBU

U3NpaXHeHusl, e3odarut, 0oika B
JIOJTHATA YacT Ha KOpeMma, yaIeparun
B ycrTara, 0OJIKa B ycTara

Xenaro-0nJIMapHU HAPYLICHHS

Yecmu: XonaHTHUT XurnepommpyOonHeMuUs
Hevecmu: XenaroMmeranus

Hapyuienusi Ha KOJKaTa M MOAKOKHATA ThKAaH

Mnozo Anoneuusi, 0OpuB Anoneuusi, 0OpuB Anoneuusi, 0OpuB
yecmu:
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Yecmu:

IIpyputyc, cyxa koxa, HapylIieHHe
Ha HOKTHUTE, EpUTEMA,
MUTMEHTAIUS/TIPOMSIHA B I[BETa HA
HOKTHUTE, XUMIEPIIUTMEHTALIUS Ha
KOXKara, OHUXOJN3a, IPOMEHH Ha
HOKTHUTE

IIpyputyc, cyxa
KOXa, HapyIIeHHE Ha
HOKTHUTE

IIpyputyc, HapyuieHue
Ha HOKTUTE

Heuecmu:

Peakuus Ha POTOUYBCTBUTETHOCT,
ypTHKapus, 00JIKa 0 KOXKarTa,
reHepau3upaH NPypUTYyC, ChPOSII
00puB, HApYIIECHHS Ha KOXara,
HapylIeHHWE Ha TUTMEHTALUsATa,
XHUIIEPXUIPO3a, OHUXOMAIE3a,
epuTeMaTo3eH oOpHuB,
reHepajJu3upad o0puB, IEPMaTHT,
HOIIHO MOTEHE, MaKyJIO-TaITyJI03eH
00pWB, BUTHIIUTO, XUTIOTPUX03a,
00JIe3HEHOCT Ha HOKBTHOTO JIETVIO,
nuckoMdopT B 06JacTTa Ha
HOKTHTE, MaKyJIO3€H 00OpUB,
namysa03eH 0OpHUB, KOXKHA JIE3us,
OTHYaHE HAa JIUIETO

Exchommarus na
KOXKaTa, aJiepruueH
JIEpPMaTHT, YPTUKAPHUS

Mmnozo
peoxu:

Cunapom Ha Stevens-Johnson!,
TOKCHYHA eNuIepMalia HeKponusa'

C
HeuzeecmHa
uecmoma.

CI/IHZ[pOM Ha maJIMapHO-IIJIAaHTapHa

eputpoaucecresus’?,

cKIeponepMus’

Hapyule}mﬁ Ha MYCKYJ/JIHO-CKEJIE€THATA CUCTEMA M CHCAUMHUTEC/THATA ThKAaH

Mnozo ApTpanrus, MUaITus Aptpanrus, Muanrus, | ApTpairus, MAaarus
yecmu: 00JIKa B KpalHUK
Bbonka B repba, Oonka B KpalfHUK, MyckynaHa c1abocT, Bbonka B repba, Oorka
Yecmu: 00JIKa B KOCTUTE, MYCKYJIHU 0o0JIKa B KOCTUTE B KpalHUK, MyCKYJIHO-
KpamIu, 00JIKa B KpaHUK cKkeneTHa 60Jka
Bonka B rppaHaTa cTeHa, MyCKyJIHa
cnabocr, 60Ka BBB Bpara, 00jIKa B
Heuecmus: CITa0MHUTE, MYCKYJIHHU CIIa3MH,

MYCKYITHO-CKEJIeTHa O0JKa, O0JIKa B
XbJI00Ka, TUCKOM(OPT B
KpalHUIMTE, CI1a00CT B MYCKYIIUTE

Hapymenus Ha 0b0peniTe 1 NMKOYHUTE MbTHINA

Octpa 0K0peuHa
Yecmu: P P
HETOCTaThYHOCT
Xemarypus, Tu3ypus, MONaKUypusi, | XEeMOIUTHIHO-
Heuecmu: HOKTYpHUS1, TONUYpHUS, YpUHAPHA YPEMHUUEH CUHIPOM

MHKOHTUHCHIIHA

Hapyulelm;l HA BL3MPOU3ZBOAUTECIHATA CUCTEMA U I'bpAaTa

Hewecmu:

| Bbosika B repaara

O0mm HapymeHus ¥ e)eKTH HA MCTOTO HA NPHJIOKEHHE

Mmuoeo
yecmu:

YMopa, ACTCHUS, TMPCKCUA

YMopa, acteHus,
MUPEKCHs,
nepudepeH enem,
CTYJICHU TPBIIKH

YMopa, acteHus,
nepudepeH eaem
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HepasnonoxeHnue, getaprus, Peaxmus na msicroro | [Iupekcwusi, 6onka B
cnabocr, iepudepeH enem, Ha nHQY3UATA obmacTTa Ha TBPIUTE
Bh3MAJICHNAE Ha TUTaBUITUTE, OOJIKa,
Yecmu: BKOUYaHSIBAHE, €/IeM, HapyIICH
(byHKIIMOHAJIEH cTaryc, O0IKa B
oOnacTTa Ha T'BPAUTE,
TPUIONOAOOHO CHCTOSHHE,
XUTIEPIUPEKCHUS
JuckomdopT B obmactra Ha Br3nanenue Ha
TbpANTE, HAPYIIICHA MTOXOJIKA, JIUTaBUIIUTE,
MOJIyBaHe, pEeaKIys Ha MSICTOTO Ha eKCTpaBa3aius Ha
WH)KEKTHpaHe MSICTOTO Ha
Heuecmu: uH}y3HATa,
Bh3MAJICHAEC Ha
MSICTOTO Ha
uHQYy3UATa, OOpUB HA
MSICTOTO Ha HH(Y3UsITA
Peoxu: ExkcTpaBazanus
MN3cnensanus
TTonmxeHo TEIIO,
Mmuoeo
wecmu: TIOBHIIICHA aJTAHWH
aMHHOTpaHcdepasa,
TToHmXeHO TEII0, MOBHIIICHA TloBumena acnaprar | [loHn»xkeHo Tervo,
aJlaHuH aMUHOTpaHchepasa, amMuHOTpaHc(hepasza, | MOBHUIICHA aJaHUH
MOBUIIICHA aCTIAPTaT MOBHIIIEH OMIMpPYOUH | amMmuHOTpaHcdepasa,
amMuHOTpaHchepasa, MOHKECH B KPBBTA, MTOBHUILICH MOBHIIIEHA acTiapTar
Yecmu: XEeMAaTOKPUT, TOHIKEH Opoit KpEeaTHHHH B KPbBTa | aMHHOTpaHc(epasa,
EPUTPOLIUTH, TOBUIIICHA TEJICCHA MOBUIIICHA alTKajTHA
TeMIIepaTypa, MOBHIIICHA (hocdarasza B kppBTa
rama-TryTaMuiITpancdepasa,
MIOBUIIIEHO HUBO Ha aJIKallHATa
tdocdaraza B KpbBTa
[ToBumeHO KPHBHO HaJSTaHE,
TIOBHILIEHO TETJIO, MOBHUIIIEHA JIAKTAT
JIEXUPOTeHa3a B KPbBTA, MOBUIIICH
Heweemu KpPEaTHHUH B KPHBTA, TOBUIIICHO
HUBO Ha TJIIOKO3a B KPBBTA,
MOBUILIEHO HUBO Ha docdop B
KPBBTA, TOHWKCHO HUBO HA KaJHii B
KpBBTA, TIOBHIIICH OMINPYOHH
HapansiBaHusi, 0OTpPaBSHMSA M YCJI0KHEHNs, Bb3HUKHAJHU B Pe3yJITAT HA HHTEPBEHIMHU
Heuecmu: Kontysus
Pedxu: ®deHOMEH Ha paaualioHHaTa aMerT,
contt pasnalioOHeH MTHEBMOHUT

! Kakto € cho6IIEHO P OCTMAPKETHHIOBOTO HAGMIOAEHHUE Ha YOBELIKH CEPYMEH alOyMHUH-NAKIMTAKCEN oA (opMaTa Ha HAHOYACTULIM 32
UHXCKTUPAHE.

2 YecToTara Ha MHEBMOHMTA € M3YMCIIEHA Bb3 OCHOBA HA cOOpHUTE JaHHu oT 1310 mauuenTy B KIMHUYHU TPOYYBAHMUS, Oy YaBaIH
YOBELIKH CEpYMEH a0yMHH-TIaKJINTaKceN oA GopMara Ha HAHOYACTHIIM MOHOTEpAIHs 3a KaplMHOM Ha I'bpJaTa 1 3a APYTH NMOKa3aHHs.

? Ha 6asara Ha 11a00paTopHH OLIEHKH: MAKCHMAJIHA CTETIEH Ha MUEJIOCYTIPECHUS (JIEKyBaHaTa TOIyJIaLis).

4 Ipu HAKOU MAMEHTH C MPEUIITHA EKCTIO3UIUS HA KaneluTaOuH

Onucanue Ha I/I36DaHI/I HCXCIaHU pCaKIInu
Ta3u Touka ChbAbpiKa Hal-4eCTUTE U KIMHUYHO 3HAYUMH HEKEJTaH! p€aKknuun, CBbpP3aHn C YOBCIIKHN
CCPYMCH aJ'I6yMI/IH-HaKJ'II/ITaKCCJ'I nona (bopMaTa Ha HAHOYACTHUIH 3a NHXCKTHUPAHC.

Hesxenanute peakiuu ca orieHeHH pu 229 MalMeHTH ¢ MeTacTaTH4eH KapIiMHOM Ha T'bpJara,
nexyBanu ¢ 260 mg/m? 4oBemKu cepyMeH anOyMUH-TIAKJIMTAKCEN 1o (JopMaTa Ha HAHOYACTULH
BEJHBXK Ha BCEKH TPH CEAMHIIN B OCHOBHOTO (paza || kmuHmuHO npoyyBane (MOHOTEpanusl ¢ YOBEIIKH
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cepyMeH ajnOyMHH-TIaKJIuTaKce: moj| popmara Ha HAHOYACTHIIN).

Hexenanurte peakimu ca olieHeHH pu 421 manueHT ¢ METacTaTHYCH paK Ha MaHKpeaca, KOUTO ca
JICKYBaHH C YOBCILIKH CEPYMEH aj0yMHUH-TTaKINTAKCEN 1o popMaTa Ha HAHOYACTHUIM B KOMOHHALINS C
remuuTabun (125 mg/m? goBemmky cepyMeH anbyMHUH-TIaKIUTaKce noy (opMara Ha HAaHOYACTHIIU B
KoMOUWHarnus ¢ reMiuTadbuH npu go3a 1 000 mg/mz, nmpuiarasa B ieH 1, 8 u 15 ot Bceku 28-1HEeBeH
UKBA) U ipu 402 NaIueHTy, JISKyBaH! ¢ TeMITUTa0WH KaTo MOHOTEPAITHs, ITOyYaBallly IbPBa JIMHUS
Ha CHCTEMHO JICYCHHE 32 METACTaTUUICH aICHOKAPIITMHOM Ha TTaHKpeaca (YOBEITKHA CepyMEH aj0yMIH-
MakIuTakces mo popMara Ha HAaHOYACTUIH/ TEMIIUTAONH).

OreHeHN ca He)KEJIaHU peakiuy npu 514 narueHTy ¢ HeapeOHOKICThUCH KapIlIMHOM Ha Oelus Ipoo,
KOWTO ca JIEKYBaHHU C YOBEIIKH CepyMeH aiOyMUH-TIaKITUTaKceN 1o (hopMaTa Ha HAHOYACTHIIN B
koMOuHanus ¢ kapoomiarud (100 mg/m? yoserku cepymeH anbyMUH-NIAKIUTAKCEN moj popMara Ha
HAaHOYACTHUIIH, TIpriIarad Ha fieH 1, 8 u 15 oT Bceku 21-gHEBEH ITUKEI B KOMOMHAIHS ¢ KapOOTUIaTHH,
MpHIara Ha JIeH 1 OT BCEKH LIMKBJI) B PaHIOMH3UPAHO, KOHTPOIMPAHO KIMHUYHO u3nuTBane (asa Il
(4oBeIIKU cepyMeH alOyMHH-TIAKIIMTaKCeN o1 popmara Ha HAHOYACTUIM/KApOOTLIaTHH ).

CroOrieHara OT MalMeHTHTE TAKCAaHOBAa TOKCHYHOCT € OIIEHEHa C ITOMOIITa Ha 4-Te TIOACKAIIN Ha
BBIPOCHHKA 3a TakcaHU Ha DyHKI[MOHAIHA OlIEHKA Ha MpoTuBopakoBara tepanus (Functional
Assessment of Cancer Therapy (FACT)-Taxane questionnaire). C momorira Ha aHaIu3 ¢ MHOTOKPAaTHU
nu3MepBanus 3 ot 4-Te noackanu (nmepudepHa HeBponarus, 00JKa B pblieTe/CThIIaNaTa v CIIyX) ca B
110J13a Ha YOBEILKHA CEPYMEH aj0yMHUH-TIAKJIMTAKCE 1107 opMaTa Ha HAHOYACTHUIM U KapOOIUIaTHH

(p £0,002). 3a ocrananara nojickaina (eeM) HiMa pasjrKa B paMeHaTa Ha JICUCHHE.

Hudbexyuu u uncecmayuu

Yoeewku cepymer arOymun-nakiumarcen noo goopmama na Hanowacmuyulcemyumabun

Cericuc ce cpo011aBa ¢ gectora 5 % mpH MaMeHTy ChC WK 0e3 HEyTPOIICHHS, TIOTyYaBalld YOBEIIKH
cepyMeH ajOyMUH-TIaKITUTaKcen moj GopMara Ha HAHOYACTHIIM B KOMOMHAIHS ¢ TeMIIMTa0WH, 110
BpeMe Ha MPOBSKIAHETO HA U3IIMTBAHE MIPU MMaHKpeaTndeH ajeHokapuuHoM. OT 22 ciydasi Ha CETCHC,
CHOOIIEHH TP MAIUEHTH, JIEKYBaHU C YOBEIIKH CEpyMeH alOyMHUH-TIAaKINTaKcel nox jopmara Ha
HAHOYACTUIIM B KOMOMHAIIMS C TEMIIMTAOMH, 5 UMaT JIeTaJleH U3X0/l. YCIOKHEHHMATA, Ib/KAIIM Ce Ha
MOJUIeKAIINS KapIIMHOM Ha MTaHKpeaca, 0COOEHO ¥ITbYHA OOCTPYKIIUS MIIM HATMYKE Ha KIThYCH CTEHT,
Ce OIPEeNAT KaTo 3HAYMMH JIOTIPUHACAIIH (pakTopu. AKO HAKOH ManueHT crane GpedpiieH
(HEe3aBUCUMO OT OpOst HEYTPODHUIIH), 3aTIOYHETE JICUCHHE C ITMPOKOCICKThPHU aHTHONOTHLIU. [Ipn
(bebpritHa HEeyTPOIIEHHUsI BpeMEHHO cripete npuinokernero Ha Naveruclif u remiurabun, goxaro
Tpeckara npemue 1 ABH > 1500 kneTkn/mm?, ciie KOeTo Bb300HOBETE JIEUEHHETO IIPU HAMAJIEHU
JT030BHU HUBA (BXK. TOUKa 4.2).

HaDVWQHu}Z HA Kpvema u ]ZMMd)H(lma cucmema

Monomepanus ¢ uogewiku cepymer andymMuH-nakaumarcel noo opmama Ha HAHOYACMUYU—
Memacmamuyer KapyuHoMm Ha 2bpoama

[Ipu naumeHTH ¢ MeTacTaTH4eH KapLHHOM Ha I'bpJaTa Hal-u3sBEHUAT 3HAYUM XEMaTOJIOTHYCH
TOKCHYEH e(eKT e HeyTporeHus (chobiieHa npu 79 % oT nanmeHTuTe), Ho € Ouna Obp30 oOparuma u
JI0303aBHCHUMA; JIEBKOTIEHHS € chodieHa rmpu 71 % ot manuentute. Heyrponenus 4-ta crenen

(< 500 knetkn/mm?) ce mosiBsiBa pu 9 % OT MALMEHTHUTE, JIEKYBAHH C YOBELIKU CEPYMEH an0yMHH-
HaKJIUTaKcen nox ¢popMara Ha HaHoYacTHIU. PeOpHiTHAa HEYTPOIIEHHS Ce TOSIBABA IIPU YeTHPUMA
MAIMEHTH Ha YOBEIIKU cepyMeH ajOyMHUH-TIaKJIMTaKcen o (popmara Ha HAHOYACTULIH. AHEMHUS

(Hb < 10 g/dl) e nabnronaBana npu 46 % OT MallMEHTUTE Ha YOBEIIKH CEPYMEH ajJOyMHH-TIaKITUTaKCEeN
nox opmara Ha HaHodacTHLU U € Onna Texxkka (Hb < 8 g/dl) B pu ot ciiyuanre. Jlumponenus e
HaOnromaBaHa ipu 45 % OT marueHTuTe.
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Yosewku cepymen anbymun-nakiumarxcen noo gopmama na Hanouacmuyuleemyumabun

B Tabnwuma 7 ca gajeHu yecToTara U TeKECTTa Ha XeMaTOJIOTHYHUTE JTAO0OPATOPHO OTKPUTH aHOMAJTHH
[IPY MAIMEHTH, JICKYBaHH C YOBEIIKH CEpyMEH al0yMHH-TIAKIMTAKCe 1Mo (hopMara Ha HAHOYACTUIIU B
KOMOMWHAIMA ¢ TeMIIMTA0ONH WX C TEMIIUTAONH.

Ta0nuna 7: XeMaTo10rn4Hm JJa00PATOPHO OTKPUTH AHOMAJIUM B H3NMTBAHETO NMPH
aJeHOKAPIMHOM Ha IaHKpeaca

Yopewiku cepyMeH aa0yMMH-
naKJATaKces mox opmara Ha

nanouactuum (125 mg/m?)/ Temuurabun
reMIuTAOMH
Crenenn 1-4 Crenen 3-4 Crenenn 1-4 Crenen 3-4
(%) (%) (%) (%)
Anemus®® 97 13 96 12
Heyrponenus 5 73 38 58 27
TpomGouuroneHus™® 74 13 70 9

2405 manueHTH, ONCHEHH B TPpyMara, JIeKyBaHa ¢ Y0BEIIKH CEpyMEH a0yMUH-TIAKIMTAKCeN Mo/ (hopMara Ha HAHOYACTUIIN/TeMIUTAOHH
0388 malueHTy, OLCHEHH B rpymnara, JIeKyBaHa ¢ TeMIUTa0uH
404 naueHTH, OLCHEHH B IPyIiaTa, JICKyBaHa C YOBEIIKH CEpyMEH aliGyMUH-TIAKIMTaKCe noj| (JopMara Ha HAHOYACTHLM/TEMIUTAOUH

Yosewku cepymen anbyMun-nakaumarces nod gpopmama na Hanovacmuyulkapboniamun
[To-yecTo ce croOmIaBa 3a aHEMUs U TPOMOOIIUTONICHHS B PAMOTO Ha YOBEIIKU CEPyMEH aJOyMUH-
MaKJIUTaKcel noja opMara Ha HAHOYACTHIIA U KapOOIIaTHH, OTKOJIIKOTO Ha Taxol u kapOoriaTua
(cpotBeTHO 54 % cnpsamo 28 % u 45 % crpsimo 27 %).

Hapvmenuﬂ HA HepeHama cucmema

Monomepanus ¢ uogewiku cepymer ardbyMun-nakaumarcesl noo Gopmama Ha HAHOYACMUYU —
Memacmamuier KapyuHom Ha bpoama

OO0m10 B3€TO, YeCTOTaTa ¥ TEHKECTTA HA HEBPOTOKCUYHOCT MPH TAIUEHTUTE, JIEKYBaHHU C YOBEIIKH
cepyMeH ajnOyMUH-TIaKITUTaKcen moj Gopmara Ha HAHOYACTHIIN € Jlo3o3aBucuMa. [lepudepna
HeBponarus (IpeJuMHO 1-Ba WM 2-pa CTETIEH CEH30pHa HEBpoIaThs) € HaOtoaaBaHa npu 68 % ot
MAIUEHTHTE, JICKyBaHH C YOBEIIIKH CEPYMEH ajJ0yMUH-TTaKIIMTAKCEN Moj] opMaTa Ha HAHOYACTHUIIH,
karo 10 % ca 3-Ta cTeTnieH 1 He € UMaJjo CiIy4yau 4-Ta CTeTeH.

