KPATKA XAPAKTEPHCTHKA HAIJIPOAYKTA
1. HME HA JEKAPCTBEHUS ITPOAYKT

Gemcitabine Mylan 38 mg/ml powder for solution for infusion
['emuuTabun Maiinexn 38 mg/ml npax 3a uHdy3nOHEH pasTBOP.

2. KAHECTBEH U KOJIHMYECTBEH CbCTAB

®naxon ¢ 200 mg: Enud dnakoH ceabpxka 200 mg remuntabun 3a pasrBapsHe B 5 ml pasrsopuren.
dnakor ¢ 1000 mg: Enun dakoH cbabpxka 1000 mg remuntabun 3a pastBapsHe B 25 ml pazTBopuTe.
Bcexkn 1 ml oT npUroTBeHUAT pa3TBOp cbAbpxa 38 mg reMunTabuH.

IIOMOLIHM BEIleCTRBA
Bcexn ¢dnaxoH ¢ 200 mg cpappka 3,5 mg (<1 mmol) sarpuil.

Bceexu dnaxon ¢ 1000 mg cpabpxa 17,5 mg (<1 mmol) HaTpuil.
3a MBJIHUS CIIHCEK HA NMOMOIIHHUTE BelleCTBa BUK TO4Ka 6. 1.

3. JEKAPCTBEHA ©OPMA

[Ipax 3a MH(}Y3UOHEH Pa3TBOP.
bsana uiy mouTH 05714 KOMIIAKTHA Maca HJTH Mpax.

4, KINHAYIYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHS

lemMuuTabMH € noKa3aH 3a JIeYeHHe Ha JJOKAJHO HAIIPEAHANl ITH METACTATHYEH PpaK Ha MHKOUYHHUA MEXYD B
KoMOKHAINA C NUCINATHH.

FeMuMTaOMH € MOKa3aH 3a JIEYEHHNE Ha [MAaUHeHTH C JIOKAJIHO HamnpemHal HIH METacTaTH4YCH
aJICHOKApLMHOM Ha MaHKpeaca.

emMuuTabriH B KOMOMHALMS C LIMCIUIATHH € MOKA3aH KATO MbPBO CPEACTBO 34 JIEUEHNES HAa MALMEHTH C
MOKAJTHO HAMpeAHal WM MeTacTatudeH HeapeOHokneTbueH Oenoapoben kapumrom (HIKBIK).
MoHoTepanus ¢ reMudTabuH MOXE Aa ce MMa NpeaBu] PH MaUUCHTH B HalpedHala Bb3pacT HIIH INPH
Te3H ¢ PYHKIMOHANEH CTATYC 2.

TeMuuTaOMH e MoKasaH 3a JIYEHHE Ha MalHCHTH ¢ JIOKATHO HanpeAHal WIH METACTATHYCH ENUTCIHANCH
pak Ha fiuHAIMTE B KOMOHHAUMA ¢ KapOOMJATHH NMPH MAlUEHTH ¢ PeUujHB Ha 3a0ONABAHETO CJIE]
PEMUCHA OT NoHe 6 MeceLa, cle]] ICYEHHE ¢ NAaTHHA, KaTO MbPBO CPEACTBO.

CemuuTabus B KOMOMHALUA C MaKJIWTAKCE] € NMOKa3aH 32 JICUCHHE HA NAalHEHTH ¢ Hepe3akTabuIcH,
JOKAJHO PpEeIMJHBEH MIH METACTATHYEH paK Ha TbpAdTa, KOHTO € pPEeHUAMBHpaN ClCa
aIOBAHTHA/HEOAIOBAaHTHA XMMHOTepanmus. IlpemmecTBalla XUMHOTEpanus TpsbBa Jja BKIOYBA
aHTPALMKIHHHA, OCBEH aKO € KJIMHHYHO NMPOTHBOMOKA3aHa.

4.2 1o3UpOBKA H HAYHH HA MPHJIOKEHHE

FemuuTabun Tpsg6Ba Aa ce MpeANHCBa CaMO OT Jekap, KOMIIETEHTEH B ynoTpebara Ha aHTHTYMOpHA
XHMHOTEPAIHUA.

[Tpenoppryrana A03UPOBKA

KapyunoM na nuxounus Mexyp

Kombunupana ynompeta

IMpenopbupanaTa Ao3a reMuntabud ¢ 1000 mg/ m? npunoxena kaTo ¥H}y3us B ApoabKeHHe Ha 30
MHHYTH. Tasu no3a TpaOBa ja ce maBa Ha 1-Bd, 8-MM M 15-TH JeH OT BCEKH 28-IHEBEH LHUKBI B
koMOHHaLMs ¢ uucnaatuH. [{ucnnatH ce faBa B npenopbuBaHa no3a ot 70 mg/m? pa-I-BA QeH Clel
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reMuUdTabuH WIH Ha 2-pd AeH OT BCEKH 28-aHepeH LMKDBA. To3u 4-ceAMMYEH LMKBA €€ TOBA C€
nosTapa. HamansBaHe Ha fo3ara ¢ BCEKU LMKBJ WIH B PAMKMTE Ha €IMH 1LMKbL] MOXKe Jla C€ M3IION3Ba,
OCHOBABaWKH c¢ Ha CTEMNCHTA HA TOKCUYHOCT, NTPOABEHA BBPXY MALMSHTA.

Kapyunom na nankpeaca

[IpenopbuBaHata ao3a remMuutabuH ¢ 1000 mg/m?®, npuioxeHa KaTO HHTPAaBEHO3HA HH(QY3Us B
npoab/pkedHe Ha 30 muaytH. Tazu Ao3a TpabBa ga ce MNOBTaps BeAHBK CEAMHUHO 34 7 CEAMHLH,
NOC/IEABAHH OT €[IHA ceAMHLa MouMBKa. CleaBaldre HUKIKM TpabBa Aa € CbCTOAT OT HHXKEKIUMH €AUH
BT CEAMHUYHO 32 3 MOCIEAOBATENHH CE€IMHMLM, U3BBH BCsaka 4-ta ceaMuna. HamanseaHe Ha jaos3ara ¢
BCEKM ILMKBJ WJIM B PAMKUTE Ha €AMH LHMKBJ MOXE [a ce M3BBPINM BB3 OCHOBaZ HA CTEMNCHTAa HA
TOKCHYHOCT, IPOSBEeHa BbpPXY MNal[HEHTA.

Heopebroxnemvuen benodpoben xapyunom

Monomepanus

[IpenopruBaHata no3a reMuutabvH e 1000 mg/m?, npunokeHa Karo HHTPaBeHO3HA WHQY3HA B
npoab/bkende Ha 30 MuHYTH. Ta3d go3a TpsaOBa ja ce MOBTaps BEAHBXK CEAMHYHO 3a 3 CEIMHIIM,
NocineaABaHo oT l-ceamuuen mepuod Ha nouuBka. (el ToBa TO3M 4-CeIMHM4YEeH I[UKBJ CE MOBTaps.
HamansaBaHe Ha 703aTa C BCEKH LMKBJI WIHM B PAMKHATE Ha €AMH LIMKBJ MOXE 1a C€ U3BRbPLUM BB3 OCHOBA
Ha CTeNEHTa Ha TOKCHYHOCT, MPOSBEHA BbPXY NMAIMEHTA.,

Kombunupana ynompeba
[IpenopbuBaHaTa Oo3a reMumrabud € 1250 mg/m? TenecHa NOBLPXHOCT, MPUIIOKEH KaTO MHTPaeHO3HA
UH)Y3UA B IpOABR/KEHHE HAa 30 MUHYTH Ha 1-BU U 8-MH AeH OT JieueOHUa 1MKb (21 auu). Hamanssane
Ha J03aTa ¢ BCEKH LMK WM B paMKHUTE Ha €MH OUKBJ MOXKE Ja ¢e M3BhPIUMA Bb3 OCHOBA HA CTEMNEHTA
Ha TOKCHYHOCT, MPOABEHA BBpPXY nauyeHTa. llucmiaruld ce u3noi3ea B 403H Mexay 75-100 mg/m2 eAuH
M'bT Ha BCEKH 3 CeIMUILIHU,

Kapyunom na 2vpoama

Kombunuparna ynompeba

['eMumnTabuH B KOMOUHALMA C NAKIMTAKCEN CE MPENOPbYBA, KATO e H3M0/I3Ba nakurakcen (175 mg/m?),
OpWIOXKEeH Ha [-BU JAEH KAaTr0 MHTPABEHO3HA HH(QY3Us B MNPOALIDKEHUE Ha NPUOIM3MTENHO 3 4aca,
nocjensaHo oT reMunTadbuH (1250 mg/m?) kato MHTpaBeHO3Ha HH(Y3UA B NpoabkeHue Ha 30 MHUHYTH
Ha 1-BH ¥ 8-MH AeH OT BCekH 21 nHeBeH UKD, HamangeaHe Ha no3ara ¢ BCEKH L{HK'L)I WK B PAMKHMTE Ha
eIHH LUKBJ MOXE [1a C€ H3BbPIIH Bb3 OCHOBA HA CTEINEHTa HA TOKCUYHOCT, MIPOSIBEHA BBLPXY MAIfACHTA.
[Ipeaqu 3anmousaHe Ha KOMOMHALMATA TFeMUMTAOMH + NAKJIMTakceNn nauveHtuTe TpaAdBa Ja Mmart
a6cosioreH 6poit Ha rpadHynoLUuTH nore 1500 (x 10%1).

Kapyunom na AuuHuKa

Kombunupana ynompeba

['emiuTabuH B koMOHMHAUHMA ¢ kapOOJIIATHH ce NPENOPbYBA, KaTo ce H3noa3ea remuuradut 1000 mg/m?,
[PHIOXKEH KATO HHTPABEHO3HAa HH()Y3MA B MpoabIKeHHE Ha 30 MUHYTH HA 1-BU M 8-MU J€H OT BeeKM 21-
JAHEeBeH IUKEI. Ciaea reMuurabuH, kapOoNnaTuH ce AaBa Ha 1-BH JIEH B CbOTBETCTBHE ¢ TapreTHa IIoll
non kpuBara (AUC) 4,0 mg/ml/min. Hamansasane Ha aozara ¢ BCEKM LUHKBJI WIM B paMKHTE Ha €AUH
LIMKBJI MOXKE 1a C€ M3BBPIUM Bb3 OCHOBA HA CTEMEHTA HA TOKCHYHOCT, MPOSBECHA BBPXY MallUEHTA.