Yosewxu cepymen andyMun-naxaumarceil noo popmama na Hanouacmuyuleemyumadun

3a nmarmeHTH, JIEKyBaHH C YOBEIIIKU CEPYMEH all0yMUH-TIAKIIUTAKCEN 1MoJ] JopMara Ha HAHOYACTHITH B
KOMOWHAIMS C TeMIMTa0WH, MeTUaHaTa Ha BPEMETO JIO I'bPBOTO Bh3HUKBAHE Ha 3-Ta CTEIICH
nepudepHa HeBponarus ¢ 140 nau. Meauanara Ha BpeMeTo 10 MoA0OpeHue ¢ IoHe 1 CTereH e

21 nHM, a MeIUaHaTa Ha BPEMETO JI0 MoI00peHHe OT 3-Ta CTeleH nepudepHa HeBpomnaTus 10 crerneH 0
win 1 ¢ 29 gau. OT NanueHTUTe ¢ JICUCHUE, MPEKbCHATO MOpaau nepudepHa Hepponarus, 44 % (31/70
MAIUEHTH) ca OWJIA B ChCTOSIHUE J1a Bh30OHOBSIT MPHIIOKEHUETO HAa YOBEIIIKU CEPyMEH a0yMUH-
MakKIUTaKceln noja (opMara Ha HAHOYACTHIIM 32 MHKEKTHPaHEe P HamMasieHa 103a. HaMa naruenTw,
JICKYBaHH C YOBEIIKH CEPYMEH aj0yMUH-TIAKJINTAKCEN 110j] JopMaTa Ha HAHOYACTHUIIM B KOMOUHAIIHS C
reMIMTabuH, ¢ 4-Ta cTerneH nepudepHa HeBPOIaTusl.

Yosewku cepymen anbymun-nakaumakcen noo gpopmama na Hanowacmuyulkapooniamun

[pu naumeHTH ¢ HeAPEOHOKIIETHUCH KapIITHOM Ha Oenust 1po0, IEeKyBaHU C YOBEIIKUA CEpYMEH
aI0yMUH-TIAKJIMTaKceN Mo popMara Ha HAHOYACTUIM U KapOOIUIaTHH, MEANaHAaTa Ha BPEMETO /10
I'BPBO Bb3HUKBAHE Ha CBBbp3aHa ¢ JIeUeHUeTo nepudepHa Hepponarus 3-ta cremned e 121 nxy, a
MeJIMaHaTa Ha BPEMeTO JI0 T0100peHHe OT CBbp3aHa ¢ JICUCHUEeTO NepudepHa HeBponaTus 3-ta
crerieH 10 1-Ba ctereH e 38 . HsiMa manmeHTH, JeKyBaHH ¢ YOBEIIKH CEpyMEH amOyMuH-
MakKIuTaKces noxa ¢popmMara Ha HAHOYACTULM U KapOOIUIaTHH, OJTy4mIn nepudepHa HeBponaTtus 4-1a
CTEIIEH.

Hapvmenuﬂ HA oyume
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o BpeMe Ha TOCTMAapKETUHTOBOTO HAOIIOICHUE UMa PEJIKU CHOOIIEHHS 32 HAMaJIeHa OCTPOTa Ha
3pEHUETO, IbIDKAIA CE Ha KUCTOUJICH MaKyJIeH eeM, TI0 BpeMe Ha JICYCHUETO C YOBEIIKH CEPYMCH
a0yMUH-TTaKJIMTaKCce) 1o popMaTa Ha HAHOYACTHUIM (BXK. AKIUTaKce (BXK. Touka 4.4).

PecnupamopHu, ZD'b()HM U MeOUacCmuHaIHu HAPYWEHUA

Yosewku cepymen anbyMun-nakaumarcesl noo gpopmama na Hanovacmuyuleemyumaoun

[THeBMOHHMT ce choOmIaBa ¢ yecTota 4 % npu yrnorpeda Ha YOBEIIKH CEpyMEH al0yMUH-aKITUTAKCeI
nox opmara Ha HAHOYACTUIM B KOMOUHAIHs ¢ TeMiTabuH. OT 17-Te cityyas Ha THEBMOHHUT,
ChOOIICHHU TIPH TAIUEHTH, JICKYBaHH C YOBEIIIKU CEPYMEH al0yMHH-TIAKIATAKCE 1o/ popmara Ha
HAHOYACTHIM B KOMOMHAIIMS ¢ TEeMIUTA0NH, 2 UMAT JieTajeH u3xo/. HabmronaBaiite BHUMATEITHO
NAIMEHTUTE 32 MPU3HALIK U CUMIITOMU HAa THEBMOHHUT.

Ciest Karo M3KIIFOUMTE HHPEKIIMO3HA ETHOJIOTHS U TIOCTABUTE THarHO3a THEBMOHHT, OKOHYATETHO
npeycranoseTe euenrero ¢ Naveruclif u remiuradbrn u He3a0aBHO 3aIIOYHETE TOAXOIAIIO JEIEHUE U
MOAIBPIKALIA MEPKHU (BXK. TOUKa 4.2).

CWIOMCZWHO"{D€6HM HApYyuieHuA

Monomepanus c uogewku cepymer andbyMun-nakaumarcesl noo opmama Ha HaAHOYaACmMuyu —
Memacmamuuer KapyuHom Ha 2bpoama
I'anene ce nosiBaBa pu 29 % OT manyeHTHTE, a Tuapus npu 25 % OT manrueHTHTe.

HaDVWQHu}Z HA KOJHCama u nOOKONCHAMA MbKAH

Monomepanus c uogewku cepymer andbyMun-nakaumarcesl noo opmama Ha HaAHOYaACmuyu —
Memacmamuier KapyuHom Ha 2bpoama

Anonenus ce HaOmonasa rpu > 80% 0T ManMeHTUTE, JIEKYBaHU C YOBEIIKH CEPYMEH aJl0yMUH-
MaKJIUTaKcel 1moJ opMara Ha HAHOYACTUIIH 33 UHKeKTUpaHe. [loBeyeTo OT MposBUTE Ha ajomeus
BB3HUKBAT IO-MAaJIKO OT €IMH MECEI] CJIe]l 3alI0YBaHe Ha YOBEIIIKHA CEPYMEH al0yMUH-TTaKINTAKCE
rox hopmara Ha HaHodacTHIH. OueBUIeH Kocomnay > 50% ce ouakBa Py MHO3WHCTBOTO MAICHTH,
KOWTO TIOJTyYar aJloTeIusl.

Hapvmenuﬂ HA MYCKVIHO-CKelemHuama cucmema u CbeOUHUMETHAMA MbKAH

Monomepanus c uogewku cepymer andbyMun-nakaumarcesl noo Gopmama Ha HaAHOYaACmMuyu —
Memacmamuier KapyuHom Ha 2bpoama

Aptpanrus ce nosiBsiBa pH 32 % OT MaIeHTUTE Ha YOBEIIKH CepyMeH alOyMHH-TIAaKIUTAKCEN 10T
(hopmara Ha HAHOYACTHIIN U € OmIa Texxka mpu 6 % ot ciydante. Muanrus ce nosiesiBa pu 24 % ot
MAIUCHTHTE Ha YOBEIIKY CEPyMEH aIOyMUH-TIAKITUTaKcel o/ (hopMaTra Ha HAHOYACTHIIM U € Ona
Texka pu 7 % ot ciydaute. CUMIITOMUTE OOMKHOBEHO ca TIPEXO/IHH, Hall-4ecTo ce MOsBSIBAT TPH JTHU
CJIe]] MPUJIaraHe Ha YOBCIIKKA CEPYMEH aj0yMHUH-TTaKJIMTaKCce) 1o popMaTa Ha HAHOYACTHIH U
OT3BYy4YaBaT B PAMKHUTE HA CEJMHIIA.

O6u4u HAPYWEHUA U ed)eKmu HA MACMOmMO Ha npujioxcerue

Monomepanus c uogewku cepymer anoyMun-nakaumaxces noo popmama Ha HaHOYaACMUYU—
Memacmamuier KapyuHom Ha 2bpoama
Actenust/YMopa e cbo0rena npu 40 % oT narueHTHre.

[eanarpuyHa monynanus

[Ipoyusanero BkitouBa 106 manuentr, 104 oT KOUTO ca MeTUATPUYHH TAITUSHTH Ha BB3PACT OT

6 mecena 1o nox 18 roquam (Bx. Touka 5.1). Beeku manuenT e u3nutai none 1 HeXkenaHa peakIusl.
Haii-gyecto cho0IIaBaHuTE HEXEIAaHU PEAKIIUU ca HEYTPOTICHUS, aHEMUS, JICBKOIICHUS M TUPEKCHSL.
CepHO3HH HEXKEJIaHH PEaKIMK, ChOOILECHHU MPH TOBEYEe OT 2 MAIMEeHTH ca MUPEKCHs, O0JIKa B I'bpoa,
nepudepeH OTOK 1 MoBphIane. He ca ycTraHOBEHH HOBH CHT'HAIH 332 O€301IaCHOCT B OTPaHUYCHUS
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Opoii Ha eTuaTPUYHU TAIIMEeHTH, JIEKyBaHU C YOBEIIKH CEPYMEH ajlOyMUH-TIaKInTaKcel nof Gpopmara
Ha HAHOYACTHUIH U TPOIIHT Ha 6€30MIaCHOCT € CXO/IEH C TO3W Ha Bh3PacTHATA MOITyaIHsL.

Cno0I111aBaHe Ha MMOJ03MPaHN HEXKEIAHU pPEaKIIUU

Cno0I11aBaHeTo Ha TOI03UPAHN HEXKEIaHH PEAKIHK CJIe]] pa3pelliaBaHe 3a yrnorpeda Ha JICKapCTBEHUS
MPOAYKT € BayKHO. TOBa MO3BOJISABA JIa MPOBIDKH HAOTIOICHUETO Ha ChOTHOIIICHUETO TO3a/PHCK 3a
JICKAPCTBEHUS MPOAYKT. OT METUITMHCKUTE CIICIIUATUCTH CE€ U3UCKBA J1a ChOOIIaBaT BCSIKA MO03UpaHa
HEeXeJlaHa peakiys Ype3 HallMOHAJIHA CHCTEMa 3a ChoOIaBaHe, mocoucHa B [punoxenue V.

4.9 Ilpeno3upane

HsiMa u3BecTeH aHTH/IOT MPH MPEI03MPaHe ¢ MaKIuTaKceNl. B ciyyaii Ha peno3upaHe MalueHThT
TpsiOBa 1a Oblie HAOMIOAaBaH MHOTO BHUMATEIHO. JIeueHreTo TpsiOBa 1a Oblie HACOUCHO CPELIY
OYAKBAHWUTE OCHOBHHM TOKCHUHH €(DEKTH, KOUTO Ca CYMPECHs HAa KOCTHUS MO3bK, MyKO3HUT U
nepudepHa HeBPOIIATHSL.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 ®apmakoIMHAMUYHM CBOMiCTBA

dapmakoTeparneBTHYHA TpyNa: AHTHHEOIIACTHYHH CPEACTBA, PACTUTEIHU AITKAIOUIU U JIPYTH
npuponHu npoxykru, Takcanu, ATC xom: LO1CDO1

MexaHu3bM Ha JSHCTBUE

[TaxnuTakcen € aHTUMUKPOTYOYITHO CPEICTBO, KOSTO MOTIPUHACS 32 ChOMpaHe Ha MUKPOTYOYIIUTE OT
JUMEpH Ha TyOyJuHa U CTaOMIN3Upa MUKPOTYOYJIUTE KaTo BE3MPENATCTBA JeoMMepr3anusTa. Tasu
CTaOMITHOCT BOJM JI0 MHXMOUPAaHE Ha HOPMAHOTO IMHAMUYHO PEOPTraHU3MpaHe Ha MUKPOTYOyITHaTa
MpEKa, KOETO € JKU3HEHO BaXKHO 3a HHTepda3ara U MUTOTHUHHUTE KICThUHU QyHKIIMH. OCBEH TOBa
MaKJIUTaKcel IpeAr3BUKBa 00pa3yBaHe Ha aHOPMAJIHU PEIOBE WIIH ,,CHOIIOBE” OT MUKPOTYOYIIH 110
BpeMe Ha KJICTHhYHUSI [IUKBJI U MHOXKECTBO acTepHU 00pa3yBaHUs OT MUKPOTYOYJIH IO BpeMe Ha
MHTO3aTa.

Naveruclif ceappika cepyMeH aiOyMUH-TIAKIIMTAKCEN IO (hopMaTa Ha HAHOYACTHUIH C TIPUOTHU3UTENICH
pasmep 180 NM, KbIETO MAKIUTAKCEN PUCHCTBA B HEKPUCTATHO, aMOp(HO cheTosHue. [Ipn
MHTPABEHO3HO MPHJIOKCHUE HAHOYACTUIIMTE CE€ pa3naaar Obp30 HA Pa3TBOPUMH, CBbP3aHH C alI0OyMUH
KOMIUIEKCH TTAKJIUTAKCeN ¢ Mpuonu3utenieH pasmep 10 nm. M3BecTHO €, ue andyMUHBT MEUUpPa
CHOTEJTHATa KaBeoIapHa TPaHCIIUTO3a Ha TUIa3MEHUTE ChCTABKH U iN Vitro mpoyYBaHUATA TIOKAa3BaT,
e HaJMYMETO Ha alOyMUH-IAKIUTAKCeN yBeIMYaBa TPAHCIIOPTA Ha MAKIIMTAKCEI MPe3 CHAOTEIHUTE
kietku. [Ipennonara ce, 4e Taka yBEIHUCHUAT TPAHCEHIOTEICH KABEOJIAPEH TPAHCIIOPT C& MEUUPA
oT gp-60 anOyMuH perenTopa 1 4e CTaBa yBeJIHMIeHO KyMy/JIHpaHe Ha MaKJINTaKCell B 30HaTa Ha
TyMOpa, ABDKAIIO Ce Ha all0yMHUH-CBBP3BAIIHs IPOTEHH — CEKPETUPAH KKMCE MPOTENH, Oorar Ha
nuctenH (Secreted Protein Acidic Rich in Cysteine, SPARC).

Kinnnnuna edukacHoCcT 1 6€3001aCHOCT

Kapyunom na evpoama

Jannaute ot 106 maruieHTy, MOII0KESHN Ha JIBE OTBOPSHH MTPOYYBAHMS C €THO TEPAIICBTUYHO PaMo U
oT 454 marueHTH, IeKyBaHu B pannomusupano, Paza |11 cpaBHUTETHO IPOyYBaHE, TOAKPETISAT
MPUJIATAaHETO Ha YOBEIIKH CEPYMEH aIOyMHH-TTAKIUTAKCEN o/ (hopMaTa Ha HAHOYACTHITU
MaKJIUTaKCceN3a METaCTaTUYCH KapIIMHOM Ha rbpjara. Ta3u uHpopManus e IpeacTaBeHa mo-10Iy.

Omeopenu npoyusanus ¢ e€OHO0 MepanesmuyHo pamo

[Ipu enHOTO OT MPOYy4BaHUSITA, YOBELIKH CEpyMEH ajlOyMHUH-TIAKJINTaKceN mof gopmara Ha
HAHOYACTHUIIM € TIpUiIaran karo 30-munyTHa uHQY3us B 103a 175 mg/m? Ha 43 nauuenTu ¢
MeTacTaTMdeH KapLUUHOM Ha Ibpaara. [Ipy BTOpOTO M3NMTBaHE € M3Moi3BaHa 103a ot 300 mg/m? xaro
30-MuHyTHa HHQY3HS IpU 63 TIAIUEHTH C METACTaTUYICH KapIHOM Ha Tepaara. [lamuenTure ca
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JICKyBaHH 0€3 IPeABAPUTEIHO CTCPOMIHO JICUCHHE WM TUTaHUpaHa mojabpikaiia tepamnus ¢ (G-CSF).
[{uknuTe Ha JIeueHHe ca MpUIaraHy Ha 3-ceMUYHU nHTepBaiu. CTeneHTa Ha OTTOBOpa NP BCUYKU
MaIUeHTH, ChbOTBETHO, € omna 39,5 % (95 % JAU: 24,9 %-54,2 %) u 47,6 % (95 % AU:

35,3 %-60,0 %). Meauanara Ha BpeMeTo J10 Iporpecus 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 mecena).

Panoomusupano cpasnumento npoyusane

ToBa MHOTOLIEHTPOBO U3MUTBAHE € IIPOBEJICHO IPH MAIMEHTH ¢ METACTaTHUCH KapLIMHOM Ha I'bpAaTa,
KOWTO Ca JIEKYBaHH BCEKH 3 CEAMHUIM C MAKIUTAKCEN, CAMOCTOSITEIHO, WIIM KaTo MaKJIMTaKces pa3TBop
175 mg/m?, npunaran karo 3-4acoBa MH(Y3Hs C IPEMEIUKALNS, 38 114 CE U30ETHE
cBpbxayBcTBHTETHOCT (N = 225), rn oy ¢popMaTa Ha YOBEIIKH CEPyMEH aJIOYMUH-TIAKITATAKCEIT IO

(opmara Ha HaHoyacTHU 260 M@/mM?, npuaran karo 30-MuHyTHA HHQY3Hs 6€3 IPeMe KA
(N =229).

lllecTneceT u yeTUpPH MPOIICHTA OT MAMEHTHTE ca UMaIH yBpeaeHo oo6mo ceerosane (ECOG 1 wm
2) npu BKJIIOYBAHE B IPOyUYBaHETO; 79 % ca MMaiu BUCLEpaIHU MeTacTasu, a 76 % ca umanu > 3
MecTa ¢ MeTacTa3u. YeTupHuHaaeceT MPOLEHTa OT MAMEHTUTE He ca MOJy4yaBajii IPEAHu TOBa
XUMHOTepanust; 27 % ca moixy4aBaiii XUMHOTEPAITHS caMo aifoBaHTHO, 40 % ca momy4yaBanu
XIMHOTepanus caMo 3a MeracTasu, a 19 % u 3a meracrasu, u afgroBanTHO. [leTaecer u geBer
MPOIIEHTA OT MAIMEHTHUTE ca MOJIyYaBaly MPOYYBaHUs JEKaPCTBEH MPOAYKT KaTO BTOPA WIIM CIIeBaIla
cies] BTopara nvHuUs Ha jiedeHre. CeieMieceT | celleM MPOIIeHTa OT MAIlMeHTHTE ca O MIPEIn TOBa
EKCITO3UPaHH HAa aHTPAITUKINHH.

Pesynrarute 3a 00111a yecToTa Ha OTTOBOP HA JICYUCHUETO M BpeMe A0 MPOrpecHst Ha 3a00JsIBaHETO,
KaKTO M MPEKUBSIEMOCT 0€3 MPOrpecus U MPEXHUBIEMOCT 32 MAIlUCHTH, KOUTO ca MOTy4aBaid >
1**-nuHNs Ha JeYeHne ca MOKa3aH! MOo-J0y.

Taonauna 8: Pe3yJ'ITaTI/l 3a 00112 YeCTOTa HA OTroBOp KbM JI€ICHUETO, MECIUAHA HA BPEMETO 10
nmporpecust Ha 3a00JIIBAHETO U NMPEKUBAECMOCT 0e3 nmporpecus, Criopei oueHkara Ha
n3cjieaoBaresis

[Ipomennuga 3a Yogemiku cepymMeH [Taknurakcen pa3TBoOp p-CTOMHOCT
e(ukacHOCT anbymuH-nakiurakcen nog | (175 mg/m?)

(hopMmara Ha HAHOYACTHIIH

(260 mg/m?)
Yecmoma na omeosop na newenuemo [95 % JU] (%)
>1-** nuHus HA 26,5 [18,98; 34,05] (n = 13,2 [7,54; 18,93] (n=136) 0,006%
JICUCHHE 132)

*Meduana na epememo 0o npoepecus Ha 3aboassanemo [95 % J[H] (ceomuyu)

>1-" mHns Ha 20,9[15,7;25,9] (n=131) | 16,1 [15,0; 193] (n=135) | 0,011°
JICUCHHUC

*Meouana na npescussiemocm 6e3 npoepecus [95 % J{U] (ceomuyu)

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

*lIpesxcussemocm [95 % JIU] (ceomuyu)
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ITpomennuBa 3a Yogeuiku cepyMeH ITaknuTakcen pa3TBop p-CTOHHOCT

e(uracHOCT anbymuH-nakiurakcen nog | (175 mg/m?)

(hopMmara Ha HAHOYACTHIIH

(260 mg/m?)
>1- nuHUS HA 56,4 [45,1;76,9] (n=131) | 46,7 [39,0; 55,3] (n=136) 0,020°
JieYeHne

“Te3u JaHHM ce OCHOBABAT HA JIOKJIa/a OT KIMHAYHOTO npoyusane: Anenaym CA012-0, ¢ oxonyatenna nara (23 mapr 2005 T.)
@ Xu-KBaapar TecT
® JlorapuTMUYHO TpaHC(HOPMUPAH PEHKOB TECT

JIBecTa nBajieceT U JACBET MAIMCHTH, JIEKyBaHH C YOBCIIKH CEPYMEH ajJ0yMUH-TTAKIINTAKCEIN MO
(dbopmaTa Ha HAHOYACTHIIN B PAHJOMHU3UPAHOTO, KOHTPOIUPAHO KIMHUYHO U3MHUTBAHE, Ca OIICHBAHH
3a 6e30macHOCT. HeBpOTOKCHMYHOCTTA HA YOBEIITKHA CEPYMEH a0yMHUH-TTAKIMTAKCEN Moz (hopMara Ha
HAHOYACTHLM € OLEHSIBaHA MOCPEACTBOM MOJ0OpEHHE OT eJHa CTEIeH MPH HalueHTH, KOUTO ca UMaJIn
nepudepHa HeBponaTtHs 3-Ta CTEIeH, B KOWTO U ]a € MOMEHT OT Nepuoja Ha jedenuero. He e
OLICHSBAH U I10 Ta3W MPUYUHA 0CTaBa HEU3BECTEH €CTECTBEHUSIT X0/ Ha repud)epHaTa HeBPOIATHS JI0
OT3BYYaBaHETO H JI0 H3XOAHOTO HUBO, BCJICACTBHE HA KyMYJIaTUBHA TOKCHYHOCT Ha MAKJIUTAKCEI CIIE]]
> 6 Kypca Ha JieYeHue.

Aodenokapyurom na nankpeaca

[IpoBeneHo € MHOTOIIEHTPOBO, MHOTOHAIIMOHATHO, PAHAOMHU3HPAHO, OTKPUTO MPOyYBaHe MpU

861 manmeHTH 3a cpaBHSIBAHE HA YOBEIIKH CEPyMEH alOyMUH-TIAaKIUTaKceN moxa popmara Ha
HAHOYACTHIN/TEMITUTAONH CIPSIMO MOHOTEPAITHUSI C TEMIIMTAOMH KaTo ITbPBa JIMHUS HA JICUCHHE TIPH
MAaIMEeHTH C METACTaTHYeH aJeHOKapIIMHOM Ha MaHKpeaca. YOBEIKUAT cepyMeH anOyMuH-
MakiuTaKcen noja opmara Ha HaHOYACTUIHM € Tpriarad Ha naruentute (N = 431) karo UHTpPaBeHO3HA
uHQy3us B npoxbkenne Ha 30-40 MuHyTH ¢ 103a 125 mg/m?, mocieBad OT TeMIMTA0UH KaTo
MHTpaBeHO3Ha HH(Y3us B Ipoabkenue Ha 30-40 munytu ¢ no3a 1 000 mg/m?, npunarana B ae 1, 8
u 15 or Bceku 28-1HeBeH UK. B paMoTo Ha JedeHne chbc CpaBHUTETHUS IPOAYKT, FEMIUTAOUH KaTo
MoHoTepanus ¢ npuiarad Ha narueHTuTe (N = 430) B ChOTBETCTBHE ¢ MPETOPHUUTCITHUTE 1032 U
cxema. Jleuennero e mpuaraHo 70 MPOTpecHs Ha 3a00sIBAHETO UM Pa3BUTHE HA HEMPHUEMIIHBA
Tokcn4HOCT. OT Bcuukute 431 manueHTH ¢ aJeHOKapLMHOM Ha MaHKpeaca, paHAOMU3HUPaHH J1a
MOJTy9aBaT YOBEIIKHA CEPYMEH ai0yMHH-TTaKITUTaKCeN o/ (hopMaTa Ha HAHOYACTHIIA B KOMOHHAIIHS C
reMuuTabuH, MHO3HHCTBOTO (93 %) ca Genu, 4 % ca yepHOKOKHU U 2 % ca azuatiu. 16 % umar
¢ynkmonaneH craryc no Kaprnodceku (Karnofsky Performance Status, KPS) 100; 42 % nmar ®CK
90; 35 % umat PCK 80; 7 % umar ®CK 70; u < 1 % ot namuenrure numar ®CK oz 70. ITamuentu ¢
BHCOK ChPJICYHO-CHJIOB PHCK, aHAMHE3a 32 IepUQepHO apTepraHo 3a00sIBaHe W/HIH HAPYIICHUS Ha
ChEJMHUTENHATA ThKaH, /WK UHTEPCTUIHATHO OeoApoOHO 3a00sBaHe ca U3KITIOUCHH OT
MPOYYBAHETO.

[TanmeHTHTE MOTyYaBaT JEUEHHE C MeMaHa Ha NPOABIDKATETHOCT 3,9 Mecena B paMOTO Ha YOBEIIKU
cepyMeH ajnOyMUH-TIaKJIUTaKceN 1o (hopMara Ha HaHOYaCTHIM/TeMIUTa0uH 1 2,8 Mecela B paMoTo
Ha reMuuTaOuH. 32 % OT MalMeHTUTE B PAaMOTO Ha YOBEILKU CEPYMEH aJI0yMHUH-TIAKIUTAKCEI O]
(opmara Ha HAHOYACTHIIN/TEMIMTAOMH B cpaBHEHHE ¢ 15 % OT MaIieHTHTE B paMOTO Ha TeMIIUTAONH
nojy4aBaT 6 WK MOBeUe Mecela JedeHue. 3a JJeKyBaHara HoMyJIaus MeiaHaTa Ha OTHOCUTEIHHUS
WHTEH3UTET Ha J]03aTa 3a TeMIUTa0uH € 75 % B paMOTO Ha YOBEIIKH CEpyMEH al0yMHH-TIAKIIUTAKCE
nox popmara Ha HAaHOYACTHIH/TeMITUTaOuH U 85 % B paMOTO Ha remiuMTabuH. MequaHara Ha
OTHOCHTEITHHS MHTEH3UTET Ha J103aTa Ha YOBEIIKH CepyMeH ajJOyMUH-TIaKIIuTaKcen moj gopmara Ha
HaHouacTuly € 81 %. MeanaHara Ha KyMyJnaTHBHATa 1032 TeMUIUTaOWH, MPUIOKEHa B paMOTO Ha
YOBEIIKH CEPYMEH aj0yMHH-MIAKINTaKceN 1o opMara Ha HaHouacTunu/remuuTadus (11 400
mg/m?), e mo-BHCOKa B CpaBHEHME C pPaMoTo Ha remuutabun (9 000 mg/m?).

[IppBuuHara kpaiiHa Touka 3a eukacHOCT € obmara npexussieMoct (OIT). OCHOBHUTE BTOPUYHHU
KpaiiH1 ToukH ca npexkuBsieMocT 0e3 mporpecus (I1BIT) u obmra gectota Ha oTtroBop (OYO), karo u
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JIBETE ca OIICHEHH Ype3 He3aBHCUM, [ICHTPAJICH, 3aCJICTICH PaHoJIOTHUEH MPervie] ¢ IpUilaraie Ha
Hacokute Ha RECIST (Bepcus 1.0).

Tabauna 9: PeynraTu 3a e(pMKacHOCT OT PAHIOMU3MPAHO NMPOYYBaHe NP NALMEHTH €
aJeHOKAPIMHOM Ha MaHKpeaca (momyaanus intent-to-treat)

YoBemku cepymeH aa0yMuH- Il'emunTadun
NaKJIuTaKces noa popmara Ha (N =430)
nanovacruuy (125 mg/m?)/remuuradun
(N =431)
O011a npeXKUBIEMOCT
Bpotii cmbptHE cayvau (%) | 333 (77) 359 (83)
Menanana Ha obmiaTta
MIPEKUBIEMOCT, MECCLIH 8,5(7,89;9,53) 6,7 (6,01; 7,23)
(95 % AN)
KPasaic (95 % AN)? 0,72 (0,617; 0,835)
P-ctoitrocT® <0,0001
IIponieHT Ha PEKUBSAEMOCT
% (95 % 1) Ha
1-Ba roguHa 35 % (29,7, 39,5) 22 % (18,1, 26,7)
2-pa rogmMHa 9% (6,2; 13,1) 4% (2,3;7,2)
O011a IpeXUBSIEMOCT Ha 14,8 114
75™ nepceHTu (Mecern)
IIpesxxuBsieMocT 6e3 mporpecust
(CO/I\(:[)’LPT WM TIPOTPECHS, N 277 (64) 265 (62)
Menuana Ha
MpeXUBsieMOCTTa 6e3 . )
nporpecus, mecer (95 % 5,5 (4,47, 5,95) 3,7 (3,61; 4,04)
JAN)
KPas+arc (95 % AN)? 0,69 (0,581; 0,821)
P-croitnoct® <0,0001
00112 YecTOTa HA OTTOBOP
IToTBbp/ieH MbJIEH WX
YacTU4eH o011 0TTOBOp, N 99 (23) 31 (7)
(%)
95 % N 19,1; 27,2 5,0; 10,1
pa+e/pe (95 % JAN) 3,19 (2,178; 4,662)
P-croiinocT (xu-xsanpar tect) | < 0,0001

JI = nosepureneH untepsai, KPa+c/c= KOSHHUIMEHT Ha PHCK Ha YOBEIIKH CepyMEH all0yMHH-IMAKIUTaKCel Mo opMaTa Ha HAHOYACTUIIN

+TeMIuTabuH/TeMIuTabuH; PA+G/PG = CHOTHOIIEHNE HA YECTOTATA Ha OTFOBOP HA YOBEIIKH CEpyMEH aTGyMIH-TAKIHTAKCEN O hopmaTa
Ha HAHOYACTHUIH/+TeMIUTaONH/ TeMIMTa0HH.

# crpatudunupan Mozien Ha Cox 3a POMOPIUMOHATHO HapacTBaHE Ha PHCKa.

® cTpatuuImpan TOrapuTMUYHO TpaHC(HOPMUPAH PEHKOB TECT, CTpaTH(UIUpaH 110 reorpadcku peruonu (CesepHa AMepHKa CIIPIMO
npyru), KPS (70 mo 80 copsmo 90 mo 100), u Hammdue Ha 4epHOAPOOHU METAacTa3H (Jja CIIpsIMO He).

Nma craructruecku 3HaunMo mogoopenne Ha OIl npu manueHTuTe, JeKyBaHU ¢ YOBEIIKH CEPyMEH
aNnOyMHH-TTAKITUTAKCEN O/ (hopMaTa Ha HAHOYACTHIIN MAKITUTAKCEN/TeMIIMTa0UH, CIIPSIMO
reMIUTaOMH CaMOCTOSATENHO, ¢ 1,8 Mecela moBuienre Ha Mearanara Ha OI1, 28 % o610 HaMalleHue
Ha pUCKa OT CMBPT, 59 % monoOpeHue Ha CTeNeHTa Ha eJHOTOMIITHATA MTpexuBsieMocT 1 125 %
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HO,Z[O6peHI/Ie Ha CTCIICHTA Ha AByroaviiHara IIpexXUBIACMOCT.

®durypa 1: Kpusa na Kaplan-Meier 3a o6mara npexuBsiemocTt (momyaamus intent-to-treat)
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Bpeme (MecenH)

Edexture Ha nedennero Bepxy Ol ca B rmoi3a Ha paMOTO Ha YOBEIIKH CEPyMEH a0yMHH-
MakKIuTaKces mo popMara Ha HAHOYACTHUIH MAKIUTAKCEN/TEMIIUTA0MH TIPU MMOBEYETO OT
MPEJIBAPHUTEITHO OIPEIEIICHUTE MOATrpynH (BKIrouuTenHo o, KPS, reorpadcku peruoH, mbpBHYHO
MECTOHAXO)KICHHE Ha KaplIMHOMA Ha MaHKpeaca, eTarl IIPH MOCTABsIHETO Ha AMarHo3ara, HaJudue Ha
YepHOAPOOHH METacTa3|, HATMYUE Ha IEPUTOHEATHA KapIIMHOMAaT03a, IIPEIX0XK /1aIa Mpoueaypa mno
Whipple, Hanmu4re Ha >KThYSH CTEHT Ha U3XOHOTO HUBO, HAIMYHE Ha O0eI0ApoOHN MeTacTa3u u Opoi
MECTa ¢ METacTa3u). 3a MalMeHTH > 75-TOUIIHA Bb3PACT, B paMeHaTa Ha YOBEIIKH CEpyMeH anOyMUH-
MakKJIrTakces moa popMara Ha HaHOYACTUIM/TEMIINTAOUH W TeMIINTAO0NH, CHOTHOIICHUETO Ha PHUCKA
(HR) na npexwussiemocrt e 1,08 (95 % AU 0,653; 1,797). 3a mauuenTr ¢ HopMmanau uzxomaau CA 19-9
HuBa, HR nHa mpexussiemoct e 1,07 (95 % AN 0,692; 1,661).

Nma craructrueckn 3Haunmo nogoopenue Ha [IBI1 mpu nanuenTw, IeKyBaHU ¢ YOBEIIKH CEpyMEH
anOyMHUH-TTAKJIMTaKCe 1o popMaTa Ha HAHOYACTHIH/TEMIIUTAONH, CIIPSIMO TeMIIUTa0uH
caMOCTOSATENHO, ¢ 1,8 Mecena nmopuiieHue Ha Mmeauanara Ha I1BI1.

Heopebnoxnemvuen kapyunom na benust 0poo

[IpoBeneHo € emHO MHOTOIIEHTPORBO, PAHIOMHU3UPAHO, OTKPHUTO IpoyuBane npu 1 052 HeneKyBaHU C
XUMHOTEPAIHs MalUeHTH ¢ HeAPEOHOKIIEThUEH KapluHOM Ha Oenust apo0 craauii [1Ib/IV.
[IpoyuBaHeTo cpaBHSIBA YOBEIIKH CEPYMEH a10yMUH-TTAKIIMTAKCEN O] JopMaTa Ha HAHOYACTHUIIH B
KOMOUWHAIHS ¢ KapOOILIaTHH CIPSMO MaKJIUTAKCENl Pa3TBOP B KOMOMHAIIMS ¢ KapOOILIaTHH KaTo MbpBa
JIMHUS Ha JICYCHUE Ha MAIUeHTH ¢ HaIllpeHal HelpeOHOKIIeThUeH KapIiMHOM Ha Oenus apo6. Han

99 % ot mauuentuTe uMatr GyHKIHOHaIHO cheTosiHre o ECOG (M3TouHa kooneparuBHa
onkoniornyHa rpymna — Eastern Cooperative Oncology Group) 0 wiu 1. [lanmenTure cbe
CBII[ECTBYBAIla HEBPOIIATHS CTETICH > 2 WIIM CEPHO3HI MEIUIIMHCKH PUCKOBH (DaKTOPH, 3acsirariu
HSIKOU OT OCHOBHHTE OPTaHHU CHCTEMH, ca U3KIFOUCHU. YOBEIIKUAT cepyMeH aOyMUH-TIAKITATaKCEI
oy popmara Ha HaHOYACTUIM € npmiarad Ha nanuentute (N = 521) mox popmara Ha UHTpaBEeHO3HA
uHdy3us B mpobkenne Ha 30 MunyTH ¢ g1o3a 100 mg/m? B um 1, 8 u 15 ot Becekn 21-1HEBEH HUKBI
0e3 mpeMeuKaIys CbC CTEPOUIN B 0e3 MPOPUIAKTHKA C TPAaHYJIONUT-KOJIOHHO CTUMYTHpaI GakTop.
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Bennara cries 3aBbpiiBaHe Ha MPUIOKESHUETO HA YOBEIIKHA CEPYMEH aj0yMUH-TIAKITUTAKCE MO
(dopMara Ha HAHOYACTHIIM € MPUIIOKEH HMHTPABEHO3HO KapOoruiatuH ¢ 103a AUC = 6 mgemin/ml camo
B 1eH 1 oT Bceku 21-qHeBeH nukbia. [laknurakcen pa3rBop e npuiarad Ha narpentute (N = 531) ¢
n03a 200 mg/m? nox popmara Ha MHTpPaBEHO3HA UH(Y3HUS B IPOIBIKCHUE HA 3 yaca ChC CTaHAapTHA
MpeMEeIUKaIK, TOCIICABAH BEAHAra OT KapOOIUIaTHH, IPUI0KEeH HHTpaBeHo3Ho pu AUC =6
mgemin/ml. Besiko siekapcTBo € npuiiarano B JieH 1 ot Bceku 21-mHeBeH nukbi. U npu aBeTe pameHa
Ha TPOYYBaHETO JICYCHUETO € MPUIIATaHo JIO MPOrpecHs Ha 3a00JISIBAHETO WIIH 10 pa3BUTHC HA
HenmpueMJINBa TOKCHYHOCT. [lanmenTuTe momydasar cpeiHo 6 UKbJIa Ha JISYCHHE U B IBETE paMeHa Ha
MIPOYYBAHETO.

[IspBuuHara KpaitHa ToUKa 3a €PUKACHOCT € 00Iara 4ecToTa Ha OTTOBOP, Ae(UHUPAH KaTo MPOIEHTa
OT TAIIMEHTUTE, KOUTO Ca MOJYYHIN OOEKTHBHO TIOTBBP/IECH IIBJIEH OTTOBOP MJIM YaCTHYEH OTTOBOP Ha
0a3ara Ha He3aBHCUM, LICHTPAJICH, 3aclieNieH paauoiornyeH npemies ¢ u3nonzsade Ha RECIST
(Bepcus 1.0). ITanMeHTUTE B paMOTO Ha YOBEIIKH CEPyMEH aJIOyMHUH-TIAKIUTAaKCeN o (hopMara Ha
HAHOYACTHIM/KapOOIUIaTHH UMAT 3HAYUMO TT0-BUCOKA 00Ila YECTOTa Ha OTTOBOP B CPABHEHHE C
MalMEeHTHTE B KOHTPOJIIHOTO pamo: 33 % crupsimo 25 %, p = 0,005 (Tabnuua 10). Hanuue e 3naunTenna
pas3nuka B o0I1aTa 4ecToTa Ha OTTOBOP B PAMOTO Ha YOBEILIKH CEPYMEH aJI0yMHUH-TIAKIUTAKCEI O
¢dopmara Ha HaHOYACTHIIU/KapOOIUIATHH B CPABHEHHE C KOHTPOJIHOTO PaMO MPH MAIHEHTHUTE C
HEAPEOHOKJICTHYCH KapIIMHOM Ha O0eus 1pob cbe ckBamosHa xucrojiorus (N =450, 41 % cmp. 24 %,
p<0,001), HO Ta3u pa3nuka He ce u3passsa B paziuka B [IBII wnu OIl. Hama paznuka 8 OHO mexny
pameHara 3a JieueHHe TPy MareHTH ¢ HeckBamo3Ha xuctonorus (N = 602, 26% cnp. 25 %,

p = 0,808).