MOHUTOPHHT 3a TOKCHYHOCT M MpOMAHA Ha 103aTa Hopajd TOKCHYHOCT

IIpomana na 0ozama ROpAaoy HexemamoaoeuyHa MOKCUYHOCT
Tpabsa na ce npaBar nepuoanved QUIMKAICH Mperjien ¥ KOHTPOA Ha (PYHKUMATA Ha OBOpeudTe N Ha
4EpHUs ApoO, 3a Jia C€ OTKPHBAa HEXEMAaToNOrM4YHa TOKCH4HOCT. HamansgBaHe Ha n03aTa.& BCEKM LUK

WK B PAMKHTE Ha €/IMH LMKBJI MOXE Ja Ce U3BBbPIIM Bb3 OCHOBA Ha CTENEHTA Ha MQH‘{HGGT ntqeﬂBeHa
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BbpXxy mnaumeHra. [lo npuHuMn npu Texxka (crenmedH 3 “an 4) HEXeMaToIOrMYHAa TOKCHYHOCT, ©
HM3KJIKYEHHe Ha rajieHe/MOBpPbLIUAHE, JICYEHHETO ¢ reMuMTabOrMH TpsbBa aa ce¢ COope WM J034Ta Aa ce
HaMa/IH B 3aBUCUMOCT OT PELICHUETO Ha JIEKyBallMs jiekap. JledeHueTo TpadBRa Aa ce NMpeKbCeHE JA0KATOo,
criopel Jiekapa, TOKCHYHOCTTA OT3BYUH.

3a ajantUpaHe Ha J03aTa HAa LUCIUIATUH, KapOOIJIAaTHH ¥ MaKJIMTAKCE] NpU KOMOUHHMPAHO JICUECHUE,
MOJ15, OTHECETE C€ KbM KPATKHTE XapaKTePUCTUKH Ha CbOTBETHUTE MPOLYKTH.

I[Ipomana na dozama nOpAOU XeMamoA0ZUdHA MOKCUUHOCI

Havano na yuxwvaa

3a BCHYKH MOKAa3aHMA MALMEeHThT TpAOBa a ceé MOHMTOPUpa Npeu IpuilaraHe Ha Bcaka A03a 3a Opo# Ha
TpoMOo1uTH U rpanynouMTH. Ilauuenture Tpadea na umar aGcomoTten Opoit Ha rpanynouury nowe 1500
(x 10°/1) u 6poii Ha TpomMGowwmTH 100000 (x 10%1) pean 3anoysaHe Ha LMKBIA.

B pamxume na yuxovad
[IpomeHnn Ha f103aTa Ha reMUMTa0HH B pAMKHMTE Ha LIMKBJIa TpgOBa Aa C€ M3RBPLUBAT ChIVIACHO CIECHUTE
TaOIULIH:

IpomMaHa Ha 103aTa HA reMOUTAOHH B PAMKHTE HA HHKEL/JA NPH KAPIHHOM HA NRKOYHHSA Mexyp
HIAKBAK 1 KapuHHOM HA NAHKPEaca, JaBAH KATO MOHOTEPANHA HJIH B KOMOHHAUHA ¢ HHCIIATHH

i

ADcoaroren Opoii Ha rpanynounTa | bpoii Ha TpomOouTH IIponeHT OT CTAaHAAPTHATA 034
(x 10°/1) (x lﬂf'/l) Ha IN'emnutadnn (%)
> 1000 U > 100000 100
500-1000 WU 50000-1606000 75
<500 WU < 50000 [Iporryckane Ha no3za*

*[IporrycHaTO N€YeHHE HE C€ Bb3CTAHOBABA B PAMKHUTE Ha LMKBAA fpead abCoMOTHUST Opoil Ha
rpaHyJIOLMTHTE Ja JocTHrHe moHe 500 (x 10%/1) u 6posT Ha TpombBorruTe Aa gocTHrHe 50000 (x 10%/1).

KOMOHHAIIMA ¢ NAKJTHTAKCEJT

HPOMHHH HA J103aTa HA FreMOHTA0HH B PAMKHTE HA IHHKEJIA IIPpH KADLHHHOM Ha repaatTa, 1aBaH B

AOcoaloTen Opoli Ha TPaHyJOIHTH bpoi HA TPOMOONHTH IIponeRT OT cTaHAAPTHATA 034
(x 10°/1) (x 10°/1) Ha Femuntaéun (%)
> 1200 71 >75000 100
1000- <1200 AU 30000-75000 75
700- < 1000 U > 50000 50
<700 HIIK <50000 IIponyckane Ha fo3a*

*IIporyCcHATO IeYeHUE HE Ce BR3CTAHOBABA B paMKHTE Ha LIMKbia. JleueHrueTo ce 3anoysa Ha AeH 1-BU OT
a 4]
cleBallus HKDBJ, KoraTo abcomoTHUAT Opoilt Ha rpadyrouuTUTe AoCTUrHE none 1500 (x 107/1) u 6posar
6
Ha TpomOouuTuTe nocturde 100000 (x 107/1).

KoMOMHaNHA ¢ kapboaaTHH

IIpomana Ha 103aTa HA FreMIHTAOHH B PAMKHTE HA HMKb.JIa NPH KAPUHHOM HA SHYHHKA, JABAH B

AOco0TeH OPOH HA rPAHYJIOUHTH bpo# Ba TpombGounTH IIpouenT OT ¢cTaHaAApPTHATA 1032
(x lﬂﬁ/l) (x 10°/D) HA I'emuurabun (%)
> 1500 U > 100000 100
1000 -1500 HIH 75000-100000 50
<1000 WM < 75000 ITponyckaune Ha goza*

——TR

*[IponycHaTO IeYeHHE HE CE€ BH3CTAHOBABA B PAMKHTE Ha UMKbIa, Jledenue ce 3anouBg-ua 71eH T oF..
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clleBall[Us LMK KOTaTo abCOMOTHUAT 6poii Ha rpaHyoUNTHTe RocTHrHE noHe 1500 (x 10%/1) 1 6post Ha
tpomGouutuTe focturue 100000 (x 10%1).

[Ipomenu na gozama nopadu XemamoiguyHa MOKCUYHOCH 8 ROCACO8AtYU YUKIU 3 BCUYKU ROKAZAHUA
Hosara Ha remuuTaOuH Tpa0Ba na ce Hamalld 00 75% OT mbpBOHAYATHATA CTAPTOBA A03a 32 LMKEJA B
CIy4ad Ha CJACAHHUTE XEMATOJNOTHYHH TOKCHYHOCTH:

- ABcosmoTeH 6poii na rpaHyaowuTuTe < 500 X 10%1 32 noBeye ot 5 JHu

- A6comtoren 6poit Ha rpaHynoTHTe < 100 X 10%1 32 noseue ot 3 1HMU

- PebpuiiHa HEYTPONEeHUS

- TpomGouuty < 25000 x 10%1

- 3abaBsaHe Ha UMKDBJIA ¢ IOBEYe OT €IHAa CeaMHLAa NOopaA¥ TOKCHYHOCT

HauuH Ha npHAOKEHHE

["eMmunTabuH ce moHacA Jodpe Mo BpeMe HA UH(PY3HS M MOXKE J1a ce Mpuiara amOynaTopHO. AKO HaCThNU
CKCTpaBazauHsa, UHGYy3UATa OOMKHOBEeHO TPsAOBa na ce cnpe He3aDaRHO M a 3alQOYHE OTHOBO B JPYr
KpbBOHOCEH CbA. ITaniMeHTHT TpgOBa BHUMATENIHO Aa c€ Mpociesra ciie/] [IPUTOKEHHUETO.

3a yKa3aHus 3a pa3TBapAHE, BUXKTE TO4YKa 6.6.

CrieuualHy nonyJaliuu

lHayuenmu ¢ 6vbpeuna wru 4epHeOPOObHA HEGOCMAMBYHOCH.

["'emuuTabun TpaOBa Ja ce ynoTpeOsBa ¢ IOBHUINEHO BHUMAHHUE MPH MALUUCHTH C YepHOAPOOHA WM
OBOpeYHa HEOOCTATHYHOCT, TBH KAaTO HAMA JOCTATBYHO WHQOpMaLMA OT KIMHWUYHH TPOY4YBAHMA,
O3BOIABALIA ONPEACACHH NPEIIOPBKY 3a JO3HPAHE 3a TE3U NOIYJIALMMN NALMSHTH (BUXK TOYKU 4.4 U 5.2).

Ilayuenmu ¢ nanpeduana ev3pacm (> 63 200unu)

['emunTabuH ce noHacd A00pe OT NMaLUeHTH Ha BB3pacT Hag 65 roauHu. HsaMa naHHM, NoAcKa3Baily, ue
OpyM NalMEHTH B HanpeaHala BB3PacT € HEeOoOXOOUMO KOpUrupaHe Ha J[03ara, pa3/iMyHa OT Beue
Mpenopb4aHATA 38 BCHYKH INMALMEHTH (BHKTE TOUKa 5.2).

Heouampuuna nonyaayua (<_I18 zo0unu)
["emunTabHH HE Ce mpenopbUBa 3a ynorpeda npy geua nox 18-roamiuHa Bb3pacT, MOPaaH HEJOCTATHYHO
NaHHHU 3a 6e30MaCHOCT U €(YMKACHOCT.

4.3 IIporaBonoKa3zaHAA

CBbpPXYYBCTBHTEIHOCT KbM aKTUBHOTO BELIECTBO WJIM KbM HIKOE OT MOMOLUHKTE BellecTBa. KppmeHe
(BrKTE TOUKA 4.6).

4.4 Cnenandu npeaynpexieHus H npeanasHd MepKH npH ynorpeda

JlokazaHo e, Y€ yab/hKaBaHe Ha BpeEMETO 3a HHGY3UA K MOBUIIABAHE HA YECTOTATa HA NIPUNAraHe BOAAT
110 MTOBHLIEHA TOKCHYHOCT.

XEeMaTOJIOTH4HA TOKCUYHOCT

"'emMuuTabuH MOXKe Ja MOTHCHE KOCTHO-MO3buHaTa (YHKUHA, KOETO Ce MPOABABA YPE3 NEBKOIMNEHMA,
TpomOoLUTONeHUs U aHemus. [lauMenTure, nonyuapaiid remuuTabul, TpAOBa Ja ce MOHATOPUPAT Npeau
npyiaraHe Ha BCAKa no3a 3a Opo#t Ha TPOMOOLIMTH, JIEBKOLIMTH U IpaHy/ionuTd. TpsabBa na ce obmucnu
MPEKpaTdBaHE WM NPOMAHA HA JICUCHUETO, KOraro ce OTKpHe JIEeKapCTBEHO-UHAYLUPaHA KOCTHO-
MO3BUHA Acnpecus (BUXTe Touka 4.2). Bee nmak, MuenocynpecusaTa € KpaTkoTpaiHa, Kato 0OMKHOBEHO He
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[lepudepHaTa KpbBHA KAPTHHA MOXKE Ja IIPOAB/IKM Ja ¢e BIOUIABA Cile/l CIIMPAaHe Ha IPUIIOKEHUETO Ha
reMuuTabuH. [lpH nDanueHTH ¢ INMOHKJKEHA KOCTHO-MO3BbUHA (PYHKUHMS JIedeHHMETO TpaOpa Aa 3arnoudHe
BHUMaTenHo. Kakto mpH JiedeHWE ¢ APYrd LIMTOCTATHULIH, PUCKBT OT KyMYJIaTHBHA KOCTHO-MO3BUHA
cynpecus TpadOBa ga ¢¢ UMa MNPEABHA, KOraro JIeYeHHE ¢ reMUuTabUH c€ JaBa 3aeJHO ¢ Apyra
XUMHOTEpAITUS.

YepuoapobHa HeqoCTATHYHOCT

[IpunoXkeHHeTo Ha reMUMTabMH NpH NauWeHTH C Beue pa3BWIM CE YEPHOAPOOHM METAcTa3d WIH C
aHaMHE3a 3a OpeKapaH XenaTuT, aIKOXOMU3bM WK Ye¢pHOApoOHa LMpo3a MOXe Aa A0Beae A0 O00CTPAHE
Ha CHITBTCTBALLA YSPHOAPOOHA HEIOCTATBYHOCT.

[Teproguuno TpAbGBa na ce U3BbPLUBRA JabopaTopHa OlleHKa Ha PYHKLUUATA HA OBLOpennTe 1 yepHus apod
(BKJIFOMUTENIHO BUPYCOAOTH4YHH TECTOBE).

['emituTabun TpgbBa ga ce ynorpebapa BHUMATEITHO NMPH MNALIMEHTH C YCPHOAPOOHa HEJOCTATLYHOCT HIIH
C yBpeaeHa (yHkuus Ha OBbpeuure, Tb Karo uHDOpMauUMATa OT KJIMHMYHU MPOYUBAHUS €
HEeJOCTAaThYHA, 33 Aa MO3BOAT ACHHU NPENOPBKH 3a JO3UPOBKA [IPH Ta3M MOMYJIALMA OT HALMEHTH ( BYOKTE
Touka 4.2).

CBIOBTCTBALIA TBYETEPATIUY
CeNbTCTBAINA JbYeTepanus ([IpUaraHa eJHOBPEMEHHO WIH CJie HHTEPBAJIOT < 7 AHHU): HMa CbOOLIEHHA
32 TOKCUYHOCT ( BMXKTE TOYKa 4.5).

JKHBH BaKCHHH
BakcuHa 3a JKbJITa TpecKa U APYI'H XKUBH ATEHIONUPAHH BAKCHUHH HE C€ MPEnopbyuBaT [IPH MALUUECHTH,

NEeKyBaHHU ¢ reMunTabuH (BrxKTe TOUKa 4.5).

CbpAeYHO-CHA0BA TOKCHYHOCT
[lopaau puck OT Cbp/€YHHM W/WIH CHAOBU 3a00JIIBaHMSA TpPU NPUIAraHe Ha reMIMTalKH, CITeLHAJIHO
BHUMaHHE TPAOBA /1a C¢ NMPOABU IIPH MALIMEHTH ¢ aHAMHE3a 32 ChPAEUYHO CBhJAOBH ChOUTHA.

benoapobHa TOKCUYMHOCT

Crobuiapanu ca SenogpodbHu edekTH, MOHAKOra TeXKH (Kato Hamp. 0enoapobeH 0TOK, MHTEpCTULIHAICH
[THEBMOHHT H OCTBHP PECIUPATOPEH JAMCTpeC CHHAPOM npy BbipacTHU (OPJ[C)), BbB Bpb3Ka ¢ JECYSHHUETO
¢ reMUMTaOHH. ETHONMOrMATA Ha T€3d epeKTH € HEU3BecTHa. AKO Noa00HH edeKTU ce Pa3BuAT, TpaOBa Ja
ce OOMHCIIN CMTMpaHe Ha JICYEHUETO ¢ reMUMTabuH. PAHHOTO MpUiarale Ha NnoAAbP KAILM MEPKH MOXKE Aa
IOMOTHE 3a 00/ieK4yaBaHe Ha CbCTOAHUETO.

brbpeuyeHa TOKCUYHOCT

KnvHHYHH AaHHH, CHOTBETCTBAILM Ha XEMOJAUTHUHO ypeMrueH cuHApoM (XY(C), paako ca cpo0LIaBaHu
NpH NMAaUMEHTH, Noay4yapal(y reMuntabu (BrxkrTe Touka 4.8). IlpunaraHero Ha reMuuradbux tpsabea aa ce
CTpe NPH MBPBUTE MPU3HALM HA MHKPOAHTMONATHYHA XEMOJUTUYHA aHEMMA, KATO Hanpumep, Obp30
cnagaul XeMorJIoOUH ChC ChITBTCTBAINA TPOMOOUMTONEHUS, MOBULIABAHE HA CTOMHOCTUTE HA Ounnpybun
H KpeaTHHMH B CepyMa, Ha ypeara B kpbsta uin Ha JIJ/IX. bpOpeuHaTta HepocTaTb4HOCT MOXe Aa Obae
HeoOpaTHMa Clel NMpeKpaTABaHE Ha JICUCHHETO U MOXe 1a € HeoOXoauma Juanusa.

DepTUNUTET
[Tpu npoy4uBaHus BLpXY GepTHIMTETA reMIIMTAOMH NIPUYMHABA XUMIOCNIEPMATOrEHE3a MPU MbXKKH MMIIKH

(BHKTe Touka 5.3). ITopaan T0Ba MBXKETE, JIEKYBAHH ¢ reMUUTAOMH, C¢ CHBETBAT [1a HE CTaBaT DallH Mo
BpeME Ha K A0 6 Meceua cCnea JICYEHHETO KM Ja TNOTBPCAT JOMBJIAHUTENEH CBBET OTHOCHO
KPHOKOHCEPBUPaHe HA CliepMa NPEeau JEHYEHUETO, opaay BL3MOXKHOCTTA 3a 6e3nnoane, AbKaulo ce Ha
neueHHueTo ¢ reMiTadbut (BrkTe Touka 4.6).
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Hatpui

['emumTabuH Maiinen ¢nakod oT 200 mg cpabpxka 3,5 mg (< 1 mmol) HaTpuii 3a ¢pnaxoH. Toea TpaOBa
Ja ce UMa NpeaBUA OT NALUEHTUTE, KOUTO ¢4 HA AMETa ¢ KOHTPOJIUpaH [PHEM Ha HATPHIA.

"emuutabun Maiiten duakon or 1000 mg cbabpxka 17,5 mg (< 1 mmol) natpuii 3a ¢nakod. Tosa
TpaOBa Aa CE MMa TNIPeABU] OT NALIMEHTUTE, KOUTO Ca Ha AMETA ¢ KOHTPOJIUPAH MPUEM Ha HATpPHIA.

4.5 BzaumojgeiicTBHE ¢ APYI'H JEKAPCTBEHH NPOAYKTH H APYrH opMH HA B3aHMOACHCTBHE

He ca npoBexaaHH KOHKpETHH IIPOYHBaHHUSA 34 B3aUMOAEHCTBHS (BUXKTE TOYKA 5.2).

JIpueneyenue

EnHOBpeMEeHHO MpWIOKEHHE (MpWiarade eIHOBPEMEHHO MAMW CNEA MHTEPBANOT < 7 OHU) — TOKCUYHOCT,
CBBHp3aHa ¢ TOBAa MYJTHMOJAJIHO JA€YEHHUE 3ABUCH OT MHOI'O Pa3jiMYHM (hakTOpH, KOUTO BKJKOURAT J03aTa
reMUMTabKlH, YeCTOTaTa Ha NPWIOKEHHE Ha FeMIMTabKH, 103aTa pajualuds, TEXHAKATa Ha TlaHUpaHe Ha
JIbYEJICYEHHUETO, TaprerHaTa ThKaH W TapreTHus obeM. [IpelKIHHUYHUTE M KIHHHUYHH MPOYYBAHHA
MOKa3BaT, 4€ reMLUMTa0HH HMa paJHOCEH3UTHBHO aecficTBde. Ilpu €aMHHUYHO TMpoyuBaHE, KBAESTO
reMuuTadbun B no3a 1000 111g/m2 ¢ Ipujarad eQHOBPEeMEHHO, A0 6 0O0CIenOBaTe/IHW CEAMHIM, ¢
TEepane8THYHO 00BYBAHE HA IPBAHMA KOLI HAa NAUKWCHTH ¢ HEApeOHOKIEeThUEH 0enoapodeH KapLUUHOM, €
HaOJKOJaBaHa  3HA4YMTENHA TOKCHYHOCT, H3pa3gBaila ¢e€ Karo TCKBbK W [OTEHLHATHO
’KMBOTO3aCTpPAlllaBalll MYKO3WT, 0CoOeHO ¢€30(aruT, a NHEBMOHUT € HabnwogaBaH, oco0eHo npw
MALMEHTH, M[OJMy4aBal rojgemu obemu obnwuBaHe [cpeaHu TepaneBTM4HM obemu 4795 cm’].
[IpoBendeHuTe B MOCACACTBME MPOYYBAHUA AOMYCKAT, Y€ € Bb3MOXHO IpHiaraHe Ha reMiuTabuH B MO-
HHCKM A03M B KOMOMHALMA ¢ JIbUEJieYeHHE C MpecKasyeMa TOKCHYHOCT, KATO HallpHMEp IPOYYBaHE
haza Il opu HeapebHOKNETHUEH OenoapoOeH KAPLMHOM, KBAETO Ca NPUIOXKEHH pagyualldOHHM J103M Ha
rpbaHMa ko 66 Gy eIHOBPEMEHHO ¢ MpunaraHe Ha reMuutaGuH (600 mg/m’, ueTupd NbTH) W
uucriaTHH (80 mg/m’ IBYKpaTHO) B MpOAbMKEHMe Ha 6 ceaMHid. ONTHMATHUAT PeXHUM 3a 5€30MacHo
NpWIOKEHHE Ha reMUOUTaduH ¢ TepaneBTHHHH A03M O0IbuBAaHE 3a CE€ra He € ONpeAesieH NpPH BCHUKH
BHUIOBE TYMOPM.