Ta0nauna 10: O61ma yecToTa Ha 0TTOBOP B PAHIOMU3HPAHO M3NMTBAaHE NIPU HeAPEOHOKJIEThYeH
KAPIHHOM Ha Gestus 1po6 (momyJamus intent-to-treat)

Yopemku cepymen | IakauTakcen pasTsop
an0yMUH- (200 mg/m? na Bcekn
NaKJIUTAKCe] MOoJ 3 cemuum)
dopmara na + kapOonJaTuH
HAHOYACTHIH (N =531)
(100 mg/m?/cepmuna)
+ xkapOomIaTHH
ITapamersp 3a edukacHocT (N =521)
O0ma YecToTa HA OTTOBOP (HE3aBHCHM IIperjesn)
IToTBBp/ICH ITBJICH WJIM YaCTUYEH OTrOBOP, n (%) 170 (33 %) 132 (25 %)
95 % U (%) 28,6, 36,7 21,2,28.5
pa/pT (95,1 % JAN) 1,313 (1,082, 1,593)
P-croitnoct? [ 0,005

JI1 = nosepureneH unrepsai; HR o = koedunueHT Ha pucK Ha YOBEMIKU CepyMeH aI0yMUH-TIaKIHTaKcel Ho Gopmara Ha
HAaHOYACTHIN/KapOOIIaTHH CIIPSAMO NMAaKJINTaKCEN Pa3TBOP/KapOOILIATHH; Pa/PT= CHOTHOIICHHE HAa YECTOTaTa Ha OTTOBOP HAa YOBCIIKH
cepyMeH andyMUH-TIaKJIHTaKcel o GpopMaTa Ha HAHOYACTULIN/KapOOIIIATHH CIPSIMO MAKJIUTaKCell pa3TBOP/KapOOIIaTHH.

2 P-croitHOCTTa € 6a3upaHa HA XH-KBAJpaT TECT.

Hsima craructrdecku 3HauMMa pas3iiiKa MEKIY IPEKUBIEMOCTTa O6e3 mporpecus (1o 3acierneHa
panuooruyHa OLEHKa) M Ha o0mIaTa MpeKUBsIEeMOCT MEXKY IBETe paMeHa Ha JieueHue. M3BbpIieH e
aHau3 3a HenHpepropHocT 1o otHolueHue Ha [1BI1 u OIl ¢ npeaBapuTeIHO onpee/icHa rpaHulia Ha
HenHpepuoproct 15 %. Kakro I1BI1, taka u OIT oTroBapsT Ha KpUTEpHs 32 HEMH(EPUOPHOCT, KaTO
ropHara rpanuna Ha 95% moBepUTeIeH HHTEPBa 3a CBEP3aHUTEe KOoePHUIMEHTH Ha puck e mof 1,176
(Tabmmma 11).
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Ta6auna 11: Anaausu 3a HemH(pEePHOPHOCT HA NMPEKNUBAEMOCTTA 0e3 mporpecus U odImAara
MPeKUBAEMOCT B PAHIOMU3HPAHO U3NMUTBAHE MPU HeIPeOHOKIEThYeH KAPIMHOM Ha Getus 1pod
(momynanms intent-to-treat)

Yopemku cepymen | Ilakaurakcen pasrop
aﬂﬁyMl/IH- (200 mg/m2 Ha BCEKH
MAKJIATAKCET MO/ . 3 ceéIM“““)
KapGomIaTHH
¢popmara na (l?l 5a1)
HaHO4YaACTUIHN
(100 mg/m?% cenmuua)
+ kapoonJaTuH
IapamMeTsp 3a ehUKACHOCT (N =521)
Ipe:xuBsieMocT 6e3 nporpecus® (He3aBHCHM MperJien)
CwmbpT mmn nporpecust, n (%) 429 (82 %) 442 (83 %)
Menunana Ha [1BI1 (95 % JIN) (mecenn) 6,8 (5,7,7,7) 6,5 (5,7, 6,9)
HRAar (95 % AN) 0,949 (0,830, 1,086)
006112 MPEKNUBSIEMOCT
Bpoii cmbpTHE ciyyan, n (%) 360 (69 %) 384 (72 %)
Memana va OIT (95 % JIN) (mecenn) 12,1 (10,8, 12,9) 11,2 (10,3, 12,6)
HRar (95,1 % W) 0,922 (0,797, 1,066)

JI1 = noseputeneH untepsai; HR o = KoeUIHEHT Ha PUCK HA YOBEIIKH CEPyMEH aI0yMHH-TIAKJINTaKCceN oA GopMmaTa Ha
HAHOYACTHIIN/KapOOIIaTHH CIIPSAMO MAaKJINTaKCEN Pa3TBOP/KapOOILIaTHH;

PA/PT= CHOTHOILIICHHE HA YECTOTATA HA OTTOBOP HA YOBEILIKU CEPYMEH alOyMUH-TIAKINTAKCEN O (hopMaTa Ha HAHOYACTHIIN/KapOOIIaTHH
CIIPSIMO MAKJIUTAKCEN Pa3TBOP/KapOOILIaTHH.

? I1o metononornynu chobpaxeHns Ha EMA 3a kpaiina touka I1BI1, nuncBary HaGMOIEHUs MITH MHULMMPAHE Ha MOCJIeBallla HOBa Tepanus
HE ca U3I0JI3BAaHH 3a LICH3ypUPaHE.

[enuarpryHa momynanus
BesomacHocTTa M €PEKTUBHOCTTA MPH MEIUATPUYHH TAIIMEHTH HE Ca YCTaHOBEHU (BXK. Touka 4.2).

[Ipoyusane ABI-007-PST-001, ¢a3za 1/2, MEHOrOIEeHTPOBO, OTKPUTO MPOYYBAHE 32 ONpEACIITHE Ha
J103aTa, 3a OLCHABAaHE Ha OE30MTaCHOCTTA, TIOHOCUMOCTTA M MIPEABAPUTETHATA €(PUKACHOCT HA YOBEIIIKH
cepyMeH anOyMUH-TIaKJIWTaKcen 1noj Gopmara Ha HAHOYACTHUIIM, IPUJIATaH BCAKA CEAMHLA IPH
NeInaTpUYHy NAlMeHTH C PeUUANBUPALIH WK pedpakTepHU COITUAHU TYMOPH BKJIIouBa 0omio 106
TAIMCeHTH Ha BB3pacT > 6 mecena 10 < 24 TONWHH.

®aza | yacTTa Ha MPOYYBAHETO BKIIFOUBA OO0 64 ManMeHTH Ha Bh3pacT OT 6 Mecena Ao nox 18
TOIMHY ¥ OIPEENs MaKcuMaHara nonocuma go3a (MITJ]) karo 240 mg/m?, npunarana oz gpopmara
Ha MHTpaBeHOo3Ha nH(Y3us 32 30 MuHyTH B 1HU 1, 8 1 15 Ha Bceku 28-THEBEH LIMKBJI.

da3a 2 yacTTa BKIIIOUBA 00110 42 MAIlMEHTH, KATO CE U3IMOJ3Ba IBYCTAIICH qU3aiiH Ha SIMOoN ¢
MHHHMYM ¥ MaKCUMYM, KaTo MMAIlHCHTHUTE ca Ha BB3PacT OT 6 Mecena 10 24 TOAWHM ¢ PEIUANBUPAIT
i pedpakrepeH capkom Ha Ewing, HeBpoOiacToM Wik pabIoMHUOCAPKOM 3a OLICHKA Ha
AHTHTYMOpPHAaTa aKTHBHOCT, OlleHeHa upe3 obmara yecrora Ha otroBop (ORR). Ot 42-Mata nanueHTH,
1 mammenT e < 2 roguHy, 27 ca Ha Bh3pacT > 2 1o < 12, 12 ca Ha B3pacT > 12 1o < 18 u 2 Bp3pacTHH
ManyeHTy ca Ha > 18 1o 24 rogumiHa Bb3pacT.

[Naruenture ca nexyBanu 3a 2 nukbiIa (Menuana Ha opos nukian) ¢ MITJI. Ot 41 nanueHTH, KOUTO ca
MOJIXOISINM 3a OlIeHKa Ha eprKkacHOCTTa BB (a3a 1, 1 manueHT B rpymara ¢ pabJIoMHOCapPKOM

(N = 14) numa notBbpaeH yactudeH otroBop (PR), koeto Boau 10 o611 orroBop (ORR) ot 7,1% (95%
JU: 0,2, 33,9). He ca nabmronaBanu mbaeH otroBop (CR) miu PR Huto B rpynara cbe capkom Ha
Ewing (N = 13) nuro B rpymnara ¢ aHeBpoonactom (N = 14). Huro egHo oT paMeHara Ha IpOy4YBaHETO
He TIPOJBJDKABa B €Tall 2, 3a0TO N3UCKBAHETO, OTNPEAETICHO B IPOTOKOJIA > 2 MAIMEeHTH 1a UMaT
MOTBBP/ICH OTTOBOP, HE € JOCTUTHATO.

Pesynrarute 3a MenuanaTa Ha 00IaTa MPEKUBSIEMOCT, BKIIOUUTEIHO |-TOMUIITHUS MEPUOA Ha
npocnensBane ca 32,1 ceamunu (95% JAU: 21,4, 72,9), 32,0 cemmuru (95% [U: 12, He e ycTaHOBEeHA)
u 19,6 cenmunm (95% JAU: 4, 25,7) cbOTBETHO 3a IPyIHUTE ChC capkoM Ha Ewing, HeBpobiacToM u
pabIOMHOCaPKOM.
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OOmuaT mpodui1 Ha 6€30MaCHOCT Ha YOBEIIKKM CEPYMEH aji0yMHH-TIAKIMTAKCEe 1o hopMara Ha
HAHOYACTHIIU MPH MEeTUATPUIHN TTAIIMEHTH ChOTBETCTBA C U3BECTHHS MPOQHI Ha O€30IMacHOCT Ha
YOBEIIKU CEPyMEH aJIOyMUH-TIAaKIIUTaKCe oA (popMara Ha HAHOYACTHIIM MTPH Bh3PACTHU (BXK. TOUKA
4.8). Ha 0azara Ha Te3u pe3y/ITaTH, ¢ 3aKIF0UCHO, Y€ YOBCIIKYM CEPYMEH aji0yMHH-TIAKIUTAKCE MO
(dbopmaTa Ha HAHOYACTHII, KATO MOHOTEpAIHs HsIMa ChIIeCTBEHA KIMHUYHA aKTUBHOCT WITH TOJI3a 32
MPEKUBIEMOCTTA, KOUTO Ja JaBaT OCHOBaHUE 3a JOITBIHUTEIHO pa3paboTBaHe B e uaTpudHaTa
MOTTyJIAIHSL.

5.2 dapMakOKHHETHYHH CBOICTBA

dapmakokuHeTHKATa Ha oOIMs naknuTakcen, cien 30- u 180-MuHyTHH HHQY3UH HA YOBEIIKH
cepyMeH an0yMHH-NAaKIUTaKcel noy (JopMara Ha HAHOYACTHIIM IIPH 1030BU HKBaA oT 80 10 375 mg/m?,
€ OIpe/IeNieHa IpY KIMHUYHY ITpoyuBaHus. Excriosunusra Ha nakmuTakcen (AUC) HapacTBa JIMHEHHO
ot 2 653 1o 16 736 ng.gac/ml cien npunarane na 80 go 300 mg/m?.

[Ipu mpoyuyBaHe Ha MAIIMEHTHU C HANIPEAHAIN COJMIHU TyMOPH, (PapMaKOKHHETUYHUTE
XapaKTEPUCTUKN Ha YOBEIIKU CEPyMEH aIOyMUH-TIAKITUTaKCe oA (popMara Ha HAHOYACTHUIIH CIIE]
MHTPABEHO3HO NPWIATaHe Ha makamTakces 260 mg/m? B mpoxbiskeHne Ha 30 MEHYTH, ca CPABHEHH C
TE3M clIe mpuiIarade Ha 175 mg/mM? nEKeKIus aKIMTaKCes Pa3TBOP, MPHIIOKEHA B POIbIDKEHHE HA
3 yaca. Bs3 ocHOBa Ha HekoMmnapTuMeHTeH PK aHanm3, miasMeHuaT KIUpHHC HA YOBEIIKH CEPyMEH
anOyMUH-TIaKJIUTaKCcel o (popMaTa Ha HAHOYACTHUIN € TI0-BUCOK (43%) OT TO3M Ha MaKIUTaKCel
WHXEKIIMOHEH Pa3TBOP M 00EMBT My Ha pasmpe/esieHue € ChIo mo-BucokK (53%). Hsama paznuku B
TEPMHUHATTHUTE TIOJTYKHUBOTH.

IIpu mpoy4YBaHe ¢ MHOTOKpATHA 1034 Ipy 12 manuenTty, nomydasamy 260 mg/m? 4oBemky cepyMeH
aNOyMHH-TIAaKIIUTAKCeN oA opMaTa Ha HAHOYACTHILIM, TPUIaraH HHTPaBEHO3HO, BapHaOUIHOCTTA
mexay nanueatute AUC e 19 % (amanazon = 3,21 %-37,70 %). Hama nannu 3a KymyaupaHe Ha
MaKJIUTAKCeI TPU MHOTOKPATHH KypCOBE Ha JICUCHHUE.

Paznpenenenue
Crnen mpuyarane Ha YOBEIIKH CEPYMEH aTOyMUH-TIAKIMTAKCEN 1Mo (popMara Ha HAHOYACTHUITH HA

MAIUEHTH ChC COMUIHNA TYMOPH ITAKJIUTAKCEN C€ pa3lpeneisi pABHOMEPHO B KPbBHUTE KIETKH U
I1a3Mara ¥ € CHJIHO CBhP3aH ¢ Iu1a3MeHuTe npoteuHu (94 %).

CBbp3BaHETO Ha MAKIUTAKCEN C IPOTCHHUTE CJIC NPUIIaraHe Ha YOBEIIKU CEPYMEH all0yMUH-
MaKIuTakces moj GpopMara Ha HAHOYACTUIH € OLEHEHO 4pe3 yATpadmiITpauus B CPaBHUTEITHO
npoyuBaHe cpea nanueHTH. Opakuusara cBoOOJEH NaKINTAKCeN € 3HAYUTEIHO MO-BICOKA MTPH
YOBEIIKH cepyMeH alOyMHUH-TIaKIIuTaKcen noj hopmara Ha HaHodacTHIH (6,2 %), OTKOIKOTO MPH
pastBopuMara hopma Ha nakaurakcen (2,3 %). Tora Bomu 10 3HAYUTEIHO MTO-BUCOKA EKCITO3UIIHS Ha
cBOOO/ICH MaKJIMTAKCEN PU YOBELIKH CEpyMeH ajJOyMHUH-TaKJINTaKcen 1noj opmara Ha HAHOYACTHULIH,
CBBp3aH ¢ aJIOYMHH, B CpaBHEHHE C pa3TBOpUMara ¢popMa Ha MaKJIUTAKCeN, BBIIPEKH ue olIara
SKCITO3UIIHS € cpaBHUMA. ToBa BEpOSATHO ce ABIDKH Ha (pakTa, ye MmakiIuTakcell He ce 3axXBaiia oT
Cremophor EL Munenute, Kakto npu pa3rBopuMara opma Ha nakiaurakcen. Ha 0azara Ha
nyOIMKyBaHaTa TUTeparypa, in Vitro npoy4BaHus Ha CBbP3BaHE C YOBEIIKH CEPYMHH MPOTCHHH
(M3moI3BAIIM MAKIUTAKCE B KOHIICHTpaluu, Bapupaiiy ot 0,1 qo 50 pJg/ml), moka3Bar, 4ye HaJTUIUETO
Ha MUMETHUJIVH, PAHUTHINH, IeKcaMeTa30H WK Au(eHXuapaMiH He OKa3Ba BIHSHUE BbPXY
CBBP3BAHETO HA MAKIUTAKCEN ¢ IPOTCHHHUTE.

B®3 ocHOBa Ha momyannoHeH (papMakOKWHETHYEH aHaIH3, OOIIUAT 00eM Ha pasnpeieieHue e
npubnu3utenHo 1741 |; rogemusT o6eM Ha pasmnpeaeieHne oKa3Ba eKCTeH3UBHO Pas3lpeelieHUe B
W3BBHCHA0BOTO POCTPAHCTBO H/MJIM CBbP3BAHE HA MAKIUTAKCE B ThKAHUTE.

Buotpanchopmanus u enuMuHApane

B®b3 ocHOBa Ha MyOJNIMKYBaHU JTUTEPATypPHU JTaHHU, IN VItr0 mpoy4YBaHHUATA C YOBEIIKU YSPHOIPOOHH
MHUKpPO30MHU U ThKaHHHM MaTepualy I0Ka3BaT, Y€ MaKJIUTAKCeN ce MeTaboIu3Hpa IIaBHO J10
60.-XUAPOKCUIIAKITUTAKCEN; U IO JIBa MO-BTOPOCTENIEHHU METa00IUTa, 3’ -P-XUIPOKCUIIAKIIUTAKCEN 1
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6a.-3’-p-nuxuapokcunakauTakces. OOpa3yBaHETO Ha TE€3H XUIPOKCUIMPAHU META0OIUTH CEe
karamusupa or CYP2CS, CYP 3A4 u crorBeTHO M oT ABara m3oen3zuma CYP 2C8 u CYP 3A4.

[Ipu marueHTH ¢ MeTacTaTHYEH KapIIMHOM Ha rbpjara, cien 30-MuHyTHa WH(Y3Ms Ha YOBEIIKU
cepyMeH anbyMHUH-IAKIUTaKcel oy opMara Ha HAHOYACTHIIM B 103a 260 Mg/M?, cpeanara cToMHOCT
Ha KyMyJaTHBHA €KCKpeUrs B ypHUHATA Ha HETPOMEHEHOTO aKTHBHO BEIECTBO ChCTaBIsiBa 4% OT
o0Iara MpuiIoKeHa J103a C Mo-Majko oT 1% MeTabonmuTuTe 60-XUAPOKCUTIAKITUTAKCE 1
3’-p-XUIPOKCUITAKJIMTAKCEN, KOETO TIOKa3Ba EKCTEH3UBEH HEOhOpeueH KnupbHC. [lakimTakcern ce
SIMMUHUPA TIPEIUMHO Ype3 YePHOAPOOSH METa00IM3bM U Upe3 JKIIbUHA CKCKPEITHs.

B kaMHMYHMSA 1030B Auana3oH oT 80 10 300 mg/m? cpeHuAT m1a3MeH KIMPBHC HA MAKIHTAKCEI
Bapupa ot 13 10 30 I/h/m?, a cpenuusT TEpMUHATIEH MOMY>KUBOT Bapupa ot 13 0 27 yaca.