HeenHoppeMeHHO NpunoxKeHUe ([IpUIaraH cje UHTEPRa OT > 7 AHU) -aHANU3BT Ha JaHHUTE HE [TOKa3Ba
HHKaKBa yBelH4YeHa TOKCHUYHOCT, KOrato réMuuTabMH € fpuwiaras NoBede OT 7 AHU Npedud WIK cliel
TBUENCYEHHE, OCBEH KbCHH TOKCHYHU TNposBH cnen o0abpusade (radiation recall). JaHHuTe npennonarar,
ye IIpWIaraHeTo Ha reMuuTabuH MOXe Aa OBZe 3amouHaTO cied OT3BYYaBaHe Ha OCTPUTE €PEKTH OT
oONnsyBaHeTO WK NoHe 1 ceaMuua cnen o0 IBYBAHETO.

CpoblltaBa ce 3a paJMalMOHHO YBPEXKIaHE HA TAPreTHH ThKaHW (Hanp., €30¢arut, KOJIUT U MHEBMOHHT),
CBBP3aHO KaKTO C €AHOBPEMEHHOTO, TaKa M ¢ HEEJTHOBPEMEHHOTO MPUIMKEHHE Ha TeMIIMTA0HH.

Hpyru
BakcuHa 3a XbJiTa TPECKa M APYTM JKMBH aTE€HOMPAHH BAKCHHU HE ce MPernopb4¥BaT, Mopagd pUcka Ot
CHCTEMHO, Bb3MOXcHO (paTtaiiHO 3abonsBaHe, 0COOCHO MpH UMYHOCYIIPECHPAHH MTALMEHTH.

4.6 bpeMeHHOCT H KbpMEHe

bpemeHHOCT
Hsama fgocTaThuHOo AaHHMA 3a ynoTpebara Ha reMuutabvMH npu OpeMeHHM xeHH. ExcnepuMeHTanHu
[IpOYYBaHHA MPH >XKHBOTHHU T1aKa3BaT PENpOAYKTUBHA TOKCUUHOCT {BHKTe Touka 5.3). OCHOBaBalKH ce Ha
PE3YJATATUTE OT NPOYUBAHHUSA IPHU KUBOTHUHM 32 MEXAHW3IMA Ha JEHCTBUE Ha NreMUMTA0UH, TOBa BELUECTBO
He TpsOBa Ja ce U3MOA3BA 0 BpeMe Ha OPEMEHHOCT, OCBEH aKO € KaTeropuuHo HeoOxoaumo. KeHuTe
TpaOBa Aa ObaaT cbBETBAHU Aa HE 3a0peMEHABAT IO BPEME HA JIEUEHUETO ¢ reMunTaduy v ga choOldr
Ha CBOS JIEKYBaill JieKap He3a0aBHO, aKO TOBA CE CJIYUH BBIIPEKU BCUYKO.

K’bpMGHe . ..-HJ I ..




He ¢ m3gecrno pganu remMuuTabHH C€ €KCKpeTHMpa B KbpMaTa M HE MOXKE Aa Ce M3KIKUAT HEXENaHH
e(ekTH NpH kbpMaueTo. KbpMeHeTO TpabBa aa ce npeycTaHoBU Mo BpeMe Ha JieueHHe ¢ reMuuTabuH.

OepTUNUTET

IIpu npoyuBaHus BbPXY QepTHIMTETa FeMUMTAOMH NMPUYUHABA XHUIIOCIIEPMATOrCHE3a IIPH MBXKH MHILKU
(BrkTE TOUKa 5.3). Ilopanau ToBa MbxeTe, IEKYBAaHH ¢ MeMUHUTAOHH, c€ CHBETBAT AAa HE CTABAT OALlH MO
BpeMe Ha 4 O0 6 Meceua clieA JICUEHHETO M Ja TOTBPCAT JOIBJIHUTENEH CbBET OTHOCHO
KPpHOKOHCEPBHPAHE HA CIIepMa Ipeau JEYSHUETO, MOopaJd Bb3MOXKHOCTTA 3a Oe31uioane, Ab/KALI0 Ce Ha
NeYeHUE ¢ reMurTabuH.

4.7 Edexrn BbpXYy ¢ntoco0HOCTTA 32 modhHpaHe u padoTa ¢ MAIHHH

He ca mpoBex<JaHH Npoy4BaHus 3a edeKTUTe BbpXY crnocobHocTTa 3a modupaHe U paboTa ¢ MALLUHHU.
Crobmasano e obaue, ye reMuUMTaOWH MpHYMHABA JieKA [0 YMEPEHA COMHOJIEHTHOCT, OCODEHO B
KoMOMHaLMA ¢ KOHCyMalMa Ha ankoxon. [laumenture Tpadea na 6baaT npeaynpeneHu aa He wodupar u
na He padoTAT ¢ MALUMHU, JOKATO CE€ YCTAHOBH, Y€ MPH TIX HE HACTHIBA COMHOJIEHTHOCT.

4.8 Heke1aHH JIEKAPCTBEHH peaKIHH

Hail-uecTuTe CHOOLIABAHH HEXKENAHU JIEKAPCTBEHW PEaKLMM, CBBP3aHM C JIEYEHUETO ¢ reMUMTaOuH
BKIIIOYBAT: rajicHe ¢ MM 0e3 MoBpbLiaHe, MOBUILIEHW CTOMHOCTH HAa 4YEpHOAPOOHUTE TpaHCAaMUHA3H
(AST/ALT) u ankanua ¢ocdartasa, ceobienu mpu npubausurendo 60% oT nalMeHTUTe,; NPOTEHHYPHUS U
XEMaTypHs, CboOILeHH npu NMpubiansurenHo 50% ot mauuenTure; auchHes, cboduieHa npu 10-40% ot
MaUHEHTHTE (HaH-BHCOKa 4eCTOTa NIPH MNALMEHTHTE ¢ OenoapobeH KapilMHOM), ajepruuHi KOXKHH
0OpHUBH, MPOABABALIH CE [IpH MpHOIM3UTENHO 25% OT MaUUEeHTUTE U CRBP3aHU CbC chpbex npu 10% ot
[MALUEHTUTE.

YecTtoTaTa M TEXKECTTa HA HEXEIIAHHTE pedKllMH Ca MNMOBJHMIAHHKA OT J03aTa, CKOpOCTTA Ha HH(l)}fSHH H

HHTEPBAJINTE MEXKIY J03UTE (BIDKTE TOouKa 4.4). [10303aBHCHMH HeXXeaHH peakliy ca HamajeHue Opos
Ha TPOMOOLIUTHTE, IEBKOLIUTUTE U IpaHyJIoLUMTHTE (BIOKTE TouKa 4.2).

JlaHHH OT KIHHWYHHU NPOYYBAHUS
Onpenendne 110 yectota: MHoro yectu (=1/10), uvectn (=1/100 no <1/10), Heuectn (>1/1000 no <1/100),
peaku (=1/10000 no <1/1000), mMaoro peaku (<1/10000).

IIpenctasenure B TabiuLaTa No-A0J1y HEXKEAHU JIEKAPCTREHH PEAKLUUK M YECTOTH ce Da3vpaT Ha JaHHY
OT KJIMHHYHH f1poyyuBaHus. Ilpy BCIko rpynvpaHe B 3aBUCUMOCT OT 4€CTOTATA HEeKEeJaHHUTE JIEKapCTBEHH
peaKkLH# ca NPEACTABEHA B HU3XOAAI pell IO OTHOLUIEHUE HAa TAXHATA CEPUO3HOCT.

CuUcTeMo-opraHHa Kjiacugukalus [ pynupase no yectora
HapyieHus Ha KpbBTa 4 TUMPHATA CUCTEMA MHoOro yectu
» Jleskonenus (Heytponenus Crenen 3 = 19.3%;

Crenen 4 =6 %).

YMEPEHA U B TIOBEYETO ClyvaHu 3acara Opos Ha
rpa’HyIOLUUTHTE (BUXKTE TOUKA 4.2)
» TpoMOOLATOTIEHHS
* AHeMus
HectH
» DebpuniHa HEYTPONICHUA
MHoro peaku .
¢ TpomborHTO3a N

'''''

KocTHO-MO3BbUHATA CyNpecus ODHKHOBEHO € JieKka J0




HapyineHus Ha UMyHHATa CUCTEMA

MHOro peaxu
. AHa(pHﬂaKTUH,uHa peakuui

Hapyiienusa Ha MeTabOoJIM3Ma U XPAHEHETO HYectu
* AHOpeKCHS
HapyweHus Ha HEpBHAaTa CHUCTEMA Yectu

s [ naroboIUe
« HHCOMHUS
« COMHOJIEHTHOCT

CopleYyHH HAPYLIEHHS Penku
* MuokapaeH UHpapKT
Cba0BYM HAPYLUCHHUS Penxu

« XUNOTOHUSR

PecnupaTopHH,
HapYLICHHUS

I'PbEAHH H MCOHUACTHUHATHH

MHOT0 4ecTH
» lucnHes — 0OMKHOBEHO JIeKa H IpeMUHaBa
Obp30 03 JicueHue
HecTH
« Kanuinua
* Punur
Heuectn
* lHTepcTULMANICH IHEBMOHHUT (BYKTE TOUKA 4.4)
* bpouxocnazbm — OOUKHOBEHO JIEK U MIPUXOAEH,
HO MOXe J1a € HEODX0AMMO MapeHTEPaHO
NeYeHHE

CroMalllHO-YpeBHU HAPYLLIEHU

MHoro yecru
 [loBpbiuaHe
* [aneHe
Uectu
» Muapus
« CTOMATHUT U yJILIEpaLMH B ycTaTa
» KOHCTHRALUSA

XenaTto-OHnMapHN HapyLIEHHUs

MHoro 4yecTu
» [ lokauBaHe B CTOMHOCTHTE Ha YCPHOAPOOHHKTE
TpaHcaMuHa3u (AST u ALT) n ankanHara
docdarasza
YecTH
+ [loBuuieH Ounupyoud
Penku
» [IosuieHa rama-riyramui tpaicdepasa (GGT)

HapylieHus Ha Koxka K NOJAKOXKHATA ThKaH

MHoro 4ecTH
* Anepru4deH KOxeH 00pHB, 4ECTO CBbP3aH ChC
cbphex
* Anoneuyus
Yectn
» CbppOex
* 3noTsapane
Peaku
« Ynuepauus
» OGpa3yBaHe Ha MeXypPH U paHH
» Jltoniexe

-




MHOro peaku
e TexxxH KOXKHU peakLluy, BKAYUTENHO
NecKkBaMaug U Oyno3HU KOXKHH epyLHU

HapyuieHuds  Ha  MYCKYJIHO-CKeJI€THara M
ChEeIMHUTENHATa ThKAaH

YecTU
« bosika B repba
» Muaiaruvs

Hapywenus Ha 6B0peLnTe H MMKOYHHTE IIHTHIIA

MHoOro 4ectu
e XeMaTypus
» Jleka npoTeHHypH4

O6lM HapymieHHSI M €(EKTH Ha MACTOTO Ha
MPUIOKEHHE

Mmuoro uectu

 ['punonoaoOHH CUMITOMH - HAH-YECTUTE
CUMIITOMU ca TeMIepaTypa, rnasobonue,
BTPUCAHE, MHATHA, ACTEHUS W AHOPEKCHS.

Cb001UeHH ¢a chIUO KalllIMUa, PUHHT,
HEPA3IOJ0KEHHE H3NOTIBAHE U NPOOJIEMH Che

CBHSL.

* OToK/neprdepeH OTOK — BKIIOUUTENHO OTOK HA
nuuero. OToka 0OOHKHOBEHHO € 0DpaTHM cliel
cIiMpaHe Ha N1E€YESHUETO

Yecry

* Temneparypa

* ACTeHuA

« Brpucane

Penku

» Peakiiyi Ha MACTOTO Ha MH>KEKTUPaHe-Ir1aBHO

NIEKH MO eCTECTBO

HapaHaBaHud, OTpaBsHM H YCIOXKHEHUSA B
| pe3y/iTaT HA MHTEPBEHLIMH

PagHanuoHHa TOKCH4YHOCT (BHK T. 4.3)

[TocTMApKETHHIOB OOMUT (CIOHTAHHU CHOOLIEHUA) ¢ HEM3BECTHA YECTOTA (OT HAJAWUYHUTE NAHHA HE MOXKE

71a ObJe HanpaBeHa OLICHKA)

Hapywenus na nepsnama cucmema
Mo03BbUHO-CHAOB HHUMAEHT

CorpoeuHu Hapyuenus
ApPUTMHHU, [TABHO HAJKAMEPHH 110 €CTECCTBO
CepacyHHa HEAOCTATBYHOCT

(Cv0dosU Hapyuienus

Knuununu 6enesu 3a nepudepeH BaCKYJINT ¥ TAHIPEHA

Pecnupamopru, 2pbOHU N MeQUACIUHANHU HADVIHEHUS

benoapobed oTok

PecnimpaTtopeH JUCTpec CMHAPOM TMPH Bb3pacTHH (BYK Touka 4.4)

CmoMawtno-Ypesuy Hapyenus
HcxeMUyeH KOMUT




Xenamo-ounuapru Hapyuie s
CepHoO3HA XENATOTOKCHYHOCT, BKIKOYHUTE/HO YEPHOAPOOHAa HEAOCTATBYHOCT U CMBPT

Hapyuienusa na xoxcama u noOKQICHAMA MbKAH
Texxky KOXHM peaklldd, BKITIOMHTENHO AeCKBAMaUua ¥ OYJIO3HU €pYIILMU Ha Ko¥XkaTa, CMHApoM Ha Lyell,
CHHApPOM Ha Steven-Johnson

Hapywenusa na 6vbpeyume U RUKOUHUME Nuvmuiya
bbOpeuHa HEAOCTATBYHOCT (BYOXTE TOUYKA 4.4)
XeMOJIMTHUHO-YPEMHUYEH CHHJIPOM (BIDKTE TOUKA 4.4)

Hapansasanui, ompasanus u YCAQICHEHUR, 6b3HUKHANY 8 PE3VAMAM HA UHMEPBeHYUU
KbscHY TokcuuHm npossu cnel obnpusane (Radiation recall)

Kombunupana ynompeba npu Kapyunom xHa 2epoama

YecToTaTa Ha XE€MATOJOMMYHA TOKCHYHOCT OT CreneH 3 H 4, 0c00eHO HEYTpOlNEHUs, HapacTBa, KOraTo
reMUUTabdH Ce M3MO0J3Ba B KOMOMHALMA C NakIutakces. Bce nak, yBeIWYeHUETO Ha Te3U HeXelaHH
peakUMH He Ce CBbP3Ba € MOBHILEHO PA3NPOCTPAHEHUE HA UH(EKLUH HITH XEMOPAruyHU CbOMTHS. YMOpa
1 (peOpuiiHa HEyTPOHEHHA C€ CPEeuaT NO-4YE€CTO, KOraro reMudTabMH ¢€ M3M0/3Ba B KOMOHHALMUA C
NaKJUTaKcel. YMOpa, KOATO HE € CRbp3aHa ¢ aHemMus, OOMKHOBEHO OT3BYHYaBa CJi€/l ITbPBHUS LIMKBJI.

CreneH 3 ¥ 4 Hexxenanu cuOuTHA [TaknuTakcen cpeuy reMUuTabuH MIKC NaKIMTaKCe)]
bpoii (%) nauneHTH
Pamo Ha nakaurakces (N=259) Pamo Ha reMmuuTabun 1ioc
naknaurakces (N=262)
CreneH 3 CreneH 4 Crenen 3 CreneH 4
JlabopatopHH HaxoJKH
AHeMus 3(1,9) 1 (0,4) 15(5,7) 3(1,1)
TpombouuToneHus 0 0 14 (5,3) 1(0,4)
Heyrponerus 11{4,2) 17 (6,6)* 82 (31,3) 45(17,2)*
HenabopaTtopHy Haxoaku
(DebpuiHa HEYTPONEHHS 3(1,2) 0 12 (4,6) 1(0,4)
YMopa 3(1,2) 1(0,4) 15(5,7) 2 (0,8)
Huapus 5(1,9) 0 8(3,1) 0
MoTopHa HEBPOMNATHA 2 (0,8) 0 6 (2,3) 1 (0,4)
CeH30pHa HEBpOnaTHs 9 (3,5) 0 14 (5,3) [ (0,4)

*Ctenen 4 HeyTpomeHMsa, NpoJb/hKapalla NoBeve OT / [IHM, ce cpewa npu 12,6% or nauveHTUTe B
koMOHHHpaHOTO paMo U ripu 5,0% oT nanyeHTUTE B paMOTO Ha NAKIHTAKCel.

Kombunupana ynompeba npil KapyunoM Ha RUKOYHUS MEXYD

CreneH 3 u 4 Hexenanu ¢csOuTa MBLL (MVAC) ¢petuy reMudTabuH IUTIOC LUCTTIATHH

bpoii (%) nauyenTH

Pamo Ha MBJIL]L (MV AC) (MeToTpekcar, PamMo Ha remuunTabuH mioc
BUHONACTHH, JOKCOPYOHLIMH U LIMCIIIATHH) uucnnatui (N=200)
(N=196)
CrerieH 3 Crenen 4 Crenen 3 CreneH 4
JIabopaTopHy HaXOKH
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AHeMUs 30 (16) 4 (2) 47 (24) 7(4)
TpombouuToneHU 15 (8) 25 (13) 57 (29) 57 (29)
HenabopaTopHy HAXOJKH

["ageHe u NOBpBLIIAHE 37(19) 3 (2) 44 (22) 0(0)
Mnapus 15 (8) 1 (1) 6(3) 0 (0)
HMudexnus 19 (10) 10 (5) 4 (2) I (1)
CToMaTUT 34 (18) 8 (4) 2 (1) 0(0)

Kombunupana ynompeba npu xapyunom Ha suMHuKd

CreneH 3 4 4 HexkenaHd ¢bOUTHA KapOONNATHH cpellly reMUMTaOHH ILTIOC KapOoIlaTUH
bpoii (%) nauueHTH
Pamo Ha xapbomiatuHl (N=174) Pamo Ha reMudTabuH nioc
kapbonnatu (N=175)

CreneH 3 CreneH 4 CreneH 3 Crenen 4
JlaGopaTopHu Hax0AKH
AHeMus 10 (5,7) 4 (2,3) 39 (22,3) 9(5,1)
HeyTtponexuns 19 (10,9) 2 (1,1) 73 (41,7) 50 (28,6)
TpombouToneHus 18 (10,3) 2 (1,1) 53 (30,3) 8 (4,6)
JleBkoneHus 11(6,3) 1(0,6) 84 (48,0) 9(5,1)
HenaboparopHu Haxoaku
XeMoparus 0 (0,0) 0 (0,0) 3 (1,8) (0,0)
®eOprnHa HeyTponeHus 0 (0,0) 0 (0,0) 2 (1,1) (0,0)
Hudeximsa Oe3 HeyTponeHus 0(0) 0 (0,0) (0,0) 1 (0,6)

CeH30pHa HEBpOMaTHA CHUWIO € I[10-4ecTa B KOMOMHUPAHOTO paMo, OTKOJKOTO INpU KapbonniaTuH,
MPHIOXKEH CAaMOCTOATEIHO.