UYepHonapoOHO yBpekaaHe

EdexTsT Ha 4epHOAPOOHOTO yBpEXKAaHE BEPXY MOMyJaIliOHHAaTa (hapMaKOKHHETHKA Ha YOBEIIKH
cepyMeH anOyMHH-TIaKJIMTaKceN mof opmMara Ha HAHOYACTHUIM HaKJINTaKces e MPOoyUYeH MU HauueHTH
C HaIlpeTHAIN COJMUIHU TYMOpPH. T03M aHaIN3 BKIIIOYBA MAIMEHTH C HOPMAJIHA YePHOAPOOHA QYyHKITHS
(n=130) u cemectByBama jeka (N = 8), ymepena (N = 7) wiu Texka (N = 5) cTEneH Ha YepHOAPOOHO
yBpexnaade (ciopen kpurepuute Ha NCI Organ Dysfunction Working Group). Pesyararure noka3ssar,
4e JISKOTO YepHOAPoOHO yBpexaane (oo ounupyoun > 1 1o < 1,5 x 'TH) HaAMa KIMHUYHO 3HAYUM
edeKT BbpXy (hapMaKOKUHETHKATa Ha MakiuTakcen. [lanuentu ¢ ymepena (oour ounupyous > 1,5 mo
<3 x I'TH) unu texka (o6muy ounmupyoun > 3 1o <5 x ['TH) crenen Ha 4epHOAPOOHO YBpEKIaHE UMAT
22 % no 26 % HamajneHue Ha MaKCUMaJlHaTa CTEIECH Ha eIMMUHUPAHE HA MAKJIUTAKCEN U
npubnuzutenno 20% ysenndyenue Ha cpenHara AUC Ha makiurakcell B CpaBHEHHE C TTAIUEHTH C
HOpMaJHa YepHoapoOHa pyHKIus. YepHOMPOOHOTO YBpEkKAaHe HAMAa HUKAKbB e(DEKT BHPXY CPETHOTO
Crmax Ha axsmTakcen. OCBEeH TOBa, SIMMUHAPAHETO Ha MAKIUTAKCEN MTOKa3Ba 0OPaTHO CHOTHOIICHHE C
oO0IIVsI OMITHPYOHH U TIOJIOXKUTETHO ChOTHOIIIEHUE ChC CEPYMHUS aJIOYMUH.

dapMaKOKMHETUIHOTO/(hapMaKOAMHAMUYHOTO MOJICTHPAHE IMOKA3Ba, Y€ HIMa ChOTHOIIICHUE MEXKTY
4epHOAPOOHATa PYHKIIUS (IEMOHCTpPHpAHA OT aJ0yMUHA HAa W3XOIHATA JTMHHS WM HUBOTO HA OOIITHS
OUMpPYOUH) U HEYTPOIICHUSTA CJIe]] KOPUTHPAHE 33 EKCIIO3UIIHATA Ha YOBEIIIKH CEPYMEH aJl0yMUH-
MakjuTaKces noa opMara Ha HAHOYACTHIIH.

Jluncear hapMakOKMHETUYHU JaHHU 3a HAllMEeHTH ¢ 0011 Onaupyoud > 5 x I'TH unu 3a naruentu ¢
METacTaTHICH aJICHOKAPIIMHOM Ha TTaHKpeaca (BXK. Touka 4.2).

BrOpeunHo yBpexaane

[MomynanuoHHUST hapMaKOKHHETHYECH aHAIN3 BKJIFOYBA MAIMEHTH C HOpMaHa ObOpedHa (QyHKIHS
(n = 65) u cpmecTByBao Jieka (N = 61), ymepena (N = 23) unu Texka (N = 1) crerneH Ha ObOPEYHO
yBpexaaHe (cropen KpuTepuuTe oT nmpoekTa 3a Hacoku Ha FDA ot 2010 r). Jlekara 1o ymepena
CTeNeH Ha ObOPEeYHO yBpexkIaHe (KpeaTHHUHOB KIHPBHC > 30 10 < 90 ml/min) HAMa HUKaKbB
KIIMHUYHO 3HaYMM e(heKT BbpXy MaKCHMAaJIHaTa CTEIeH Ha eIMMUHUpPAaHE ¥ CHCTEMHA EKCIIO3UIIHA
(AUC u Cax) Ha maknuTakcen. GapMakoKMHETUYHUTE JJAHHY ca HEOCTAaThYHHU 32 TAIIMCHTH C TEXKKa
cTernieH Ha OBOpETHO YBpEKIaHE | JIUTICBAT 3a MAIlUEHTH ¢ TePMUHAIHA ObOpedHa HETOCTATHIHOCT.

Crapuecka Bb3pacT

[MomynaruoHHUAT GapMaKOKWHETHYCH aHAIU3 33 YOBEIIKH CEPYMEH all0yMHH-TIAKITUTAKCE IO
(hopmara Ha HAHOYACTHITM BKJIIOYBA IMAIIMCHTH Ha BB3PACT B IuarazoHa oT 24 10 85 TonuHM 1 TTOKa3Ba,
4e Bh3pacTTa He MOBJIHSBA 3HAYUTEIIHO MAKCUMAITHATA CTETICH Ha eJITMMUHHUPAaHe U CUCTeMHAara
excrio3unus (AUC 1 Ciax) Ha TTAKIIMTAKCE.

dapMaKOKMHETHYHOTO/(hapMaKOAMHAMUYHO MOJCIMPaAHEe ¢ U3I0J3BaHe Ha JaHHM OT 125 marueHTH ¢
HaNpeIHAIN COJHHU TyMOPHY TIOKa3Ba, Ye MalueHTHTE Ha > 65 TOMUIIIHA Bh3PacT MOXKe OU ca 1o-
MOJIATJIMBY HA Pa3BUTHE HA HEYTPOIICHUS B pAMKUTE Ha ITbPBHS JICUSOCH IMKBII, BEITPEKH Uue
EKCITO3UIIMATA Ha TIa3MEH IMaKIIUTAKCeI He Ce BIINsC OT Bh3pacTTa.
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lleanarpuyHa monymnanus

dapMakoKMHETHKATa Ha MaKiIKuTakcen cieq 30 MUHYTH WHTPaBEHO3HO MPIJIOKESHHE TIPY JO30BU HHUBA
ot 120 mg/m? no 270 mg/m? e onpenesnena npu 64 manuenty (ot 2 10 < 18 roguuu) BB hasa 1 Ha
npoy4BaHeTo (aza 1/2 mpu neanaTpUIHH MAIUSHTH ¢ PELUINBUPAIIN WK pepakTepHU COMHIHU
tymopu. Cnien yBennuapane Ha go3ara oT 120 ma 270 mg/m? cpexnara croiHOCT Ha AUC -inf) B Cinax
3a MAKJIMTaKces € ChOTBETHO B auana3ona ot 8 867 mo 14 361 ng*hr/ml u ot 3 488 mo 8 078 ng/ml.

Jlo3a-HOpMaJIM3UpaHUTE IMKOBU CTOMHOCTH Ha €KCIIO3UIIMA Ha JIEKApCTBOTO Ca CPABHUMHU B
MPOYYBaHMA JO30B TUANA30H; BHIIPEKH TOBA, 103a-HOPMAIN3UPAaHUTE CTOMHOCTH Ha o0miaTa
EKCIIO3MIIUs Ha JIEKAPCTBOTO Ca CPABHUMH CaMo 3a Juanazona ot 120 mg/m? go 240 mg/m?; ¢ no-
HHcKa no3a-Hopmanusupana AUC,, ipu 103080 Huso 270 mg/m?. Ilpu MITJT ot 240 mg/m? cpennust
kiaupsHe (KJT) e 19,1 I/h, a cpemuusT TepMuHaneH moayxuBot € 13,5 gaca.

HpI/I A€ua U IOHOIIH, EKCIIO3UIUATA Ha ITAKJIMTAKCEII CC YBEINYaBa IIPH IO-BUCOKHU 103U, a
CCAMUYHUTE CKCIIO3UIIUHN HaA JICKAPCTBOTO Ca IIO-BUCOKH, OTKOJIKOTO IIPH BE3paCTHU MAllUCHTH.

JApyru npuchiny dhakTopu

[MomynanuonHuTe (hapMaKOKHHETHYHH aHAITN3H 32 YOBEIIKU CEPYMEH aJI0yMUH-TTAKIUTAKCEI TI0]T
(dhopmara Ha HAHOYACTHIIH ITOKA3BAT, Y€ TMOTBT, pacoBara MPUHAMICKHOCT (a3uarcka cIp. Osta) u
BUABT COJUIHU TyMOPH HAMAT KIMHUYHO 3HAYUM e(ekT BbpXy cuctemHara excrno3uius (AUC u Crax)
Ha naknutakcen. [Tanuenture ¢ rerio 50 kg umar AUC Ha makiuTakcesn npudau3uTeano 25 % mo-
MaJiko OT Te3u ¢ Temto 75 kg. Knmmanunarta 3HaunMoCT Ha TO3H (GakT He € SICHA.

5.3 IlpenxkIMHUYHM JAHHH 32 0€30IACHOCT

KaHIieporeHHUST NOTEHIIMA Ha TTAKJIUTaKCce He € u3nuTBaH. Criope/ nyOIuKyBaHUTE TUTEPATYPHU
JaHHU 00ade, MaKJIUTAKCEI € MOTSHIIMATHO KAHIIEPOTeHHO H TeHOTOKCHYHO CPEACTBO MPU KITMHUYHU
71031, Bb3 OCHOBA Ha CBOS (hapMaKOIMHAMUYEH MEXaHU3bM Ha JAeHCTBHE. [[0Ka3aHo e, ue makIuTaKkces
€ KJIaCTOreHeH iN Vitro (XpoMo30MHHM abepaliii B YOBEIIKH JTUMQOIMTH) H iN VIVO (MUKpPOHYKJICapeH
TECT IPH MUIIKH). JIOKa3aHo €, Ue MakIuTaKCeN ¢ TEHOTOKCHYEH iN VIVO (MUKPOHYKJIeapeH TECT MPH
MHUIIIKH), HO HE TIPEIN3BUKBA MyTareHe3a Ipu Tecta Ha AMEeS Uil NMpH aHajiu3 Ha TeHHUTE MyTalliH
MpY SHYHKUIIA Ha KATANHCKU XaMCTep/XUITOKCAaHTUH-TyaHuH (ochoprudo3mi TpaHchepasa
(CHO/HGPRT).

[TaknmuTakcen B 1031 MOA TEpaNlEBTHYHATA JI03a MIPH X0Opa C€ CBbP3Ba C HUCKA TOKCUYHOCT T10
OTHOIIIEHUE Ha ()ePTUIIMTETA, KOTATO CE MpHIIara Mpeay U 1o BpeMe Ha Y(TOCBAHETO MPH MBKKHU H
YKEHCKH TITBXOBE, KAKTO M ¢ HIUCKA TOKCHYHOCT TI0 OTHOIIIEHUE Ha (heTyca IMpHU TUTbXOBE.
[IpoyuBaHusTa IPU JKUBOTHH C YOBEIIKH CEPYM aJIOyMHUH-TIAKIIMTAKCEN IO/l JopMaTa Ha HAHOYACTHIIN
MOKAa3BaT HEOOPATHUMHU TOKCUYHHU €(EKTH BbPXY MBKKHUTE PEIPOAYKTHBHU OPTraHU NPH KIMHUYHO
3HaYMMHU HUBA Ha €KCIO3HIIHA.

[NakmuTakces W/ HErOBUTE METa0OIUTH CE€ EKCKPETUPAT B KbpMaTa Ha KbpMelln rbxoBe. Cien
WHTPABEHO3HO MPHUIIOKCHHE Ha MMAKIIMTAKCeN, OesI3aH ¢ PaJIMOaKTHBEH U30TOI, IIPH TUTHXOBE HA 9-Hs
n 10-ust IeH e paXKAaHeTO KOHIIEHTPAIMUTE Ha paOaKTUBHUS H30TOI B KbpMaTa ca M0-BUCOKHU B
CpaBHEHHE C Ila3Mara ¥ HaMaJjIsiBaT YCIIOPEIHO C MIa3MEHUTE KOHIICHTPAIUH.

6. OAPMAIIEBTUYHU JAHHHAU

6.1 Cnucbk Ha NOMOLIHUTE BeleCTBA

AnGymuH (doBelikn) (ChIbpka HarpueB Kanpunar u N-anetun-L-tpunrodan).

6.2 HecbBMecTUMOCTH
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To3u 1ekapcTBEH NPOIYKT HE TPsIOBa /1a Ce CMECBa C IPYIH JCKAPCTBESHHU MPOAYKTH, C U3KIIIOUCHUE Ha
IIOCOYEHHUTE B TOYKa 6.6.

6.3 Cpok Ha rogHoct

HeorBopenu duiakonn

3 roguHU

CrabuiHoCT Ha PCKOHCTUTYHPAaHaTa JHUCIICPCHA BbB (bJ'IaKOHa

[IpoaykThT € XUMHUYECKU ¥ (PU3MUECKH CTAOMUJICH B IIEPHOa Ha M3Mo3BaHe 3a 24 yaca npu 2°C-8°C B
OpUTHHATHATa KApPTOHEHA OMAKOBKa, aKO € 3alllUTEH OT CBETIIMHA.

CraOWIHOCT Ha PEKOHCTUTYHWPAHATa JUCIIepCHs] B MHOY3HOHHHMS CaK

[IponykThT € XuMHUYECKH U PU3NUECKU CTAOMIICH B IIEPHO/Ia Ha M3Mo3BaHe 3a 24 yaca mpu 2°C-8°C,
aKo € 3alllUTCH OT CBETIIMHA, a CJIe] ToBa — 3a 4 yaca mpu 25°C, ako He € 3allUTeH OT CBETIIMHA.

OT MUKPOOHOIIOTUYHA TJIeTHA TOYKA 00a4ye, OCBEH aKO METOABT Ha PEKOHCTUTYHPAHE U ITbJIHEHE Ha
WH(QY3UOHHUSI CaK U3KITFOYBA PHCK OT MHKPOOHO 3aMbpCsBaHe, IPOAYKTHT TPSOBA Ja C€ M3IO3Ba
He3a0aBHO cliefl PeKOHCTUTYHPAHETO ¥ ITBITHEHETO Ha MH(Y3MOHHHUTE CaKOBe.

Axo He ce u3non3Ba He3a6aBHO, BPEMCTO U yCJIOBUATA HAa CbXPAHCHUC B ICPHUOJa Ha U3IIOJI3BAHC Ca
OTTOBOPHOCT Ha HOTpe6I/ITeJ'I$[.

OO01m0TO KOMOMHUPAHO BPEME 3a ChXpaHEHHE Ha PEKOHCTUTYHPAHUS JIEKAPCTBEH MPOIYKT BHB
(1akoHa U B MH(Y3UOHHUS CaK, KOraTo € B XJIaJWIHHK U 3al[UTCH OT CBETINHA, ¢ 24 yaca. ToBa Moxe
na ObJie TIOCIeIBaHO OT ChXPaHEeHUE B MH(PY3HOHHHUS CaK B IPOIBIDKCHHUE Ha 4 Yaca Ipu TeMIieparypa
non 25°C.

6.4 Cl'leIIHaJ'IHH yYcjaoBusl HA CbXpPaHCHUE

HeorBopenu duiakonn

CoxpansBaiite rakoHa B KapTOHEHATA OIMAKOBKA, 3a Ja C€ MPEAIa3u OT CBETIIMHA. 3aMpa3siBAHETO
WM ChXPaHIBAHETO B XJIAJMIIHUK HE OKa3BaT HEXKEJIAHU BB3JICHCTBYSI BHPXY CTAOMIIHOCTTA Ha
npoaykTa. To3u ieKapcTBeH MPOMYKT HEe N3MCKBA CIEIIMATHU TEMIIEPATYPHH yCIOBHSI HAa ChbXpaHEHHE.

PCKOHCTI/ITVI/IDaHa JAHUCTICPCHUA

3a yciioBHATa Ha ChbXpaHEHHE CJIEA PEKOHCTUTYHpaHE Ha JIEKapCTBEHHS MPOMYKT, BIDKTE TOUKa 6.3.
6.5 Buau chabpiKaHue HA ONMAKOBKATA

Onakon ot 50 ml (cTekio Tun I) che 3amymanka (6pomMoOyTHIIOBa TyMa), OOKaTKa (aTyMUHUI),
cpabpkang 100 mg maknurakcen noxa hopMara Ha CBbP3aHH ¢ aJ0yMUH HAHOYACTHIIH.

OmnakoBka OT eTuH (HIIaKOH.
6.6 CneuuaJHu npeanasHu MEPKH NPH U3XBBPJsiHe U padoTa

HDCZ[VHDC)KZ[CHI/I}I 3a IPUT'OTBAHEC U MTPUITIOXKCHUC

[MaksMTaKCeN € MUTOTOKCHYEH TPOTHBOPAKOB JIEKAPCTBEH MPOAYKT M, KAKTO U IIPH JPYTH
MMOTEHIIMAIHO TOKCUYHH BelecTsa, mpu padora ¢ Naveruclif e HeobxomarmMo moBHIIEHO BHUMAHHE.
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[penopbuBa ce U3MON3BaHe HA PHKABHIIU, OUYMIIA H 3aIIUTHO 00JIEKII0. AKO TUCTIEPCHUSITA MOTIATHE
BBPXY KOJKaTa, Koykara TpsiOBa J1a ce u3Mue He3abaBHO W OOMITHO ¢ BOZIA U CalmyH. AKO IOTIaTHE BEPXY
JIUTaBUIIA, IMTaBUIlaTa TpsiOBa 1a ce mpomue oouiaHo ¢ Boaa. Naveruclif TpsioBa a ce mpurorss u
Mpuiiara camo OT IMepPCoHall, MOAXOAIIO0 00yUeH 3a paboTa ¢ IMTOTOKCHYHH BellecTBa. bpeMeHHN
»KeHHU He TpsAOBa ma padotsar ¢ Naveruclif.

Karo ce nma npensua Bb3MOXKHOCTTA OT €KCTpaBa3alys, MPenopbYUTEIHO € BHUMATEIHO Ja CE
HaOr0IaBa MICTOTO Ha MH(Y3HsITa 32 Bh3MOKHA HHQWITpAIIUs TIPH MTPHUJIaraHe Ha JeKapCTBEHHUS
npoxaykt. OrpanndaBanero 10 30 muHyTH Ha BimBaneTo Ha Naveruclif, kakro e ykasaHo, HamassiBa
BEPOSITHOCTTA OT CBBbP3aHU C MH(Y3UATA PEAKIIH.

PexoHcTHTYHMpaHe U MprIaraie Ha OpPOayKTa

Naveruclif e mox ¢hopmara Ha cTepuiteH THOGUIN3UPAH MIPax 3a PEKOHCTUTYMPaHE TPEean yIoTpeoa.
Crielt peKOHCTHTYHpaHe, eMH M| oT mucnepcusTa Chabpka 5 MY nakiauTakces no gpopmara Ha
CBBP3aHH C aJ0yMUH HAHOYACTHIIH.

@nakon ot 100 mg: C momoInTa Ha CTEpPHUIHA CIIPHHIIOBKA, TPsAOBa 6aBHO Aa ce nmkekTrpa 20 ml
uH(py3noHeH pa3TBOp Ha Harpue xiopua 9 mg/ml (0,9 %) BeB duiakona, chabpikair Naveruclif, B
MPOIBJIKEHUE Ha TOHE | MUHYTA.

PastBOpbT TpsiOBa 1a Obje HACOYCH Taka, Ye Jia CE CTUYA [0 BhTPEIIHATA CTCHA Ha (aKoHa.
Pa3tBOpBT He TpsAOBaA a Ob/c HHIKEKTHPAH HAIIPABO B Ipaxa, Thil KaToO TOBA IIE TOBEIIE 10
o0pa3yBaHETO Ha IsHA.

Cnen kato 100aBSHETO 3aBBPIIH, (DIAKOHBT TPsOBa J1a Ob/IC OCTABEH Ja MPECTON HAl-MaJIKO

5 MUHYTH, 32 J1a C€ OCUTYPH IMOXOIAIN0 OBIKHSIBAHE HAa TBBbp/aTa cheTaBka. Cies ToBa (PrIakoHbT
TpsIOBa JIeKO U 0aBHO Ja ce pa3KJialla ¢ KpbrooOpa3HU ABMIKECHHUS M/WIX OOpbBIIa 3a IIOHE 2 MUHYTH J0
MMOBTOPHO JUCIEprupaHe Ha mpaxa. TpsOBa fa ce n3dsrea oOpa3yBaHeTO Ha IsiHA. AKO ce 00pasyBar
TsTHA WK Oy4YKH, TUCTIEpCUsATa TpsiOBa 1a Ob/ie OCTaBeHa Ja MPECTOM MOoHe 15 MUHYTH 10 H3ue3BaHe
Ha 11s1Hara.

PexoHcTuTynpanara nucnepcus TpsaOBa Aa Obje moxo0Ha Ha MIISIKO M XOMOT'€HHA, 0€3 BUIUMU
MpenunuTaTd. Moxe 1a ce MoJydr U3BECTHO yTasBaHe Ha MPUTOTBEHATa JUCTEpCHs. AKO HMa
BUIMMH TIPEIUITUTATH WK yTaiiKa, GIakoHbT TpsiOBa 1a ObJic OTHOBO BHUMATEITHO OOPBIIaH, 3a Ja ce
OCHUT'YpH IIOBTOPHO AHCIIEprUpaHe Npenu ynorpeoa.

[IpoBepeTe aucnepcusTa BbB (UIakoHa 3a BUAUMH YacTuiv. He nmpunaraiite npuroTBeHara AUCIEpCHs,
aKo BbB ()IaKoHa Ce HAOJI0NaBaT BUUMH YaCTHIIH.

Tps0Ba 1a ce u3uncK TouHus 0011 00eM 3a TIpUIIarate ot aucrepcusTa 5 mg/ml, Heobxomum 3a
MmarMeHTa, ¥ ChOTBETHOTO onpeseiieHo komuuecTBo oT Naveruclif na ce umxektupa B mpaseH,
crepuner, PVC wmm ve-PVC cak 3a nHTpaBeHO3HA WH(Y3HUS.

VYnotpebara Ha MEAMIIWHCKHA U3AETHS, ChABPKAIX CHIIMKOHOBO MAClO KaTo JIyOpUKaHT (Harp.
CIIPMHIIOBKY U MHTPABCHO3HHU CAaKOBE) 32 PEKOHCTUTYHpaHe U npuiarade Ha Naveruclif, moxe na
J0Bezie 10 00pa3yBaHEeTO Ha OENTHYHY HHIIKH THII ,,ipo3payHa nauzenka”. [Ipunaraiite Naveruclif
KaTo U3M0J13BaTe HaObop 3a nH(Y3Ms, BKIrOYRAI 15 M GuiaTsp, 3a 1a n30erHere npuiaraHeTo Ha Te3u
Huwkdy. [Ipu nznon3sane Ha 15 UM GUITHP, HUIIKUTE C€ OTCTPaHsIBAT O€3 Jla ce TPOMEHSIT
(GM3UYHNTE 1 XUMUYHH CBOMCTBA Ha PEKOHCTHTYUPAHHS IIPOIYKT.

Vnorpebara Ha GUITPHU ¢ pa3Mep Ha HOPUTE MO-MaIIBbK OT 15 UM Mozke Aa 10Beze 10 3allyllIBaHe Ha
¢untepa.
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3a mpUroTBAHETO WM IpuinaraneTo Ha uHpy3un ¢ Naveruclif e e HeoOxomumMa ymorpebara Ha
CICIMAIHU KOHTEHHEPH 3a Pa3TBOp 0e3 chabpikanue Ha au(2-etuixexkcui)dranar (DEHP) wiu Ha
HaOOpH 3a MpuJarate.

Cren IpUIOKEHNETO Ce MPENopbhuBa HHTPABEHO3HATA JIMHUSA /1a CE TIPOMHE C HATPHEB XJIOPU
9 mg/ml (0,9 %) uHXeKIHOHEH pa3TBOP, 3a 1a Ce rapaHTUpa NPUIIOKECHUETO Ha ITBJIHATA 103A.
Heusnon3BaHusT NpOAYKT UM OTNIAABYHNATE MAaTEpPUAIN OT HEro TPsiOBa J1a ce U3XBBPIIAT B
CHOTBETCTBHE C MECTHUTE N3NCKBAHHUS.

7. IIPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEFA

Accord Healthcare S.L.U.

World Trade Center

Moll de Barcelona, s/n

Edifici Est 6* planta

08039 Barcelona

Wcnanus

8. HOMEP(A) HA PABPEIIEHUETO 3A YIIOTPEBA

EU/1/23/1778/001

9, JIATA HA ITbPBO PABPEIINABAHE/IIOJTHOBSBAHE HA PASPEHIEHUETO 3A
YIHOTPEBA

Jlara Ha mepBoO paspemarane: 05 sayapu 2024 r.

10. [JATA HA AKTYAJIN3UPAHE HA TEKCTA

[Hompo6na nHbOpMaIms 3a TO3H JEeKapCTBEH MPOAYKT € IIpeAocTaBeHa Ha yeOcaiiTa Ha EBpomneiickara
areHmus 1o JiekapcTeara http://www.ema.europa.eu.
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NNPUJIOXEHME 11

MPOU3BOIUTEJI(N), OTTOBOPEH(HH) 3A OCBOBOXK/IABAHE HA
ITAPTU N

YCJIOBUSA NJIN OT'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

APYI'U YCJIOBUSA N UBNCKBAHUSA HA PASBPELIEHUETO 3A
YIIOTPEBA

YCJIOBUA NJIN OT'PAHUYEHUA 3A BE3OITACHA "
E®EKTHUBHA YIIOTPEBA HA JIEKAPCTBEHUA ITIPOAYKT
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A.  TNIPOU3BOJUTEJI(), OTTOBOPEH(HH) 3A OCBOBOXKXJIABAHE HA ITAPTHU /U

Hme n aJpec Ha HDOI/I3BOZ[I/IT€II$I(I/ITC), OTFOBODCH(HI/I) 3a OCBO60)KI[aBaHC Ha NapTHUAUTEC

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

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

Accord Healthcare Single Member S.A.,
64" Km National Road, Athens,
Lamia, Schimatari, 32009, I'bprius

Ileuarnara aucToBKa Ha JICKapCTBCHUS ITPOAYKT TpH6Ba Ja CbAbpiKa UMCTO U a/ipeCa Ha
IIPOU3BOAUTEIIA, OTTOBOPEH 3a OCBO60)K,ZIaBaHeTO Ha CbOTBETHATA IapTuaa.

b. YCJI0OBUA WIN OI'PAHUYEHUA 3A JOCTABKA U YIIOTPEBA

JlekapcTBEHUAT MPOAYKT CE OTIYCKa [0 OTPaHUYEHO JIeKapcKo npeanucanue (Bx. [Ipunoxenue I:
Kparka xapakTepucTuka Ha IpOAYKTa, TouKa 4.2).

B. JAPYI'N YCJIOBUSA N U3UCKBAHUSA HA PASPEHHIEHUETO 3A YIIOTPEBA
. I[MepuonuyHu akTyaausupaHu Aokjaaau 3a 6ezonacHoct (ITAAB)

WzuckBanusra 3a nogaBane Ha [TA /b 3a To3u JekapCcTBEH MPOAYKT Ca MOCOYSHU B CITUCHKA C
pedepentauTe matu Ha EBponetickus cpro3 (EURD criuchk), mpeasuaeH B wi. 1078, an. 7 ot
Hupexrusa 2001/83/EO, 1 BbB BCUYKH CJICABAIIM aKTyaJu3alliy, My0IMKyBaHU HA €BPOICHCKHUS
yeOImopTa 3a JeKapcTBa.

r. YciaoBus Wik OIrPAHUYEHUA 3A BE3OITACHA U EOEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUSA TIPOAYKT

. Ilnan 3a ynpasjienue Ha pucka (ITYP)

[IputexarensaT Ha pa3perieHueTo 3a yrnorpeda (IIPY) TpsOBa na u3BbpIiiBa H3UCKBAHUTE ACHHOCTH U
JEHCTBYS, CBBP3aHU C TIPOCIICASIBAHE HA JIEKapCTBEHAaTa 0€30MIaCHOCT, TOCOYCHH B omoopenus [TYP,
npeactaBed B Moayi 1.8.2 Ha pa3pelieHreTo 3a ynorpeda, KakTo ¥ BbB BCHUKH CJICABAIIN O00pEHH
aktyanuzanuu Ha [TYP.

Axryanusupan [TYP TpsiOBa na ce mogasa:

e 110 ucKaHe Ha EBpomnelickara areHius 1o JiekapcTBara;
BHUHATH, KOTaTO C€ U3MEHS CHCTEMAara 3a yIpaBJIeHUE Ha PUCKa, 0COOCHO B pe3y/TaT Ha MoydyaBaHe Ha
HOBa HH(MOpMAITHs, KOATO MOXKE J1a JIOBEIE 10 3HAYUMHU ITPOMEHH B ChOTHOIIIEHUETO TT0J133/PUCK, HITH
cJIel IOCTUTaHe Ha BaXKCH eTar (BbB Bph3Ka C IMPOCIICAIBaHEe Ha JIeKapCTBEHATa 0€30MaCHOCT MM
CBEX/IaHE Ha PUCKa O MUHUMYM).

33



MNPUJIOXKEHMUE 111

JAHHU BbBPXY OITAKOBKATA U JINCTOBKA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JA CBJABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA KYTHUA

1. UME HA JIEKAPCTBEHUA ITPOAYKT

Naveruclif 5 mg/ml mpax 3a uHdy3HOHHA qHCTIEPCHST
MaKJIUTaKCEI

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

Bceku ¢nakon chabpxa 100 Mg makiaurakcen nox ¢gopMara Ha CBbP3aHH ¢ alOyMUH HAHOYACTHLIH.
Crnien pekoHCTHTYUpaHe eaquH M| oT aucnepcusTa Chabpka 5 My makiauTakcen nox gpopmara Ha
CBBp3aHH ¢ aJOyMUH HAaHOYACTHIIH.

3. CIIMCBK HA IIOMOINHUTE BEINECTBA

An0yMuH (doBelikn) (Chabpka HaTpUeB KanpuiaT u N-amerun-L-tpuntodan).

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[Mpax 3a nHQY3UOHHA qHCTIEPCHUS

1 dmakon
100 mg/20 ml

| 5. HAYHMH HA NTPUJIOXKEHUE U IBbT(MIA) HA BBBEKJIAHE

[Ipenu ymorpeba mpodeTeTe TUCTOBKATA.

I/IHTpaBeHOBHO MPUITIOKCHUC

6. CIHEHUAJIHO NPEAYHPEXIEHUE, YE JTEKAPCTBEHUAT ITPOAYKT TPSBBA
JA CE CBbXPAHSBA HA MSICTO JAJIEYE OT IOIVIEJA U TOCET'A HA JIEIIA

I[a CC CbXpaHABa Ha MACTO, HCAOCTHIIHO 34 [ACIA.

| 7. APYI'U CHEIMAJIHU NPEAYITPEXKAEHUA, AKO E HEOBXOAUMO

Ha He ce 3amecTBa ¢ ApYru GOpMH Ha MAKIUTAKCEI.

| 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

T'onen no:
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9. CIIEHHUAJIHHU YCJIOBUS HA CbXPAHEHUE

HeoTBopenu ¢uakonn: Crxpanspaiite (uiakoHa B KApTOHEHATa OMIAKOBKa, 32 JIa ce TPEAIasu OT
CBETJIMHA.

3a ycnoBusATa HA ChXpPAHEHUE CIIE/] PEKOHCTUTYHpaHe BIKTE JTUCTOBKATa

10. CHEIMAJIHU NIPEANIA3HU MEPKHU ITPU U3XBBPISAHE HA HEU3ITOJI3BAHA
YACT OT JIEKAPCTBEHUTE ITPOAYKTHU NJIN OTIIAABYHHN MATEPUAJIA OT
TAX, AKO CE UBUCKBAT TAKHUBA

Heusnon3panust MPOAYKT HUJIN OTIIAABYHUTC MATCpUATINA OT HETO TpH6Ba Ja CC UBXBBPJIAT B
CHOTBCTCTBHUEC C MCCTHUTC N3HMCKBAHUA.

11. HUME U AJIPEC HA IIPUTEXATEJISI 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. HNAPTHUIAEH HOMEP<, KOOOBE HA JAPEHUETO U HA ITPOAYKTA>

[Mapt.Ne

| 14. HAYUH HA OTIIYCKAHE

| 15. YKA3AHUA 3A YIIOTPEBA

| 16. HUH®OPMAIIAA HA BPAIJIOBA A3BYKA

[MpueTo e ocHOBaHME J1a HE ce BKIIOUW HH(popMaIus Ha bpaiinosa a3zoyka.

| 17. YHUKAJIEH UAEHTUOPUKATOP — IBYU3MEPEH BAPKO/|

JiByn3MepeH 0apkoj ¢ BKIIOYEH YHUKAJICH HACHTH(HUKATOP.

| 18. YHUKAJIEH UAEHTUO®UKATOP — JAHHU 3A YETEHE OT XOPA

PC
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MHUHHUMYM JAHHU, KOUTO TPABBA JA CbABbPKXA ITbPBUYHATA OITAKOBKA

ETUKET HA ®JTAKOHA

1. HUME HA JIEKAPCTBEHUSA ITPOAYKT

Naveruclif 5 mg/ml mpax 3a undys3us
ITaKJINTAaKCEJI

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

Bceku ¢nakon chabpxa 100 Mg makiaurakcen nox ¢gopMara Ha CBbP3aHH ¢ alOyMUH HAHOYACTHLIH.
Crnien pexoHcTHTYHpaHe, eanH Ml ot mucnepcusTa chabpka S MY makiIuTakcen mnox popMara Ha
CBBP3aHU ¢ aTOyMHH HAaHOYACTHIIN.

3. CIIMCBK HA IIOMOINHUTE BEINECTBA

An0yMuH (doBelikn) (Chabpka HaTpUeB KanpuiaT u N-amerun-L-tpuntodan).

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

[pax 3a nH}pYy3Us
1 dmakon

100 mg/20 ml

5. HAYYH HA ITPUJIOKEHUE U ITBT(MIIIA) HA BBBEXKIAHE

[peau ynorpeba mpodeTeTe IMCTOBKATA.

I/IHTpaBeHOSHO MPUITOKCHUC

6. CIIEHUAJIHO NPEAYHPEXKJIEHUE, YE JTEKAPCTBEHUAT NPOAYKT TPABBA
JA CE CBXPAHSIBA HA MSICTO JAJIEYE OT HHOIVIEJA U1 TOCETA HA JIEITA

ILa CC CbXpaHABa Ha MACTO, HEAOCTBHIIHO 3a JACIA.

| 7. APYI'U CIIEIIMAJIHU ITPEAYITPEXKAEHU A, AKO E HEOBXOIUMO

Jla He ce 3amecTBa ¢ ApyrH (OpMU HA MAKITHTAKCEI.

| 8. JATA HA U3TUYAHE HA CPOKA HA 'OJHOCT

EXP
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9. CIIEHHUAJIHHU YCJIOBUSA HA CbXPAHEHHUE

HeotBopenu ¢nakonn: ChxpaHsiBaiite ¢puakoHa B KapTOHEHATa ONIAKOBKa, 3a Ja Ce Mpeanasy OT
CBETJIMHA.

10. CHEIMAJIHHU NPEAITAZHU MEPKH ITPU U3XBBPISTHE HA HEU3IIOJI3BAHA
YACT OT JIEKAPCTBEHUTE NPOAYKTHU UWJIN OTIIAABYHU MATEPUAJIN OT
TAX, AKO CE UBUCKBAT TAKHUBA

Hewnsnons3BaHUAT MPOAYKT WU OTMAABYHATE MATEPUAH OT HETO TPsIOBa Jla ce U3XBBPIIAT B
CHOTBETCTBUE C MECTHUTE U3UCKBAHMSI.

11. HME U AJIPEC HA IIPUTEXATEJISI HA PASPEIIEHUETO 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 PASPEHIEHUETO 3A YIIOTPEBA

EU/1/23/1778/001

13. TMAPTHJAEH HOMEP<, KOJOBE HA JAPEHUETO U HA ITIPOAYKTA>

Lot

| 14, HAYMH HA OTIITYCKAHE

| 15. YKA3AHWUA 3A YIIOTPEBA

| 16. HUH®OPMAIIAA HA BPAIJIOBA A3BYKA

[Ipuero e ocHOBaHUE J1a HE ce BKIOUM HHpOpManus Ha bpaiinosa a30yka.

| 17. YHUKAJIEH UAEHTUOPUKATOP — JIBYU3MEPEH BAPKO/|

JIBynsamepeH 0apKoJ ¢ BKIIIOUEH YHHKAJICH UICHTH(OUKATOP

| 18. YHUKAJIEH UAEHTUO®UKATOP — JAHHHU 3A YETEHE OT XOPA

PC
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Bb. IUCTOBKA
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JlucroBka: undopmanus 3a norpeduTeNs

Naveruclif 5 mg/ml npax 3a un¢y3nonna qucnepcust
nakauTakcen (paclitaxel)

IIpouyeTeTe BHUMATEIHO LSIJIATA JIMCTOBKA, IPeH Aa 3all09HETe /1a U3M0J13BaTe TOBA J1eKAPCTBO,

Thil KaTO TS ChABPKA BaxkHa 32 Bac nndopmanus.

- 3amazere Ta3u IUCTOBKA. Moke 1a ce HAJIOXKH J1a 51 POYEeTeTe OTHOBO.

- AKO uMare HIKaKBH JOIBJIHUTEIHU BBIIPOCH, MONMUTaNTe Bamus nekap nin MeIuIuHCKa
cecrpa.

- Toga nekapcTBoO € npeanucano JuyHo Ha Bac. He ro npeorcrbiBaiiTe Ha apyru xopa. To Moxe
Jla UM HaBpe/IH, He3aBHCUMO Y€ TIPU3HAIINTE Ha TAXHOTO 3a00JIsIBaHe ca ChIIUTE KaTo Bammure.

- AKO MONTy4nTE HIKaKBU HEXKEJIAHU PEAaKIMHU, yBeZoMeTe Balus iekap Hiu MEAULIMHCKA CECTPA.
ToBa Bx/IIOYBa ¥ BCUYKH BE3MOXKHHU HEKEIaHU pCaKknumn, HEONMCaHu B Ta3W JIMCTOBKA. Buxte
TOUKa 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA:

1. Kaxkso npencrasmnsisa Naveruclif u 3a kakBo ce u3mnosn3sa

2. Kaxkso TpsOBa 1a 3HaeTe, penu aa usnoassare Naveruclif

3. Kak na uznomssare Naveruclif

4. BB3MOXHU HEXETaHU PeaKIUU

5. Kak ma cexpanssare Naveruclif

6. CobappkaHue Ha OMAKOBKATA M JAOMBIHUTEIHA HHPOPMAIIHSI

1.  Kaxkso npencrasiasBa Naveruclif u 3a kakBo ce n3noJizsa

Naveruclif cbrbprka KaTo aKTHBHO BELIECTBO MAKIUTAKCEN, Mo (hopMara Ha MUKPOCKOTTUYHH
YaCTHIM, HAPEUCHH HAHOYACTHUIIM, CBbP3aH KbM YOBEIIKUS MPOTEUH aiOyMuH. [laknuTakcen
NPHHAUISKH KbM IpyIa JISKapCTBa, HAPEUCHH ,,TAKCAHH ’*, U3MIOJI3BAHHU IIPU PaK.

° IlaknuTakcel € OHa3H 4acT OT JICKapCTBOTO, KOATO B’B3I{€I>’ICTBa BBPXY paka, TOH ﬂeﬁCTBa
KaTo Crirpa ACJICHETO Ha PAKOBUTE KJIIETKM — a TOBa O3Ha4YaBa, 4€ TC yMHparT.
° AJ'I6YMI/IH’I>T € OHa31 49acCT OT JICKAPCTBOTO, KOATO IOMaAra Ha MaKJIUTAKCEI a CC pa3TBOPU B

KPBBTA ¥ Jia IPOHUKHE B TYMOpA Ipe3 CTEHUTE Ha KPhBOHOCHUTE ChIOBE. ToBa 03HayYaBa, e
HE ca HEOOXOAMMH IPYTH XUMHYHH BEIIECCTBA, KOUTO €BCHTYATHO MOTAT J1a MIPUYHHST
JKUBOTO3ACTPAIIIABAIIN HEXKEIAaHH Peakilui. TakuBa HeXKeJIaHU PEaKIMH Bh3HUKBAT MHOTO
mo-maiko ¢ Naveruclif.

3a kakBo ce u3noua3sa Naveruclif
Naveruclif ce u3monsea 3a ieueHre Ha CIIEAHNUTE BUIOBE PaK:
Pak Ha repaara

. Pak Ha rppraTta, KOWTO ce € pa3mpoCTpaHMII B APYTH YAaCTH Ha TsUIOTO (TO ce Hapuya
,»METacTaTH4eH  paK Ha I'bpAATa).
. Naveruclif ce u3mos3Ba npu MeTacTaTHUCH PaK Ha I'bpAaTa, KOraTo € OMUTAHO IOHE €IHO APYTO

JIe4eHHe, KOCTO CE € OKa3aJlo HeYCIeNHO ¥ Bue He cTe moaxo sy 3a JIeueHus, BKIFOYBAIIH
rpyna JeKapcTBa, Hape4eH! ,,aHTPAIMKINHT .

o [Ipu xopa c MeTacTaTW4eH pak Ha I'bplaTa, KouTto ca noiny4ymiau Naveruclif, koraro apyra
Tepamnus € Ouiia HeycIelHa, UMa 0-ToJisiMa BEPOSITHOCT pa3MephT Ha TyMOpa Jia Hamaee U Te
JKUBESAT [0-IBJIT0 OT XOPaTa, MONTYUYHIN alTepPHATUBHA TEPAIusL.

Pak na nankpeaca

o Naveruclif ce u3mon3ea 3aemHO ¢ JIEKAPCTBO, HAPEUEHO TEMIIMTAONH, aKO UMaTe METaCcTaTHIEH
pak Ha maHkpeaca. Xopa ¢ MeTaCTaTHYEH pak Ha MmaHkpeaca (pak Ha ITaHKpeaca, KOUTO ce €
PastpOCTPaHWI U B IPYTH YaCTH Ha TSUT0TO), kouTo momy4yasat Naveruclif ¢ remiutadbus B
KJIMHUYHO M3MUTBAHE, )KUBEAT MO-IBJTO OT X0Opara, Moy4aBaid CaMO FeMIIUTa0OKH.
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Pak na 6emust npo6

. Naveruclif ce n3non3Ba u 3a¢HO C JEKAPCTBO, HAPEUCHO KapOOTIATHH, aKO MMAaTe Hali- YeCTUS
BHJI pak Ha Oenus Apo0, HapedeH ,,HeApeOHOKIETHUCH paK Ha Oenns apoo”.
. Naveruclif ce n3nossea npu HeAPeOHOKICTHUEH paK Ha Oejvst P00, KOraTo ONepalusaTa WK

JIpYCTCPpAIIUATA HC Ca MMOAXOAAIIN 3a JICUCHNUC Ha 3a00JIIBaHETO.

2. Kakso Tpsi6Ba 1a 3naete, npenu n1a u3noassare Naveruclif

He m3nom3Baiite Naveruclif

. aKo CTe aJIeprUYHU KbM MaKIUTAKCEN WIN KbM HSIKOSI OT OCTaHAJIMTE ChCTABKH Ha JIEKapCTBOTO
(130poeHH B TOUKA 6);
aKO KbPMUTE;

. aKo MMaTe HUCHK Opoii Ha OennTe KPHBHU KIIETKH (M3X0/eH Opoi Ha HeyTpoduiInTe
<1500 knerku/mm?® — Bammsr nekap uie Bu mocsBeTBa 3a T0Ba).

Ipexynpexnenns: u npeanasHu MepKu
ToBopete ¢ Barus nekap win MEIUIMHCKA cecTpa, mpeau aa usnonssare Naveruclif

. aKo MMare MoHIKeHa ObOpedHa (QpyHKIHS;
. aKO UMaTe TEeXKKH YepHOAPOOHH MpodIeMu;
. aKO MMaTe ChPJIEYHH MPOOJIEMH.

FOBOpeTe ¢ Bamus JICKap Wi MEANIMHCKA CECTPaA, aKO U3IMUTATC HAKOEC OT TE3U ChbCTOAHUA, JOKATO
Bu JICKYBAT C NaverUCIif, Bammsar JICKap MOXC [a MOUCKa Aa CIIpeC JICUCHUCTO WX 1da HaMaJIk J03aTa:

° AaKO IMOJIYYUTE HECCTCCTBCHO IMOCHMHABAHE, KbPBCHE WM ITPU3HAIW Ha I/IHq)eK]_[I/ISI KaTo
BB3MAJICHO I'bPJIO WITH TPECKA;

o aKo TIOYYBCTBAaTe U3TPBIBAHE, MPaBYUYKaHE, OOIKAHE, UyBCTBUTEIHOCT MPH JOMTUP HITH
MYCKYJIHA CJIa00CT;

o aKo MMare mpoOJIeMH C IUIIAHETO, KaTo HAPUMEp 3a/IyX WK CyXa KallUIUIIA.

Jeua u roHomm
Naveruclif e camo 3a Be3pacTHH U He TPsAOBA J1a ce IMpUIIara Ha Jela U FOHOLIH 1Mo 18 roauHu.

Opyru gexapera u Naveruclif

Tpsi6Ba na kaxete Ha Baius jgekap, ako npreMare HiId HaCKOpO CTe MpHeMalTi APYTH jiekapcTsa. Tosa
BKJIFOYBA ¥ JICKApCTBa, OTIYCKaHN 0e3 pelenTa, BKIFOYUTEIIHO 1 PACTUTEIIHH JekapcTBa. ToBa e Taka,
zamroro Naveruclif mosxe ia mosmwsie HauMHA, 110 KOWTO JeHCTBAT HAKOM APYTH JekapcTBa. OCBEH TOBa
HSIKOM JIPYTH JICKapCTBa MOTAT Jia MOBJIHSAT HauKHa, 1o koiTo neiictBa Naveruclif.

bwiere BHUMaTeHE U roBopeTe ¢ Bamust siekap, korato nmpuemare Naveruclif eqrnoBpemerHo ¢ Hsikoe

OT CJIEIHUTE:

o JIeKapcTBa 3a JIEYeHHe Ha WH(EKINUY (HalpruMep aHTHOMOTHIIN KaTO €pUTPOMHIINH,
pudaMIuIKH 1 1p.; monuTaiite Bammus nexap, MeAUIMHCKA cecTpa WiK (apMaieBT, ako He CTe
CUTYpHH Jali JIEKApCTBOTO, KOETO MpHUeMare, € aHTUOMOTHUK), BKITIOUNTEITHO U JIEKapCcTBa 3a
JieueHue Ha THOMYHU HH(EKINH (HampuMep KeTOKOHA301);

. JIeKapCTBa, U3M0J3BaHU 32 1a Bu momorHar na crabuinusupare HaCTPOCHUETO CH, KOUTO
MOHSKOTa C€ HapHyaT M aHTUACTIPECanTH (HarmpumMep (IyoKCEeTHH),

. JIeKapCTBa, M3IMOJI3BaHM 3a JICUCHUE Ha MPUTIaAbIH (emmwiencrs) (HampuMep kKapOaMa3eriH,
(denuTouH);

. JIeKapCcTBa, U3MOJI3BaHM 3a 1a By moMorHar 3a HamansBaHe Ha HUBaTa Ha JIMIIUANTE B KPbBTa
(manpumep rempuodpo3mN);

o JIEKapCTBO, U3IOI3BAHO 32 CTOMAIIHH KUCEIIMHH WIIM CTOMAIIIHU SI3BH (HallpUMep [UMETHIUH);

. JexapcTBa, u3non3Banu 3a geuenue Ha HIV u CIIMH (nanpumep putoHaBUp, CAKBHHABUD,

WHAWHABUP, HEJIPUHABHD, e(haBUPEHI], HEBUPAIIHH);
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. JICKapCTBO, KOETO ChABPIKa KIOMUIOTPE, U3IIOI3BAHO 3a MPENOTBpaTsBaHe Ha (popMUpaHEeTo Ha
KPBBHHU CHCUPEIIH.

Bpemennoct, kbpMeHe U (pepTHIINTET

[MTaxmuTakcen MOXe J1a MPUYMHN CEPHO3HM BPOAEHH Ae()EKTH U 3aT0Ba HE TPsIOBa Ja ce U3IO0JI3Ba, aKO
cTe OpemMeHHa. Bamust nexap e Bu HazHauu TecT 3a OpeMEHHOCT, IPeAHU /1a 3aIll0YHETE JICUEHHE C
Naveruclif.

JXenwure B 1eTepoHa Bb3pacT TPsAOBA J1a M3MOJI3BAT €(PEKTUBHA KOHTPAIIEIIIMS 110 BPEME Ha U 3a Haii-
Manko 6 Mecena cinen aeueruerto ¢ Naveruclif.

He xbpmere, nokaro mpuemare Naveruclif, Teii kato He € M3BECTHO Jajii aKTUBHATA CHCTaBKa
MakKJIMTaKcesI MpeMUHaBa B KbpMara.

Ha nanuieHTHTE OT MBXKKH TIOJ CE TPETOphyBa JIa H3MO3BaT €(hEKTHBHA KOHTPAIICTIIHS U JIa H30srBar
3aueBaHETO Ha Jela [0 BpeMe Ha U 3a Haii-MaJko 3 Mecela clie]l ICYeHHeTo 1 TpsOBa 1a ce
KOHCYJITUpAT OTHOCHO 3aMpa3sBaHETO Ha cliepMa IIPeaH JICUEHUETO, IOPaal Bb3MOXKHOCTTA 3a
HeoOpariMo Oe3ruioaue B pe3yarar Ha geueHuero ¢ Naveruclif.

[TocwBeTBaiite ce ¢ Bamms nexap npean ynorpebara Ha TOBa JIEKapCTBO.

lodupane u paéora ¢ MAIIUHU
Hsikou Xopa Moye J1a ce TIo4yBCTBaT YMOPEHH WITH 3aMasiHu, ciies karo nomyyar Naveruclif. Ako Tosa
ce ciryun ¢ Bac, He modupaiite u He U3MON3BaliTe HUKAKBA HHCTPYMEHTH HJIH MAIINHH.

Axo Bu ce paBar u qpyru ekapcTBa KaTo 4acT OT JiedueHueTo Bu, momonere Bamms nekap 3a cbBeT
OTHOCHO TIO(UPaHETO U paboTara ¢ MaITUHM.

Naveruclif cbabpxa HaTpuid
ToBa nekapcTBO chabpika mo-majiko ot 1 mmol Harpwuii (23 mg) a 100 mg, T.e. MOXe Ja ce Kaxe, 4e
NPAKTHYECKU HE ChIbPIKA HATPH.

3. Kak na msnouassare Naveruclif

Naveruclif mie Bu Ob1e npuiaran ot Jiekap Wi MEAUIIMHCKA CECTpa, BbB BeHa, 1oj (hopMara Ha
WHTPaBEHO3HO KaITKOBO BiMBaHe. /[03ara, KosAToO MoIy4aBare, ceé OCHOBaBa Ha TelecHaTa Bu
MTOBBPXHOCT U Ha pe3yATaTuTe oT KpbBHUTE Bu n3cnenBanmsa. OOnvaifHaTa 103a 3a pak Ha rbpiara €
260 mg/m? TenecHa MOBLPXHOCT, IpHIIarana B pamkure Ha 30 munyTn. OGnuaiinara 103a 3a
HanpeaHas pak Ha mankpeaca e 125 mg/m? TejxecHa NOBBPXHOCT, IPUJIaraHa B paMKuTe Ha 30
munyTH. OOnyaiinara 103a 3a HePeOHOKIETHYEH paK Ha Oesust 1po6 e 100 mg/m? Tenecua
MMOBBPXHOCT, NIPHJIarana B Mpoab/keHne Ha 30 MUHYTH.

Koo gecto mie moayuaBare Naveruclif?
3a jeyeHue Ha MeTacTaTHueH pak Ha rbpaara Naveruclif o6ukHOBeHO ce mpuiara BeIHbK Ha BCEKH
Tpu ceaMuIy (B 1eH 1 oT 21-1HEBEH IUKBIT).

3a sieyeHue Ha HarpeaHa pak Ha nankpeaca Naveruclif ce mpunara B nen 1, 8 u 15 ot Bceku 28-
JHEBEH IIMKBII Ha JedeHne, karo Beauara cien Naveruclif ce mpuara remiuraGus.

3a yileyeHne Ha HeaPeOHOKIEThYEH pak Ha Oemus apod Naveruclif ce mpusara BenHbk Ha BCsika
cenmuna (T.e. B tHUTE 1, 8 1 15 oT Bcekn 21-mHEBEH MUKBI), KaTO KapOOIJIaTHH Ce MpIIara BEAHBK
Ha BCEKU TPU CEAMUITH (T.€. caMo B JIeH 1 oT Bceku 21-THEBEH IUKBII), BEIHATA CIIE]] KaTo €
npunoxena gosara Naveruclif.
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AKO nMare HSKaKBH JOITBIHUTENHN BBIIPOCH, CBBP3aHHU C yroTpedaTa Ha TOBa JIEKAPCTBO, MIOMTUTANTE
Bamus nekap uinm MeIUIIMHCKA cecTpa.

4,

Bb3MOKHM HeKeJTaHU pe€aKkuumn

Kakto BcHuku JICKApCTBa, TOBA JICKAPCTBO MOXKC Aa MPCAN3BUKA HEKCIIAHNU PCAKIINU, BBIIPCKU Y€ HC
BCCKHU I'1 TTIOJTy4daBa.

MHOro 4ecTuTe HEXKCIaHU pCaKknun Morar a 3aCerHar rnoBeuc oT 1Hua 10 AyHIn:

Kocomnan (B moBeueTo ciaydyan KOCONMaabT Ce MPOSABSIBA [TO-MAJIKO OT €IHH MECEI CIIe/I 3all04BaHe
ua Naveruclif. Koraro ce mposiBu, KoconaasT € oueBuaeH (Hag 50%) mpu MHO3HHCTBOTO OT
TAIUCHTUTE)

O6pus

Heo6uuaitno HamansiBane Ha Opost Ha OenuTe KPbBHU KIETKH (HEyTPODUIN, TUM(OIUTH WITH
JICBKOLIUTH) B KPBHBTA

Jeduur Ha yepBeHN KPBHBHU KIETKU

HamansBane Opost Ha TPOMOOLIUTHTE B KPBHBTA

Edexr Bopxy nepudeprute HepBu (00Ka, U3TPHIIBaHE, MpaBYUYKaHe WM 3ary0a Ha
YYBCTBUTEIHOCT)

Bbonka B eqjHa wiM oBede CTaBH

bonka B Myckynute

l'anene, nuapwusi, 3amek, adhTu B ycTara, 3aryoa Ha armeTuT

IToBpbiiane

Crnaboct 1 ymMopa, BUCOKa TeMIepaTrypa

O06e3BoHsBaHE, HAPYIIICHIE HA BKyca, 3ary0a Ha TeTo

Hucku HuBa Ha Kanuii B KpbBTa

Henpecus, nmpobiemu cbC CHHS

I'maBoGomnue

CryneHu TpBIKA

3arpyaHEeHO TUIIaHe

3amaiiBaHe

OTOK Ha JTUTaBUIUTE U MEKUTE ThKaHU

[ToBumeHn cTOHHOCTH HA YepHOAPOOHNUTE (DYHKIIMOHATHH HOKa3aTeIH

Bonka B kxpaliHUITUTE

Kanumna

Kopemua Goika

KbpBene ot HOCa

YecTHuTe HEXKEITAHA PEAKIIMN MOTAT JIa 3acerHar a0 1 ua 10 mymm:

Cwp0Oex, cyxa Koxa, HapyIIeHUs] Ha HOKTHTE

Wudexnus, BUCOKa TeMIiepaTypa ¢ HamalieH Opoii Ha orpe/ielieH BUJ] OelTi KPHBHU KIETKU
(HeyTpoduin) B KpbBTa, 3a4uepBsABaHe, KAaHIU103a, TeKKa HHPEKIU Ha KpbBTa By, KOsATO MOXKe
na ObJe MpUYMHEHa OT HAMAJISIBAHETO HA OeNIMTEe KPbBHU KIICTKH

Hamarnen Opoii Ha BCHYKU KPBBHU KIETKH

Bonku B repnTe MM B I'BPIOTO

CroMaiHo pa3cTpoNCTBO, KOPEMEH AUCKOM(OPT

3any1eH HoC

Bonku B repOa, O0IKM B KOCTHTE

Hapymrena MycKyiaIHa KOOpAWHALMS WK 3aTPYIHEHO YeTEHE, YBEIIMUCHO WM HAMAaJICHO
CBII300T/CIsHE, 3ary0a Ha MUIJIH

[IpomeHu B chpeUHATA YECTOTA WIH PUTHM, ChPACYHA HEJOCTATHYHOCT

[NoHmkeHO WM MTOBUILIEHO KPBBHO HAJISITaHE

3auepBsBaHe WM MOAYBaHE HAa MSICTOTO HA MH)KEKTHpPaHe
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TpeBoxkHOCT

Wndexnus B 6enute qpodose

Wndexnus Ha MMKOYHUTE TBTHILA

3amymBane Ha yepBara, Bb3IaJeHHE Ha Ae0eJI0TO YepBO, Bb3MaJICHNUE Ha )KIIbYHHUTE MbTHIIA
OcTtpa OBOpevHa HeTOCTaTHhYHOCT

[loBumien 6unupyOuH B KpbBTa

Kanuisine Ha kpbB

Cyxota B ycTara, TpyQHO MPETTbLIaHe

MyckynHa cnaboct

3aMBINICHO 3pEeHUE

HeuecTuTe HEexxeIaHU peaklMK Morar fa 3acersar 1o 1 Ha 100 gymm:

o [ToBumieHo Terio, MOBUINIEHA JAKTaT JeXHIpoTreHas3a B KpbBTa, HamajeHa Ob0peuna QpyHKmus,
HOBHIIICHA KPBBHA 3aXap, TIOBHIIEHO HUBO Ha (ochop B KpbBTa

o Hamanenu pedunexcn win mrca Ha pediekcH, HeBOJIHH JBIKEHHS, 00JIKa 0 MMPOTEKSHUETO Ha
JaJieH HepB, IPUMAIbK, 3aMaiiBaHe MPH U3NpaBsSHE, TpEIepeHe, mapaju3a Ha JUIEeBUs HEPB

o Jpa3HeHe B ounte, OOJIKA B OUNTE, 3a4epBIBaHE HAa OUUTE, ChPOEK HAa OUUTE, JBOIHO BIIKIAHE,

HaMaJICHO 3PSHUE WM BIKJAHE Ha OJISICBAIIN CBETIMHH, 3aMBIJICHO 3pCHHUE, IBJDKAIIO CE Ha
OTOK Ha peTHHaTa (KHUCTOHUCH MaKyJIeH eIeM)

o Bornka B yxoTo, nHIIeHe B yIIUTE

o Kanumma ¢ xpadku, HeIOCTUT Ha BB3IyX NP BEPBEHE WM IIPU M3KauyBaHE HA CTHIOH, Xpema
WM CyXOTa B HOCA, HAMAJICHH JMXaTeJIHU 3BYIH, Boa B Oenust Ipo0, 3aryda Ha riaca, KpbBeH
ChCHUPEK B Oeus Ipo0, CyxX0oTa B I'bPIIOTO

. I'azoBe, cToManrHu crazmu, 00JIE€3HEHOCT WIIH Bb3MaJeHUEe Ha BEHIUTE, PEKTaIHO KbPBEHE

. bonesneHo ypuHupaHne, 4ecTo ypuHHUpaHe, KpbB B ypUHATa, HEBB3MOKHOCT 32 3aIbpKaHE Ha
ypuHa

o Bonka B HOKTHTE Ha pblieTe; TUCKOM(POPT B 00JacTTa HA HOKTHTE, 3ary0a Ha HOKTHUTE Ha

pBIIeTe, ypTUKapHs, OOJIKa 10 KoJKaTa, 3a4epBsiBaHe Ha KO)KaTa MpHU CIIbHYEBA CBETIIMHA,
MpoMsIHA Ha IIBETa Ha KOXKaTa, 3aCHJICHO MIOTEHE, CPEAHOIIHO TOTEeHe, OeH y4acThIH MO
KOYKaTa, pa3paHsBaHUs, OTHIAHE HA JIUIETO

. [TonmxkeHo HUBO Ha Gocdop B KPBBTA, 3aAbpKaHE HA TECYHOCTH, HUCKO HMBO Ha aJIOyMUH B

KpPBBTa, 3aCHJICHA )KaXKa, TOHMKEHO HMBO Ha KaJll[il B KPBBTA, MOHIKEHA KPhBHA 3axap,

MOHM)KEHO HUBO Ha HAaTPUH B KPBBTA

Bonka v mogyBaHe B HOCa, KOKHU MH(EKINH, WHPEKITUH, TPETN3BUKAHN OT KaTeThP

OO0pasyBaHe Ha CHHUHU

Bonka B 30Hara Ha TymMOpa, TYMOpHa HEKpo3a

[lormxaBaHe Ha KPHBHOTO HAJIATaHE MPH U3MPaBSHE, CTY/IEHUHA HA PBIETE U KpaKara

3arpyaHeHO X0JeHe, TOyBaHe

AneprudHa peakuus

Hamanena ¢yHkius Ha YepHUs Ap0O, YBEJIUUEH pa3Mep Ha YePHUS Ipo0

bosnka B repaara

besnokoiicTBO

Maiku KpbBOU3JINBH 110 KOKara By, IbJKaliy ce Ha CbCUPEHA KPbB

ChcTosiHME, BKITIOYBAILO pa3pylIaBaHe HA YepPBEHH KPBbBHU KJIETKU U ocTpa ObOpedHa

HEA0CTaThYHOCT

Penkure HexxenaHu peakuuu Morat na 3acersat a0 1 Ha 1 000 gymmu:

o Peakmus Ha KoXara KbM JAPYTrO CPEJCTBO MM OEI0IpOOHO Bh3NalleHHE cliell 00IbYBaHe
KpbBen cveupex

MHoro 3a0aBeH IyJIc, ChbpACUCH MPUCTHIT

W3Tryane Ha JIeKapcTBO U3BBbH BeHATa

Hapyiienue Ha eIeKTpoIpoBOHATA CHCTEMA Ha ChPIIETO (aTPUOBSHTPUKYIapEH OIOK)

MHoro peakuTe HEXeJIaHU peakiuu Morat jaa 3acerrar jo 1 xa 10 000 gyrmu:
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. Texko Bh3ManeHue /00pUB MO KOXKaTa U JIUraBUImTe (CHHApOM Ha CTUBBHC-/[PKOHCHH,
TOKCHYHA eTHePMaTHA HEKPOIH3a)

C Hen3BeCcTHA 4ecTOTA (OT HUIMYHUTE JaHHU HE MOXKE J1a ObJic HalpaBeHa OLIEHKa 3a YeCTOTaTa)
. BrBbpasBane/yaeOensBaHe Ha Koxara (CKIEpOIEpPMHUsI)

Chol0uiaBaHe HA HeXKeJJaAHU peaKnnu

AKO NOy4nTe HAKAKBU HEXEJIaH! JIEKAPCTBEHU PEakliy, yBeaoMeTe Bamms nekap nim MeTuimuHCcKa
cecTpa. ToBa BKJIIOYBAa BCHUKU Bb3MOXXHHM HEOTIMCAHH B Ta3M JIMCTOBKA HEXKeJIaHHU peakuuu. Moxere
CBIIIO J1a CHOOIIUTE HEXKEJIAHN PEaKIMU JUPEKTHO Upe3 HAal[OHAJIHATa CHCTEMa 3a ChOOIIaBaHe,
nocoueHa B [Ipunoxenue V. Karo cro0mmaBare HexxelaHu peakiiy, MOXKETe Ja AafeTe CBOs IPUHOC 32
MoJy4aBaHe Ha MoBede HHPOpMAIHs OTHOCHO 0€30IacCHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na coxpansBare Naveruclif
Jla ce chxpaHsBa Ha MSICTO, HEAOCTBITHO 32 JIelia.

He n3non3BaiiTe ToBa 1eKapCcTBO Ciel CpOKa HA TOIHOCT, OTOEISI3aH BhPXY KapTOHEHATa OITAKOBKA H
¢maxona cnen ,,l onen no:” u ,,EXP”. CpokbsT Ha TOJHOCT OTTOBapsi Ha MOCICTHUS JEH OT MTOCOYCHUS
MeceIl.

HeotBopenn ¢makonu: CbxpansBaiite (akoHa B KapTOHEHAaTa OMAKOBKA, 32 Jla Ce MPEANasu oT
CBETJIMHA.

Cren mbpBOHAYATHOTO PEKOHCTUTYHPAHE, JUCIIEPCUsTA TPAOBa Ja ce M3I0JI3Ba He3a0aBHO. AKO HeE ce
W3I0J13Ba He3a0aBHO, AUCIIEPCHUITa MOXKeE J1a ObJie chXpaHsBaHa B xnammiHuK (2°C-8°C) 3a He moBeue
oT 24 yaca, BbB (h1aKkoHa, KaTo ce JbP’KM B KAPTOHEHATa OMAaKOBKa, 3a Jia ce MPe/ia3u OT CBETIIMHA.

HpI/IFOTBeHaTa AUCTIEPCHUA 3a UHTPABECHO3HO KAIIKOBO BJIMBAHC MOXKE 1a C€ ChbXpaHABa B XJIAAUJITHUK
(2°C-8°C) 3a He noBeue oT 24 yaca, 3alIUTEHa OT CBETIIMHA.

JlokazaHa e xuMuuecka u (U3nUecka CTaOMITHOCT 10 BpeMe Ha yrnorpeba 3a 24 Jaca rmpu TemIieparypa
2°C-8°C, xoraro JeKapCTBOTO € 3alIUTEHO OT CBETIIMHA, ITocieABaHo OT 4 yaca npu 25°C, xorato He €
3aIIUTEHO OT CBETIINHA.

Bammsr nexap i gapManeBT OTroBaps 3a IpaBUIIHOTO U3XBBPIISIHE HA HEU3ITOI3BAHUTE KOJHUYECTBA
Naveruclif.

6. Cohbabp:kaHue HAa OMAKOBKATA U Apyra mHQopmManus

KakBo chabpska Naveruclif

. AKTHUBHOTO BEII[ECTBO € maknuTakcen.Becexn ¢makon ceappxa 100 My makimuTakcen moj
(dopmara Ha HAHOYACTHILH, CBBP3aHH ¢ aaOymuH. Cie peKoHCTUTYHpaHe eauH ml ot
IHCTIEPCUATA ChABPKA 5 MQ MaKIUTaKceT Mo popMara Ha HAHOYACTHIIH, CBbP3aHH C aJTOyMUH.

. Jpyrara cecTaBka € anOyMmuH (4oBeKH) (ChAbpkKa HarpueB Kanpuiaar U N-amerun-L-
tpurrrodan), BK. Touka 2 ,, Naveruclif ceasprxa marpmii”.

Kak m3riexaa Naveruclif m kakBo cbabpp:ka onakoBKaTa

Naveruclif mpencrasisBa Osu1 10 KBIT Mpax WK THOPHIM3MPaHa KOMIIAKTHA Maca 3a HH(y3HOHHA
nucriepcust. Naveruclif ce mpeanara B cTbriieH# (IakoHH, BCEKH OT KOUTO Chabpka 100 mg
MakauTakces moj popMara Ha HAHOYACTHUIIH, CBEP3AHU C aJ0yMHUH.
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Bcska omakoBka chappka 1 rmakon.
IIpuTexkaTes Ha pa3penieHHeTO 32 ynorpeda U NPOU3BOAMTE

IIpuTexares Ha pa3pelIeHHETO 32 YOTpeda
Accord Healthcare S.L.U.

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

Barcelona, 08039,

Hcnanus

IIpousBoauren

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

95-200 Pabianice,

ITommra

W

Laboratori Fundacié Dau

C/ C, 12-14 Pol. Ind.

Zona Franca, Barcelona, 08040,
HUcnanns

W

Accord Healthcare Single Member S.A.,
64" Km National Road, Athens,

Lamia, Schimatari, 32009,

I'epuus

3a BcsAkakBa HH(MOPMAITUS OTHOCHO TOBA JIGKAPCTBO, MOJIS, CBBPXKETE CE C MECTHHS TPEICTABUTEN HA
MPUTEKATENSI HA pa3pelIeHreTo 3a ymorpeoda:

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

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

EL

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

I[aTa Ha IOCJCIHO NMpepasriie;kaAaHe Ha JIMCTOBKaTa

[Monpo6Ha nH(OpMaIs 3a TOBa JICKAPCTBO € peJ0CTaBeHa Ha yeOcaiita Ha EBporietickara areHIust
T0 JiekapcTBara http://www.ema.europa.eu

3a MeIMIIUHCKHU CIeNHATIUCTH

ITocouenara mo-a0Jy I/IH(i)OpMaLII/IH € IpcaAHa3Ha4YCHa CaMoO 3a MCAUIIMHCKHA CIICTIUAJIUCTHU:
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Ykazanus 3a ynorpeda, pabora u u3XBbpJisiHe

Ipenynpe:xaeHus 3a IPUIOTBsIHE M MPHJIOKEHHE

[TakiuTaKcen € UTOTOKCHYEH IPOTHBOPAKOB JICKAPCTBEH MPOAYKT U KAKTO IIPH APYTH MOTCHIIHATHO
TOKCHUYHH BellecTsa, pu pabora ¢ Naveruclif e Heo6xonumo nmosuieHo BHIMaHue. TpsiOBa 1a ce
M3I0JI3BaT PHKABHIIH, OUIJIA U 3alIUTHO 00Jeki0. Ako qucrepcusta Naveruclif nonanse Bepxy
KOXKara, Kokara TpsiOBa Jia ce nu3mue He3abaBHO 1 00MITHO ¢ Boaa u carmyH. Ako Naveruclif momanne
BBPXy JIMTABHUIIA, TUraBHIaTa TpsAOBa aa ce mpomue obmiHo ¢ Boaa. Naveruclif TpsioBa na ce mpurorss
U [pUJIara caMo OT IIePCOHaJ, MOAXOAAII0 00yUeH 3a paboTa ¢ IMTOTOKCHYHHU BellecTBa. BpeMeHHH
*KeHH He TpsoBa na padotsat ¢ Naveruclif.

Karo ce nma npenBu/] Bb3MOXKHOCTTA OT €KCTpaBasalysi, IPENOPHUYUTEITHO € BHUMATEIHO J1a Ce
HaOJI0aBa MACTOTO Ha MH(Y3USITA 32 Bb3MOXKHA MHPHUITPALIUS [IPU MTPUJIaraHe Ha JICKapCTBEHHS
npoaykt. OrpanudaBanero 10 30 MuHyTH Ha BiuBaneTo Ha Naveruclif, kakro e yka3aHo, HamaJsiBa
BEPOSATHOCTTA OT CBbP3aHH C HH(]Y3HATA PEAKIIUH.

PekoHcTHTYHpaHe HAa MPOIYKTA M MPHJIOKEHUE
Naveruclif TpsioBa na ce mpuiara moja HaOIFACHHETO HA KBaTU(UIIMPAH OHKOJIOT B 3BEHA,
CIICNUATM3UPAHU B IPHIIOKEHUETO HA IIMTOTOKCUYHU CPE/ICTBA.

Naveruclif e mox ¢opmara Ha cTepriieH THOGHUIN3NPAH MPax 3a PEKOHCTUTYHPaHe Tpean ynoTpeoa.
Crient pekoHCTHTYHpaHe e Ml oT aucnepeusiTa Chabpxka 5 My makauTakcen nox gpopmara Ha
HAHOYACTHIIH, CBbp3aHu ¢ anoymuH. [IpurorBenara aucrnepcust Naveruclif ce mpuara uaTpaBeHo3HoO,
KaTo ce U3non3Ba Habop 3a nHQY3us, BKIOUBAII 15 UM GuaTep.

C momorIra Ha CTEpUIIHA CIIPUHIIOBKA, TpsiOBa 6aBHO j1a ce umkekTupa 20 ml Harpues xaopua
9 mg/ml (0,9%) undysnoneH pa3TBop BbB (makoHa, chabpixart Naveruclif, 8 mpoxsmkenne Ha mone 1
MUHYTA.

Pa3tBOpBT TpsiOBa a Ob/Ie HACOUYEH TaKa, 4Ye J1a C€ CTHYA MO BhTPEIIHATa CTeHa Ha (IaKoHa.
PasTBOpBT HE TpsAOBa Aa ObAe MHKEKTUPAH HAIIPaBO B Mpaxa, Thil KaTo TOBA IIe IOBEIE O
o0Opa3yBaHETO Ha IISHA.

Cnen kato 100aBSHETO 3aBbPIH, (DIAKOHBT TPsOBa J1a ObJIC OCTABEH Ja MPECTON Hal-MaJIKO

5 MUHYTH, 32 J1a C€ OCUTYPH TIOIXOSII0 OBIKHIBAHE HAa TBhpAaTa cheTaBka. Ciiesl ToBa PIakoHBT
TpsiOBa JIeKo M 0aBHO Ja ce pa3KJama ¢ KpbrooOpa3HU ABMKEHUS H/WITH O0pbhINa 3a IOHE 2 MUHYTH 10
MOBTOPHOTO JHcCIIeprupane Ha mpaxa. TpsaOBa fa ce u30sarsa oopa3zyBaHeTo Ha IsiHa. AKO ce o0pasyBaT
NsiHA WM Oy4KH, TUCTiepcHs TpsiOBa a ObJie OCTAaBeH Jia MPECTOM MOHe 15 MUHYTH 10 U34e3BaHe Ha
TsTHaTA.

PexoHcTuTynpanara qucnepcus TpsOBa J1a ObJie T0A00HA HAa MIIIKO U XOMOTEHHa, 03 BUJINMU
npenunurard. Moxe Jia ce oy4r U3BECTHO yTassBaHe Ha MPUTOTBEHATa JUCIepCcHs. AKO UMa
BHJIMMH TIPEITUITUTATH WU yTakKa, (pIakoHBT TpsiOBa ma ObJe OTHOBO BHUMATEITHO OOPBINaH, 3a Ja ce
OCHUT'ypH TIOBTOPHO JUCIIEPTUPaHe TIPEAN yIoTpeoda.

[IpoBepete aucniepcusiTa BB (U1akoHa 32 BUIMMU YacTUIM. He npuiaraiite peKoHCTUTyHpaHaTa
JUCTIEPCHS, aKO BB (pIIaKOHA CE HAOIONaBaT BUUMH YaCTHIIH.

Tps0Ba 1a ce M3UKCIIM TOYHHAT 001 00eM 3a MpHIarale ot Aucnepcusra 5 mg/ml, Heo6xomum 3a
MarMeHTa, ¥ ChOTBETHOTO OIPEIEIEHO KOIMUeCTBO OT pekoncturyupanus Naveruclif ma ce
WHXKEKTHpa B npaseH, crepuiieH, PVC unu ve-PVC cak 3a nHTpaBeHO3HA HHDY3HS.

VYnorpebara Ha MEMIIMHCKH U3AETHSL, ChbPKAIIN CHIIMKOHOBO MACIIO KaTo JIyOpUKaHT (Harp.
CIIPUHLIOBKY U MHTPAaBCHO3HH CaKOBE) 3a PeKOHCTUTYynpane u npunarane Ha Naveruclif, moxe na
J0Beie 10 00pa3yBaHEeTO Ha OCNTHYHYU HHIIKHU THII ,,ipo3pauHa nanenka”. [Ipunaraiite Naveruclif
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KaTo U3I10J13BaTe HaObop 3a nH(Y3Hs, BKItOYBAI 15 UM GuiaTsp, 3a 1a u30erHere npuiaraHeTo Ha Te3U
Humky. [Ipu u3non3eade Ha 15 UM QUITHpP, HATITKATE CE€ OTCTPaHsABAT O6€3 1a ¢ IPOMEHST
(pM3UYHHUTE U XUMUYHU CBOWCTBA HA PEKOHCTHTYUPAHUS MPOAYKT.

Vrorpebara Ha GUITPH ¢ pa3Mep Ha HOPUTE TO-MAIBK OT 15 UM Moske Aa 10Beze 10 3alyIIBaHe Ha
¢unTbpa.

3a mpUroTBAHETO WK Npuiiaraneto Ha uHdy3uu ¢ Naveruclif e e HeoOxoarMa yrorpedara Ha
CHeNMaTHN KOHTEHHEPH 3a pa3TBOp 0e3 chabprkaHue Ha Au(2-etunxexkcui)pranar DEHP nim na
Habopwu 3a Mmpusarate.

Cren npunoXXEHUETO ce MPErnopbhyuBa HHTPABEHO3HATA JIMHUS Jia C€ IIPOMHE C HATPUEB XJIOPHU]T

9 mg/ml (0,9 %) uHKXEeKIIMOHEH pa3TBOP, 3a Jia Ce FapaHTUpa MPUIIOKESHUETO HA ITBJIHATA J103.
Heusnon3BaHusT NPOAYKT MM OTNIAABYHNATE MAaTEPUAIN OT HEro TpsiOBa 11a ce U3XBBPIIAT B
CHOTBETCTBHE C MECTHUTE H3HCKBAHUSI.

Cradnanocrt

HeotBopenute ¢uaxkonu Naveruclif ca ctabuanu 10 narara, mocodeHa Ha OMaKOBKara, KOraro
(1akOHHTE Ce ChXpaHsIBaT B KAPTOHECHATA OMAKOBKA, 3a Jia Ce MPEANa3sT OT CBETIHHA. 3aMpa3siBaHETO
NIn C’bXpaHHBaHeTO B XJIAAWJITHHUK HEC OKa3BaT HEXKCJIaHU BLSZ[GI\/'ICTBI/IH Bpry CTaGI/IJIHOCTTa Ha
npoaykra. To3u JIeKkapCTBeH MPOMYKT HEe N3MCKBA CIEIIMATHN TEMIIEPAaTyPHH yCIIOBHSI HA ChbXPaHEHUE.

CTa0MJITHOCT HA IPUTOTBEHATA JMcHepcus BbB (UI1aKoHA
[IpoaykThT € XUMHUYeCKH U (PU3MUECKH CTaOWIIeH B ITepro/ia Ha u3mo3Bane 3a 24 yaca npu 2°C-8°C B
OpHUTMHAJIHATA KAPTOHEHA OIAKOBKa, 3aIUTEH OT CBETJIMHA.

CTa0WIHOCT HA IPUTOTBEHATA AMcHIepPcUsi B UH(PY3MOHHMS CaK
[IponykThT € XuMHUYecKHu U (hr3mdecKkn cTabuiIeH B Mepro/ia Ha u3non3Bane 3a 24 gaca npu 2°C-8°C,
aKo € 3alllUTeH OT CBETJIMHA, a CJie] ToBa — 3a 4 yaca npu 25°C, ako He € 3alIUTeH OT CBETINHA.

OT MUKPOOHOJIOTYHA IVIEJJHAa TOUKA 00a4e, OCBEH aKO METOABT Ha PEKOHCTUTYUPAHE U IIbJIHEHE Ha
WH(Y3UOHHHSI CaK U3KIIOYBA PUCKOBE OT MUKPOOHO 3aMbpcsiBaHe, MPOAYKTHT TPsOBa J1a ce U3M0I3Ba
He3a0aBHO clief] PEKOHCTUTYHPAHETO U ITBITHEHETO Ha MH(Y3MOHHHUTE CaKOBe.

Axo He ce u3moI3Ba He3a6aBHO, BpEMETO U YCJIIOBUATA HA CbXPAaHCHUEC B IEPUOJIa Ha U3II0JI3BAHE Ca
OTTOBOPHOCT Ha HOTpC6I/ITeH$I.

OO01m0TO KOMOMHHUPAHO BpeMe 3a ChXpPaHEHUE Ha PEKOHCTUTYHPAHUS JICKAPCTBEH MPOJYKT BHB
(1akoHa ¥ B MH(Y3UOHHUS CaK, KOTaTo € B XJIaIMIHHUK U 3alllUTCH OT CBETINHA, ¢ 24 yaca. ToBa Moxe
nia ObJie IOCIIEIBAHO OT ChXpaHeHHE B MH(Y3UOHHHS CaK B MPOABIDKEHUE HA 4 Yaca IpH TeMIleparypa
mox 25°C.
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