4.9 Ilpenosupane

Hama anTHIOT npH Npeaosdpade Ha reMuntabun. Jo3u ot nopsaabka Ha 5700 mg/m? ca npunaraiH KaTo
MHTpaBeHO3HAa MH(PY3Ud B MPOABLIAKEHHE Ha 30 MHHYTH HA BCEKM ABE CEAMHLM ¢ KIUHUYHO JOIMyCTUMA
TOKCHYHOCT. B ciyuall Ha nogo3peHue 3a Npeao3vpade KpbBHAaTa KApTUHa Ha nauudeHTta Tpsadsa na Obaar
MOHHTOpHpaHa ¥ TOU TPsAOBA 1a NOMYYH NOAABPIKALLA TEPANUs, aKO € HEODX0UMO.

5. PAPMAKOJIOT'HYHHA JAHHHA
5.1 PapMaKOAHHAMHYHH CBOHCTBA
(dapMmakoTepaneBTHYHA rpyna; nupaMUauHoOB aHanor ATC koa: LOIBCO05

L[UTOTOKCHMYHA AKTUBHOCT B KJIETHHHU KYATYpPH

IIpM excriepUMEHTAHH H3CNE€ABAHUS BHPXY Pa3iMiHU KY/ITYPH OT MUIIHM M YOBSLIKW TYMOPHM KJIE€TKH
reMUMTA0OHH MOKa3Ba 3HaYMTEeNHad UMTOTOKCHYHH edekTn. HeroBoro aelictBue ¢ da3zoBo-crieliupHiHO,
Taka 4de reMuudtabuH ybOmBa npeAu BcHYKO Kietkute B npouec Ha JHHK cuntes (S-dasza) v npu
ONpeacneHn yCnoBHs OnokHpa pa3sUTHETO Ha KieTkuTte npe3 G1/S ¢azosara rpasdiia. L{wFGTeﬁcﬂeruﬂT
edpeKT Ha reMUMTAGHH in Vifro 3aBHCH KaKTO OT KOHIIEHTPALMATA, TaKA U OT BpeMeTo. .~ .+ 7o "
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[Tpu excniepuMeHTaTHH TYMOPHH MOJEIH BBPXY JKUBOTHH aHTHTYMOPHATA AKTHBHOCT Ha reMUMTaOWH
3aBHCH OT ¢XxeMarTa Ha npuiaraHe. Korato reMuuTtabuH ce npunara exeaHEBHO, ce HabuolaBa BUCOKA
CMBPTHOCT CpEJl XKHUBOTHHTE, HO C MUHUMATHA AHTUTYMOPHA aKTHBHOCT. Ako, 00aue remuuTabun ce
J1aBa Ha BCEKH TPETH WIH YCTBBPTH JCH, TOH MOKe Jla Ce Mpujiara B HeJeTalIHU J03H Che ChIIECTBEHA
AHTHTYMOPHA aKTUBHOCT CPEILY UIHPOK CIEKTBP TYMOPH NPH MULIKH.

MexaHU3LM HA AeHCTBHE

Knerbuen metabonu3zbM ¥ MexaHU3MH Ha JedcTBue: [emuutabun (dFAC), kolTo € nmdpUMHAMHOB
AHTHMETa0OoNUT, ce MeTaboNM3upa BHTPEKJIETBYHO OT HYKJIEO3HJ KWHAa3aTa J0 aKTHMBRHM Iudocdar
(dFdCDP) u tpudochar (dFdCTP) Hykneozuan. LIUTOTOKCHUHHUAT eheKT Ha reMuMTabMH ce Ab/KH Ha
uaxubupane Ha HHK cuHTe3za upes npa mexanmsma Ha aeiictsue upes dFACDP a dFdCTP. Tvpeo
dFdCDP noarvcka pHOOHYKIEOTHA PEeAYKTA3aTa, KOATO € €AHHCTBEHO OTTOBOPHA 33 KATAJH3HMpPaHe Ha
peaklUUTe, KOHTO 0O0pa3yBaT He30kcuHykieo3ug Ttpu@ocdarure (dCTP) 3a JHK cuuresara.
HMuxubupanero Ha To3M €H3uM OT dFdCDP HamangBa KOHUEHTpauMATa Ha J€30KCHHYK/IE€O3UAUTE
n306©o U B yactHocT Tasd Ha dCTP. Bropo, dFACTP ce koukypupa ¢ dCTP 3a Bxkmoupane B JJHK
(caMOMOTEHLMHPAHE ).

[To cblpd HaUKMH, MAJIKO KOJTHYECTBO reMUHTadHH Moxe Cuio Aa ce sxnoyd B PHK. Taka, Hamanenara
BbTpeKNeTh4HA KoHleHTpauus Ha dCTP norenuupa sxnxoupaneto Ha dFACTP g JTHK. JIHK nonumepasa
eriCU/IOH € HEecnocoOHa Ja OTCTpaHH reMUMTaOuMH U ga Bb3cTaHOBH pactekaHa JJHK sepurute. Cnen
kato reMiuTabul ce Baroysa B JIHK, eaud gonsaHuTeIeH HYKACOTUA ce 400aBa KbM pacTamuTe JJTHK
pepurd. Cnea ToBa AOMBJAHEHMUE MO CHUIECTBO HACTHNBA NMbJAHO UHXMOUpaHe Ha no-HaTarbludus JJHK
CHHTEe3 (MMMTHpa 3aBbpiliBaHe Ha Bepurara). Cnex uHkopnopupaHero B JIHK remuutabun uzrnexaa
MHAyLHpa Npouec Ha porpaMypaHa KieTb4Ha CMBPT, U3BECTER KaTO aIoITo3a.

KJIMHUYHHY JaHHH

KapuyunoM Ha nUKQ4HUI MexXyp

Panpomuszuparo npoyubadegasza Il npu 405 naumeHTH ¢ aBaHCHUpan HJIM METACTATHYEH ypOTEIdaNneH
MPEXOAHO-KIEThUECH  KAPUMHOM CO4YM, Y€ HsMa pa3fidKkd MeXay [BeTe TepaneBTHYHU pPaMeHa,
reMLMTAOMH/UMCILIATHH Cpely MeToTpexkcar/ BUHOJacTHH/ aapuamuuub/umpciiiatTiH (MVAC), ot
rjieHa TOYKAa Ha Me/iHaHAa Ha MNpeKHBREMOCT (cbhoTBeTHO 12,8 M 14,8 Mmeceua, p=0,547), Bpeme a0
nporpecus Ha 3abonsasaHero (cboTBeTHO 7,4 W 7,6 Meceua, p=0,842) M creneH Ha TMOBIUSBAHE
(ceorBeTHO 49,4% u 45,7%, p=0,512). Bece nak, koMOuHauaTa Ha reMUMTAOMH M LHMCIIATHH MMa no-
n06bsp npodun Ha 6ezonacHOCT, 0TKOAKOTO MVAC.

Kapyunom na nanxpeaca

B panaomuzupaHo npoyyeaHe ¢aza Il npu 126 nauvedTy ¢ aBaHcupas WiM METACTATUYEH KapUUMHOM Ha
naHKpeaca, FeMUUTAOHH IMOKa3Ba CTATHCTUYECKH 3HAYUMO [M0-BHCOKA CTENMEeH Ha KJIWHMUYHA T0J3a,
OTKONKOTO S-duyopoypauut (cpotBetHo 23,8% u  4,8%, p=0,0022). HabnopapaHo € ¢bllo
CTATHCTHYECKH 3HAYHMO YBeAHMYEHUE Ha Bpemero A0 nporpecua ot 0,9 go 2,3 mecena (Jog-rank
p<(,0002) u cTardcTUYECKH 3HAUYUMO YBEJIMYEHME Ha MeauaHaTa Ha npexwussemocT oT 4,4 go 5,7
meceua (log-rank p<0,0024) npu nauMeHTH, NEKYBaHU ¢ TeMUMTA0UH CPaBHEHHME C NAIJMEHTHTE,
JIeKYBAHU ¢ S-puyopoypaniu.

Heopebrnoxnemuvuern beroopoben xapyurnom
B pangommnzvpaso npoy4Bafe ¢aza Il npu 522 naumeHtd ¢ nHonmepaOuieH, JOKANHO apaHCHpal MM
meTacTtatTuueH HJIKBJIK, reMuutabvr B KOMOMHALUMA ¢ LIMCIIIATHH [10Ka3Ba CTATUCTHYECKU 3HAYHUMO MO0~
BUCOKA CTENEH Ha MOBJIHABAHE, OTKOJIKOTO HMCIUIATHH caMocTogreHo (cvorBerHo 31,0% u 12,0%,
p<0,0001). HabntogaBaHO € CTATUCTHYECKHU 3HAYUMO YAB/DKABAHE HAa BPEMETO A0 nporpecus ot 3,7 ao
5,6 meceua (log-rank p<(0.0012) 4 craTHCTHYECKM 3HAYMMO YIBIDKABaHE Ha MeAWaHaTa Ha
npe>xursgeMocT ot 7,6 mecena o 9,1 meceua (log-rank p<0,004) npu nauuenTy, NEKyBaHH G ... _




reMUHTAOMH/LIUCIUIATHH CpaBHEHHE C MALMEHTH, JIEKYBAHH ¢ LIMCTUIATHH,

B npyro panpomu3upaHo npoy4sane ¢aza III mpu 135 mammentn ¢ HJAKDBIK craauii IIB umm IV,
kOMOMHALIMS HA reMUHUTaOMH M IMCIIJIATHH COYHM CTATUCTHYMEeCKH 3HAaYMMO TMO-BHCOKAa CTENeH Ha
MOBJIHABAHE, OTKOJIKOTO KOMOMHALUMSA Ha LUCIUIATHH H eTono3ua (cpoTBETHO 40,6% H 21,2%, p=0,025).
HabntogaBaHo e cTaTHCTHYECKH 3HAYMMO YIBJKABAaHE Ha BPEMETO [0 nporpecHs ot 4,3 ao 6,9 meceua
(p=0,014) npr nauMeHTH, JNEKYBaHH ¢ FeMUMTAOMH/LMCIUIATUH CpPaBHEHWE C NALMEHTH, JIEKYBAHH C
CTONO3UA/LIUCITIATHH.

B npere mpoyuBaHHS € YCTAHOBEHO, 4e MOHOCUMOCTTAa € NOoAoOHA MPH IABETE paMEHa Ha JEYECHHUE.

Kapyunom na suurnuxa

B panaoMuzupaHo rpoyypaHe ¢asa lll 356 mauyieHTH ¢ aBaHCHpas enuTeNlHalleH OBapUalieH KapUdHOM,
KOHTO € peuuauMBHpan noHe 6 Mecewa cCleJl 3aBbpIUBAHE Ha I[UIaTuHa-0azupaHa Tepanui, ca
paHIOMH3HpaHH Ha JieyeHue ¢ remuutabuH W kKapGomnatud (GCb), wnm kapOoratud (Cb).
HabiroaaBano € ¢TaTUCTHYECKH 3HAYMMO yIB/DKaBaHeE Ha BpeMeTo a0 nporpecud ot 5,8 no 8,6 meceua
(log-rank p= 0,0038) npu naiment, Jekysann ¢ GCb cpaBHeHue ¢ nauueHTH, JekyBaHu ¢ Cb.
Paznyukara B crencH Ha nosnuaBaHe 47,2% B GCb pamo cpewy 30,9% B Cb pamo (p=0,0016) u
MeaHaHaTa Ha npexxussemocT 18 meceua (GCb) cpewry 17,3 (Cb) (p=0,73) ca B nonza Ha GCb pamoTo.

Kapyunom Ha 2wepoama

B panmoMusupaHo npoyuBaHe daza Il apu 529 nanueHTd c MHONEpaOWIEH, JOKAIHO PELUMAMBEH WM
MeTaCcTaTH4YeH KaplUMHOM Ha rbpjara, ¢ peldauB cjiel aJlOBaHTHA/HEOAIOBAaHTHA XUMHOTEpAIlHs,
reMiUTabMH B KOMOHUHALIMA ¢ MAKJIMTAKCE COYM CTATUCTUUYECKH 3HAYMMO YVABJ/DKABAHE HAa BPMETO [0
NIOKYMEHTHpaHa nporpecHs Ha 3abonsaBaHero ot 3,98 no 6,14 Mecena (log-rank p=0.0002) npu naumeHTy,
JIEKYB&HH C FeMUMTA0OWH/MAKJIWTAKCEN CpaBHEHUE C MAlMEHTH, JIeKyBaHU c naknuraxcen. Cuen 377
CMBpPTHHU Cllyyad, obuaTta npexusiaeMocT € 18,6 Mecena cpewny 15,8 mecena (log rank =0,0489, HR 0,82)
NpH MALHUEHTH, JIeKYBaHH ¢ reMUUTa0UH/TIaKJIUTAKCEN CPABHEHUE C MALMEHTH, JTEKYBAHU C MAKIUTAKCE]
U oblnara creneH Ha nopnusapaHe € 41,4% u 26,2%, crorBeTHO (p= 0,0002).

5.2 @PapMaKOKHHETHYHH CBOHCTBA

PapMaKkOKUHETHKATAa Ha reMUMTAOUH € M3ciieBaHa 1Ipy 353 NaUMEeHTH B CeAeM NpoyuBaHus. 121 xxeHu u
232 MBXe Ha BB3pact oT 29 1079 roamuu, OT Te3d NauMeHTH TMpuOIH3UTENHO 45% wumar
HeapeOHoKNeEThUeH Oenoapoben KapuuHoM UM 35% ca JuMarHOCTUUUpaHH C KApUUMHOM HA MaHKpeaca.
[IpencTraBeHHTe (hapMAKOKMHETHYHH [1apaMETPH ca MOJIYUEHM [IpH A03M, B AuanaszoHa ot 500 go 2592
mg/ m?, KOUTO ca npuiaraiu karo uHgysuun ot 0.4 10 1,2 yaca. |
MakcdMalHeTH KOHLEHTpAaLKHH B IUlazMara ([OMyYeH 5 MHHYTH clief Kpasd Ha MHQY3usATa) ca 3,2 A0
45,5 ng/ml. KoHueHdrpauuaTa B IuiazMara Ha OCHOBHOTO ChEAMHEHHE ciel npujarade Ha aosa or 1000
mg/m*/30 MUHYTH ca mo-BHCOKH OT 5 pg/ml 3a npubmmurenso 30 MHHYTH ciex kpas Ha MHAY3HATA H
nmo-pucokH oT 0,4 pg/ml cinex ome €1HH yac.

PaznpeneneHue

OOeMBbT Ha pasnpe/eseHHE B LIeHTpanHUsA KoMnapTtuMeHt € 12,4 1/m? npu xedu u 17,5 I/m? npu Mbxke
(papyabmwiHoctTa Mexay wuHauBHaure e 91,9 % ). O0embT Ha pasnpesenende B neprdepHuas
koMmapTumeHT e 47,4 1/m?. ObeMbT Ha nepudepHUs KOMIAPTUMEHT HE 3aBUCH OT noJid. CRbP3BAHETO C
Ia3MEHUTE MNPOTEUHHU Ce cyuTa 3a HezHayuTenHo. [lonykueor: Bapupa ot 42 10 94 MHHYTU B
3aBHCHMMOCT OT BB3pacTra B nona. [lpu npenopwuaHara cxema Ha [pUnaraHe eJIMMHHHUpaHeTO Ha
remMuuTabH TpabGBa ga Obae daxThueckd 3aBBpHIEHO 3a 5 Jo 11 yaca oT HadanoTO HauHQPy3MsATa.
["eMuuTAOMH HE KyMYJIMpa, KOraTo ce npuara BeJHbX CeAMHUHO.

MeTabonu3zbpm
I'eMmuuTabuH ce Merabonusupa OBp30 OT UMTHMAWH AcaMHHazata B uepHys Apod, ObOpeunTe, KphBTa M
APYTHTE ThKaHH. BBTpekaeTeHHHAT MeTabonu3bM Ha reMunTabun Boau Ao obpasypatic Ha reMuuTabUA
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MoHO-, au-utpudochatn (dFACMP, dFACDP u dFdCTP), or kouto dFdCDP u dFdCTP ce cuurar 3a
akTUBHH. Te3H BBLTPEKIETBYHHA METAOOJIHTH HE CE€ OTKPHBAT B IUla3MaTa Wid B ypuHaTa. OCHOBHHUSAT
MeTa0oJuT, 2'-ne3okcu - 2', 2'- nupnyopoypuaud (dFdU), e HeakTnBeH M ce OTKpMBA B MiasMara u
ypMHaTa.

ExckpeLus

CHCTEeMHUAT KIMpBHC Bapupa oT 29,2 l/hr/m? po 92,2 V/hr/m? B 3aBMCHUMOCT OT mojia M BB3pacTTa
(Bapnabunnoctra Mexay uHIUBHAWTE € 52,2%). KIMpBHCBT NPH KEHH € NPpUBIM3UTENHO 25% Mo—HHCHK
OT CTOMHOCTHTC NpH MbxKe. Makap M OBp3, KIMPBHCBHT KAKTO MPU MbHKE, TaKa H TIPH KEHH, [TOKA3BA
MOHIXKaBaHe ¢ Bb3pacTTa. [lpu mpenopbyBaHata Ao3a remuutabud ot 1000 mg/m’, npuiarana karo
HHQY3usa B NpoALKeHUEe Ha 30 MUHYTH, NO-HUCKUTE CTONHOCTH HA KJIMPBHHCA NP KEHH U MbXE He
HaJjlaraT HaMassBaHE Ha J03aTa NeMLUHMTaOuH.

Exckpeuns ¢ ypHHaTta: no-mMajko ot 10% ce ekckpeTHpa KaTo HENPOMEHEHO JjieKapcTBo. BnOpeunuar
KIMpbHC € 2 1o 7 1/h/m?.

Ilpe3 ceamuuiara, nocneaBamia npuioxenueTo, 92 no 98% or gozara Ha MPUICIKEHUA reMUATAOUH ce
BB3CTaHOBABA, 99% B ypunara, rnasHo nop ¢opmara Ha dFdU, u 1% ot jgo3ara ce exckpetHpa ¢
M3MPAXXKHEHUATA.

PapmakoxkuHeTuka Ha dFdCTP

To3n Metaboaur Moxe na ObJe HaMepeH B MOHOHYK/ICADHHUTC KIETKM HAa MepudepHaTa KpbB M
cie/BaliaTa MH(GOpPMAlLMA C€ OTHACA 3a Te3H KJACTKH. BbTpexneThbyHHUTE KOHLEHTpalliW HapacTsBaT
POMOPHUOHAIHO Ha A03aTa reMuMTaduH oT 35-350 mg/m?/30 MHUHYTH, KOUTO AABAT KOHLCHTpALMK B
crauMoHapHo ¢bcTosHueoT 0,4 — 5 pg/ml. IIpy xoHnerTpalyy Ha reMMTabUH B Masmara Hajg 5 ug/ml,
croitHocture Ha AFACTP He HapacTBar, koeTo mpenmnosnara, ue oOpasyBaHETO My B Te3U KJIETKU €
JAOCTHTHAJIO HACHLIAHE.

Tepmunanen nomy>kHMBoT Ha enuMuUHupane: 0,7 1o 12 vaca.,

PapmMakokuHeTHka Ha dFdU

MakcHMalTHd KOHLIEHTPALIMH B 1iasMata (3-15 MUHYTH ciied kpasgHa 30-munyTHa HHGY3ua, 1000 mg/
m?): 28-52 pg/ml. Hal-HuCcKa KOHLEHTpaUMS ¢l €JHOKPATHO MNpUIoKeHue Ha ceamuua: 0,07-1,12 pg/
ml, 6€3 BUAUMO KyMylMpaHe.

TpudazoBata kpuBa Ha KOHLIEHTpaLKs B IU1a3MAaTa/BpeMe/CpeieH TEPMHUHATIEH MOTYKUBOT — 65 yaca
(muana3oH 33-84 yaca).

ObpazysaHe Ha dFAU oT ocHOBHOTO cheauHeHue: 91%-98%.

CpeneH obeM Ha pasnpeneneHUe B UeHTpanHusa koMnapTumenTt: 18 I/m? (nuanazon 11-22 I/m?).
Cpeaen 0dem Ha pa3rnpeaeneHre B CTALMOHAPHO cheToaHue (Vss ): 150 V/m? (quanasou 96 —228 1/m?).
TrbxaHHa TOKCUYHOCT: €KCTEH3HBHA.

Cpenen anapente KnupbHC: 2,5 Vhr/m’ (nuanason 1-4 I/hr/m?).

Y puHapHa eKCKpeuus: H3LMI0.

KomOHHHpaHa Tepanug reMUNTa0UH U NAKJIUTAKCE)]
Kombunupanarta tepanus He NpoMeHs papMaKOKHHETHKATA HUTO HA reMUMTAOWH, HUTO HA MAKTUTAKCET.

KoMOuHupaHa Tepanus reMunuTabus U kapOooriarui
Koraro ce npunara B koMOHHalMa ¢ kapbonnatul, papMaKOKMHETHKATa Ha reMUMTabKH He ce NpoMeEHsl.

brbpeyuHO yBpexkaaHe
JIeka 1o ymepena OBOpedHa HEAOCTATHYHOCT (CKOPOCT Ha raoMepynsa ¢uarpaiusa (GFR) or 30 ml/min
no 80 ml/min) HAMa NOCTOSHEH, 3HAYUM e(QeKT BEPXY (hapMaKOKMHETHKATA Ha reMUMTaOuH.
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[Ipy excnepuMEHTAIHH NpOY4YBaHHS ¢ MHOIOKPAaTHO MpWIaraHe B NPOAB/DKEHHE Ha 6 Mecela Mpu
MHIIKH W Ky4eTa, OCHOBHATA HAaxoJka € TMOATHCKAHE Ha XeMOoMoe3aTa, 3aBHCHMA OT CXemaTa Ha
puaaralde 4 oT 103ara, Koero € obpatumo. |

['eMuMTabMH € MyTareHeH B in vifro TeCT 3a MyTaLMUH B I7 VIVO KOCTHO-MO3BHEH MUKPOHYK/ICAPEH TECT.
He ca npoBexxnaHu ABANOCPOYHHU NPOYUBAHUA ITPU KUBOTHU 3d OLCHKA HA KapUMHOI'€HHHS NOTEHLMAN.

B npoyuBaHus BBpXYy ¢epTHAMTETa, reMUMTaOUH MNpUUYMHABA oOpaTUMa XuUMocOepMaToreHe3a Mpu
MBXKKH MHIUKH. HE € OTKPUT e(PeKT BLpXY KEHCKHUA PEpPTUTUTET.

OueHkara Ha eKCIEPUMEHTAIHH NIPOYUBAHHUS TIPY KUBOTHH 10Ka3Ba pelpOAYKTUBHA TOKCHYHOCT, HAMp.,
BpPOAEHH aedeKTH U apyru eekTH BbpXY Pa3BHTHETO Ha eMOpHoHA MM deTyca, Xo4a Ha SpeMeHHOCTTa
WY TTepH-U NTOCTHATATHOTO Pa3BUTHE.

6. PAPMAIIEBTUYHHU JAHHHA
6.1 CnnernK HA IOMONIHHTE BellecTBAa

Manuton (E421)

Harpues atierar

XJOpOBOAOPOAHA KUCENMHa (3a Kopekuud Ha pH-cTolHocTTA)
HartpueB xuapokcua (3a kopekuus Ha pH- cToliHOCTTa)

6.2 HecbBMECTHMOCTH
To3u nexkapcTBeH NPOAYKT He TpAOBa Aa c€ CMECBA C APYTH JIEKAPCTBEHH MPOAYKTH, OCBEH [MOCOYEHUTE B
TOoUukKa 6.6.

6.3 Cpoxk Ha rogHocTt

HeoTBopeHH dutakOHHM Npean pa3TBAPAHE: 2 MOJAHHU.

Crnen pasrBapsHe: JokazaHa € xuMMYHA M ¢u3nyHa CTabOWIHOCT 3a nepuod oT 24 vaca npu 25° C. Ot
MUKpOOHONOTUYHA rfe/lHa TOUKa, HPOAYKTHT TPOBa a ce ynotpebu HezabGapHO. AKO He ce ynorpedu
He3abaBHO, EpUOABT HA U3MOJ3BAHE U YCIOBHUATA 32 ChXPAHEHHUC MPEOU yroTpeda ca OTrOBOPHOCT Ha
notpeduresna U OOHKHOBEHO HE TpAOBa Aa € noBeue oT 24 yaca npu Temneparypa 25° C.

6.4 Cnenua/IHH YCJIOBAA HA CbXPAHEHHE
To3u nexapcTBeH NpOAYKT HE U3MCKBA CIICLIMAIHY YCIIOBUS 3a ChXpPaHEHUE.
3a yC/IOBMSTA Ha ChbXpaHEeHHE Ha pa3TBOPEHUS JICKAPCTBEH NPOAYKT BHXKTE TO4UKA 6.3

6.5 /IaHHH 32 ONAKOBKATA

({jiakOH OT Mpo3payHO CTHKIO THN | ¢ 06emM oT 10 mi, 3aTBOpEn c rymeHa 3anylanka ot OpoMOyTHUNOB
Kayuyyk, oOKaTeH ¢ Kanadka, cbAbpkail reMuutadbud npax (200 mg), B onakorka ot 1, 5, 10 u 20 Op.
(dnakoH oT npo3padyHo ¢TI0 THN 1 ¢ 0bem ot 50 ml, 3aTRopeH ¢ rymeHa samywianka ot OpoMOyTUNOB
Kay4yyKk, oOKkared ¢ kanadka, chabppxaty reMuntadbunr npax (1000 mg), B onakoska ot 1, 5, 10 u 20 6p.
He BcHUKM OMakoBKM MOZAT ga ObzaT MyCHATH Ha Ia3apa.

6.6 CrnennatHu NpeANA3SHH MEPKH NIPH H3XBLPJIAHEe H pafoTa
I'emupnTabuH € UATOTOKCHYEH JIEKAPCTBEH NPOOYKT.

Pabota L
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MEpPKH 3a OezonacHOCT npH pabora ¢ uurocraTuum. Pabotara ¢ uHdy3noHHMAT pasTBop TpsibBa ga ce
M3BHpLIBA B 0De30MaceH Ooxc M TpaDBa ha ce W3NOJ3Ba IMpelnasHo o0JeKno U pbKaBUIIM. AKO HAMA
obezonaceH 6ok¢, TpabBa a ce H3NOA3BAT AOIBIHUTETHO MAacKa M NPeAna3Hu OYmia. AKO MPOAYKTHT
B/Ie3HE B KOHTAKT C OYHTE, TOBA MOXKE Aa MPEIH3BHKA CEpHO3HO ApasHeHe. Ouure TpAOBa Ce H3IIaKHAT
He3ab0aBHO M IPWJIMBO € Boda. AKO Jipa3sHEHETO MPOAB/DKH, € He00X0aUMa KOHCYATAUHA C Jiekap. AKO
pa3TBOPBT NONaZHE BbPXY KOXKaTa, H3MHHTE MACTOTO CTApaTEMHO C BOAA.

HHCTpYKIKH 33 pa3sTBapsaHe (M IOCNEABALIO pa3peikaaHe, ako € IPHUIQKHMO)

EauHCTBEHHST pa3pellic pa3TBOPUTEN 3a pa3TBapsHe Ha reMUHTaOMH npax € MHXKEKIIMOHEH pa3TBOP Ha
HaTpHes xnopua 9 mg/ml (0,9%).

CBHBMECTHMOCTTA Ha reMUMTaOMH ¢ Jpyrd JEKapCTBEHH NPOAYKTH HE € NpOoyYeHa, [opanyd KOETO He ce
NpenoppYBa CMECBaHE Ha reMUMTabuH ¢ ApYrd NpoAyKTH IIpH pa3TBapsaHe U paspekIaHe.

[IpuroTeaHe Ha pa3TBOPH C KOHLEHTpaluy, no-rojeMu or 38 mg/ml moke na nOoBede MO HEIBJIHO
pa3TBapsiHe U TpaOBa na ce U3dsrea.

3a pastBapsAHe mIpubasere 0aBHO noaxoasul obeM OT CTepHIIEH WH)KEKLHUOHEH Da3TBOP HA HATPHUEB
xjgopua 9 mg/ml (0,9%) cernacHo npeacrapeHoTO B Tabnuuara no-gojy M paskiarere 400pe A0 MBAHO
pasTBapsHe.

Chabpxkanne BLB Oo6em or 9 mg/ml 06w 06em caea Kpaiina
¢aakona (0.9%) pazreop Ha pazrBapsiHe KOHHEHTPAUHHS HA
HATPHEB XJIOPH/ 32 reMiHTAGMH B
HHKEeKIHA 32 pasTBopa
pa3TBapsine
200 mg 5 ml 0,26 ml 38 mg/mi
1000 mg 25 ml 1,3 ml 38 mg/ml

Moxe na ce HampaBH IOITBIHMTENHO pa3speKIaHE ChC CTEPUNEH MHXKEKUIHOHEH Pa3TBOP HAa HATPHUER
xnopua 9 mg/ml (0,9%).

[Ipean ynorpeba fNexkapCTBEHHWTE MPOAYKTH 34 IMapeHTepaiHa ynoTpeba TpsabBa 1na ce orjienar
BHHMATEIHO 33 BUJUMH YACTHLIM M MPOMAHA B LIBETA.

KakTo npy BCHYKH LHUTOTOKCHYHM IPOIYKTH HEOOXOAUMO € BHUMaHMe Npu paboTta ¢ remMunTaduH. Beeku
HEM3MON3BAH MPOLYKT WIH OTNAaXBYHH MATCPHANTH OT HEro TpAOBa na ce YHHIIOXKABAT CHLIVIACHO
HAUMOHATHUTE U3HCKBAHHA H PasnopeaOMUTe 3a OMa3BaHe Ha OKOJIHATA cpeja.

7. IPUTEXATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA
MYLAN S.A.S, 117 allée des Parcs — 69800 SAINT-PRIEST, ®paHuus

8. HOMEP HA PA3ZPEIIEHHETO 3A YIIOTPEBA

9. JATA HAITBPBO PA3SPEIMABAHE/MIOAHOBSBAHE HA PA3SPEIIEHHETO 3A
YIIOTPEBA

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA



