KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1. HME HA JIEKAPCTBEHHUA ITPOAYKT

HMazatunut ®apmaneaiic 20 mg punmupary TabaeTkH
Dasatinib Pharmadvice 20 mg film-coated tablets

HazaTHHn6 Mapmanpaiic 50 mg ¢punmupanm TabneTku
Dasatinib Pharmadvice 50 mg film-coated tablets

| {LIHUTENHA AfEHLIR N0 NEKAPCTBATA

Nazatuun6 dapmaasaiic 70 mg GUIMUpaHn TabaeTkyl Pama xapaxmepuomuxs N8 o 2y 2y ch/

Dasatinib Pharmadvice 70 mg film-coated tablets i KoM PBa. Ne . /@Z&ﬂ/ 9 47595 g .
. Paapetuere Ne gg

HazatuHu6 Papmansaiic 80 mg punmupanu Tabnerk ~ na.
Dasatinib Pharmadvice 80 mg film-coated tablets I’I!5‘t':‘/ﬁ./.'ﬂn/MF’ - 696}8:)‘5/01*082925
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Hazatnnu6 @apmaapaiic 100 mg dunmupanu TabneTkH
Dasatinib Pharmadvice 100 mg film-coated tablets

HazatiHu6 ®apmaneaiic 140 mg punmupadu tadieTku
Dasatinib Pharmadvice 140 mg film-coated tablets

2. KAYECTBEH H KOITHYECTBEH CbCTAB

HasarnHub Papmaagaiic 20 mg puamupaHu TabneTky

Beska dunmupana tabnetka ceabpka 20 mg nasatuub (dasatinib) (karo 6e3soseH Aa3aTHHMO).
IHomowno seuecmao ¢ usgecmuo getcmeue

Beaka dhunmupana Tabnetka cvabpka 27 mg 1akTo3a MOHOXUIpAT.

Mazarunu® @apmageaiic 50 mg dunMupany TabaeTku

Beska dunmupana tabnetka cpabpka S0 mg aasatunub (dasatinib) (kaTto 6e3BoneH mazaTHHHO).
IlomowHo gerecmao ¢ uzgecmyo geycmeue

Beaka ¢unmupana Tabnetka cvabpxka 67,5 mg nakro3a MOHOXHAPAT.

HazaTuun6 dapmageaiic 70 mg punmupanu Tabnerku

Bceaka dunmupana tabnetka cbabpika 70 mg aasatuHUG (dasatinib) (karo 6e3soleH Ka3aTHHHMO).
Ilomowrno seugecmso ¢ uzgecmuo oeucmeue

Bcaka dunMupaHa tabneTka ceaspska 94,5 mg nakrosza MOHOXHApAT.

Hazatunub Papmagpaitc 80 mg dunmupanu Tabnerku

Beska dunmupana tabnetka cbabpka 80 mg nazatnnub (dasatinib) (kato 6e3soneH nazaTuHHO).
Homowrno sewgecmeo ¢ uzgecmuo oelicmeaue

Bcaka dunmupana tabnerka cxabpaka 108 mg nakroza MOHOXHUAPAT.

Jazatuub Papmanpaiic 100 mg dunmupanu tabreTku
Besaka gunmupata Tabnetxka cuasnpxa 100 mg pasatuuub (dasatinib) (karo 6e3roneH nasatHauob).

Ilomowyro sewecmso ¢ uzgecmuo oeucmeue
Besaka ¢punimupana tabnetka cvappxa 135,0 mg nakro3a MOHOXHApAT.

Hazatunub ®apmansaiic 140 mg dbunmupanu tabierky
Besika punMupaHa Tabnerka ¢babpxka 140 mg gazatunmnb (dasatinib) (karo 6e3soneH nasaTHHHO).
IHomowHo sewgecmeo ¢ u38eCmHo Oeucmeue

Bcska dunmupana Tabnetka coabpka |89 mg naktosza MOHOXHIpAT.




ToBa nekapcTBO ChabPKa MNo-Manko oT 1 mmol HaTpuii (23 mg) Ha TabneTKa, T.€. MOXKE A8 CE Kaxe,
ye MPaKTHUYECKH HE ChABLPXKA HATPUH.

34 TBJIHUS CHIMCBHK HA NOMOLHHUTE BELUECTBA BHKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ounmupana TabnetTka

Hazaruaut Papmaapaiic 20 mg dunmupany TabneTKH
Benu a0 noutu Genu, KPbrAKW € AHaMeTsp 5,6 mm, oOeutH Tabnetku ¢ BANBOHaTO penedHO
o3HayeHue "DAS" oT eanara crpana 1 "20" ot apyrara.

MazatuunG Papmanpaiic S0 mg punMupauy Tabaerku
Benu mo nourk Genu, oBanHH ¢ pasmep 5,7 x 10,6 mm, o6BUTH TabneTku ¢ BATBOHATO penedHO

o3HaueHue "DAS" ot enHaTa crpana u "50" or apyrara.

Hasatuuub Qapmajpatic 70 mg puamupaHu TabaeTky

Benn o mouth Genw, Kpbriau ¢ auamersp 8,7 mm, o6euTH Tabnerkd ¢ BanpOHATO penedHO
ozHayecHue "DAS" ot eanara crpaHa ¥ 70" or apyrara.

Hazatunut ®apmaasaiic 80 mg dpunMupanu TabieTku
Benu a0 nouTH 6enu, Tpubruaxy ¢ pasmep 9,9 x 10,2 mm, oOrutH TabneTky ¢ BITEOHATO penedHo

o3HaueHure "DAS" or enHara ctpaHa v "80" oT Apyrara.

Hazarunub ®apmaneaiic 100 mg dunmupany TabreTky
Benu no noutn Genu, oBanuu ¢ pasmep 7,1 x 14,5 mm, o6BuTH TabneTku ¢ BATEOHATO penedHO
o3naueHHe "DAS" oT ennaTa ctpana n "100" ot gpyrara.

Hazatnnub Papmansaiic 140 mg puamupany Tabaerku
Benu no noutn Genu, kpbrid ¢ avameTsp 11 mm, oOBUTH TabneTkH ¢ BATLOHATO penepHO
o3HaueHHue "DAS" oT epnara ctpada 1 "140" or gpyrara.

4. KJINMHHYHH JTAHHH

4.1 TepaneBTHYHH NOKAZAHHA

Hazatunub Gapmansaic e nokasaH 3a ieueHUe Ha BL3pacTHH nauueHTH ¢ Ph+ ocrpa numdobnactHa
neskemus (OJ1J]) ¢ pe3UCTEHTHOCT WX HENOHOCHMOCT KbM NMPEAHLIHOTO JICYEHHE.

Mazatuuub @apmappalic € 1noka3zaH 3a JleYEHHE Ha NEOUATPUYHH TALHeHTH C
HoBoauarHocTHuHpana Ph+ OJ1J1 B komOnHaLuda ¢ XMMHOTEPAMHA.

4.2 To3npoBKa ¥ HAYHH HA NIPHJI0KEHHE

Jleuennero TpsaOra jia Oble 3aMOYHATO OT NEKap ¢ OMHUT B JHArHO3aTa H IEYCHHETO HA MALMEHTH C
JIEBKEMMUAL.

Jo3upoBka
Bv3pacmuu nayuenmu

I[TpenopbunTtennara HayanHa no3a 3a Ph+ OJ1JT e 140 mg sequnxk AHEBHO (BxK. TOUuka 4.4).

Ileouampuuna nonyvaayus (Ph+ OJLI)




To3upoBKaTa MpH AeLa W IOHOILY € Ha 6a3a TenecHo Tero (BxK. Tabauua 1). HazaruauO ce npunara
epOpanHO BEAHBK AHEBHO nod (opmara Ha Jlasatunu® dapmaasaic GUIMHPaHHU TaOJICTKH WIH
na3aTMHHG npax 3a nepopaiiHa CyCneH3us (BX. KpaTKaTa XapakTepHCTHKa Ha NPOAYKTa Ha
SPRYCEL npax 3a nepopajiHa cycniedsus ). Jlosata Tpa6Ba na ce Mpeu34YHC/IaBa BCEKH 3 MeCeLa HiH
IMo-4ecTo, ako e Heobxoaumo, Ha 6a3a npomsHa B TenecHOTO Terno. TabnerHara ¢gopma He ce
MpenopbuBa 3a NauueHTH ¢ Terno nod 10 kg; npu Te3u nauueHTH TpadBa fa ce H3NOJ3Ba Mpax 3a
repopanHa cycneHsus. YseavuaBaHe KM HamansBaHe Ha [03aTa ¢€ MpenopbyBa B3 OCHOBA Ha
MOBAMABAHETO Ha NAaUKHEHTa ¥ NoHocumocTTa. Jluncea onut ¢ ynotpebara Ha Aa3aTHHHO NpH Aeua

Ha Bb3pacT noj | roanHa.

Hasatunn6 dapmaasaiic punmupany Tabnerky ¥ Ja3aTHHHO npax 3a nepopanHa CyCIICH3HA He ca
GHOEKBHBATEHTHHY. [laLMEHTHTE, KOMUTO ca CNocOOHH Ja nperablliaT TabJIETKH M XKenadT da
npeMHHAT OT Aa3aTvHKMG npax 3a nepopaiHa cycnen3ua kbM Jasatuuu® dapmajsaiic TabneTky,
WM MALMEHTH, KOHTO HE MOTAT J1a MPEerabLiaT TabNeTKH H KOWTO JKeNasT a PEMHHAT OT TabNeTKu
KBM NepopaiHa CyCneH3us, MOrarT a ro HanpassT, CTHra ia ce CrasBat NPENopLKUTE 3a NpHaraHe
33 CHLOTBETHATA JeKapcTBEHa popMa.

[penopbuvTenHara HavaiHa AHeBHA ao3uposka 3a Jlasatunud dapmanBaHc TabeTku pu
MEAMATPUMHH NAUMEHTH € npeacTaseHa B Tabsiuua 1.

Ta6auna 1;: Ho3uposka 3a Jaszarunu6® DPapmagpaiic radleTkH NpA NEAHATPRYHH
nanuenTH ¢ Ph+ OJLJI

Tesnecno Terao (kg) JAHeBHA A03a (mg)
10 no no-manko ot 20 kg 40 mg
20 no no-manko or 30 kg 60 mg
30 mo no-manko ot 45 kg 70 mg
Ha#i-manko 45 kg 100 mg

2 TabeTHaTa (opMa He Ce NMPENopbUBAa 32 NAUHEHTH ¢ Tero nox 10 kg; npu Tesu nauueHTyH Tpadsa
Aa ¢ H3MNOA3Ba Npax 3a fNepopaiHa CyCIEH3UA.

IIpodwascumennocm Ha ACYeHUemo

B KIMHHUHKM U3NWTBAaHUS JeUeHHETO ¢ Aa3aTHHHO npu Bb3pacThd ¢ Ph+ OJUI e npoawkuno no
nporpecuaTa Ha 3a60a7BaHETO WIH RO N048aTa HA HEOHOCUMOCT OT CTPaHa Ha MaLHEeHTA. EdekTeT
OT CIMpAHE Ha JISYEHUETO BBPXY ABATOCPO4HHA M3X0. OT 3a00sBaHeTO, CiieA MOCTHraHeTo Ha
[UTOTEHETHYEH MK MOJIEKYTAPEH OTTrOBOp [BKIIOMHTENHO MbJieH uuToreHeTuueH otroop (CCyR),
ronam mosekysipeH orrosop (MMR) n MR4,5] He e mpoyyeH.

B KIMHHYHY W3NMTBAHUA JIeUEeHMEeTo ¢ Aa3aTMHWO npH negvarpuuHM nauueHTH ¢ Ph+ OJII e
pHIaraHo HEMPEKbCHATO, J00aBEHO KBbM NOCNEA0BATENHH GI0KOBE HA OCHOBHATa XMMHOTEpanui
C MAKCUMMasiHa NPOABLIKUTENHOCT OT ABe roavMHd. Ilpy nauueHTH, KOMTO ca MNOJIONKEHH Ha
OCNEeABALLA TPAHCTIIAHTALMA HA CTBOOBH KieTkH, [lasaTuHu® ddapManpaiic Moke Na € NPHIOKH
3a OllEe eAHa roNHa Clle] TPaHCNAaHTaLUATA.

3a ga ce NOCTUrHE MpenopbusaHaTa Ao03a, JasatnHu® @apmaneaic ce npeanara nox ¢gopmara Ha
¢unmupann Tabnerku or 20 mg, 50 mg, 70 mg, 80 mg, 100 mg u 140 mg. YpennyaBaHe WM
HaMa/iaBaHe Ha [1034Ta CE MPEnopbYiBa Bb3 OCHOBA Ha NMOBJIWABAHETO HA NallMeHTa K NIOHOCHMOCTTA.

Hoguwasane Ha 0g3ama

B KIHHWUYHKM M3NHTBAHUA NpH Bb3pacthH ¢ Ph+ OJUL, noBuHwaBaHe Ha nosara A0 180 mg BeOqHBXK
AHEBHO € GUN0 MO3BOJEHO MPH MAUMEHTH, NMPY KOUTO HE € OHMJI MOCTUrHAT XEMATONOrHYEH HiH
LIHTOrEHETHYEH OTTOBOP MpPH MpenoprYNTEIHATA HAYATHA J034a.

He ce npenopwyea noguwasane na 0ozama_npu neduampuynu nayuewmu ¢ Ph+ OJIJI, mvu kamo
npu me3su nayuenmu Jlazamunub Papmadeaiic ce nPuIaza 6 KOMOUHAYUA C XUMUOMEPANUA.




Ilpomana uma_ Odozama nopaou HeJNCeAQHU peaxKyuu

Muenocynpecus

[To BpeMe Ha KNMHUYHUTE K3TIUTBAHUA, MUENTOCYTIPECHATA € OB/IaAMHA YpE3 NPEeKbCBAHE Ha NPHEMa,
HaMansiBaHe Ha J03aTa MM [PEYCTAHOBABAHE HA HU3MWTBaHoTO NeuveHde. [Ipn HeobxoauMoOCT €
npoBeXaaHa M TpaHcy3us Ha TpoMmOGouutH W epuTtpouMTH. [IpH nauHeHTH C pPEe3HCTEHTHA
MHEJIOCYNpecHs € NMpunaraH U XxemonoetuyeH pacrtexeHd dakrop. [Ipenoprkure 3a npomdaHa Ha
ao3ata ca 0606uwerd B Tabnuua 2.

Tabanua 2: Tlpomana HA N03aTa NpPH HEYTPONeHHs N TPOMOOUHTONIEHHA NPH BL3PACTHH

Bn3pacthu ¢ Ph+ OJLJI ANC < 0,5 x 10/l w/un |1 TIposepere manu 1IUTONEHUATA € CBbP3aHa C
(HayanHa posa 140 mg TpombowTu <10 x 10%1 NeBKeMMATA (KOCTHOMO3BUEH acvpaT WiIH
BEIHLX JHEBO) GHOTICHA).

2. AKO UHTOMNEHHATA HE € CBbP3aHa ¢
JIECBKEMHATA, CTIPETE NEUEHHETO J0
noctarasero Ha ANC > 1,0 x 10%/1 n
TpomboumTH > 20 X 101 1 BB30GHOBETE

Tepanuara ¢ MbPBOHAYATHATA A034.

3 Ilpy nmoaBHia C€ OTHOBO LIMTOMNEHHUS,
MNOBTOPETE CThNKA 1 U B30OHOBETE
JIEMEHUETO ¢ No-HUcka ao3a ot 100 mg
BeAHDX AHeBHO (RTOPY enu3on) wiu 80 mg
BEIHBX AHEBHO (TPETH €NU30N).

4 AKO UMTONEHUATA € CBbP3aHa C TICBKEMHUATA,
oOMHCeTe NOBHILABAHE HA Jo3aTa 10 180 mg
BEAHbX JHEBHO.

P

ANC: abcoatoren Opoh Ha HEYTPOGHAHTE

I[Tpu neauarpuunu naunentu ¢ Ph + OJUJ1 He ce npenopbpyBa npoMsHa Ha J03aTa NMpH CIy4aH Ha
XEMaTOJIONHYHA TOKCHYHOCT cTerneH | no 4. Ako HeyTpoNeHHATa W/ HWIH TpoMOOUMTONEHUATA BOAAT
no 3abaBsaHe Ha chenpaulus 0A0K Ha JieueHue ¢ noseue oT 14 nHU, nazaTuHuO Tpabea na ce cnpe H
1a e Bb300HOBH MpH CHILOTO 030BO HUBO CJIE[ 3aI0UBAHE HA ceABallus 00K Ha JICYECHHETO. AKO
HEYTPOIIEHUATA W/HIW TPOMOOUMTOTEHHUATA NEPCUCTHPAT U CIEABAIUMAT OJIOK Ha JIEUECHHE Ce
3abaBy ¢ oule 7 AHM, TpAOBAa na ce U3BLPIIK OHEHKAa Ha KOCTHHS MO3bBK, 3a Ja ce OLIeHH
LeNy/1apUTEThT W MPOUEHTHT HAa OnacTure. AKO UEAyNapuTeThT Ha KOCTHHUA MO3BK € <10%,
neveHreTo ¢ na3aTHHuO TpaGea aa ce npexbcHe no ANC> 500/ul (0,5 x 10%/1), cnex koero
NedeHHETo MoXe Aa Obae Bb30OHOBEHO NpH MBJIHA 1033. AKO LENYJIapUTEThT HA KOCTHHA MO3BK €
> 10%, moxke aa ce 0OMHUCAN BE30OHOBABAHE HA ICHEHUETO C 1a3aTHHHO.

Hexemamonozuunu nedcenanu peaxyuu

Ilpu paseBuTHe Ha ymepeHa, creneH 2, HEXEMATOJOTMYHA HEXENMAHA peaKuus Npd Oa3aTHHHO,
JedeHneTo TpiaOBa JAa ce NPeyCcTAHOBU OO0 OTMHHABaHE Ha HEXeJlaHaTa peakLuds WIH BpbIlaHe [0
M3XOJHOTO HHBO. JleyeHueTo TpaOBa Ja ce BL300HOBH ChC CHLUATA 1032, aKO CEOMTHETO ce MpoABABa
3a MbPBH NBT W f03aTa TPAOBA Ja ce Hamallk, aKO TOBA € [OBTapsLa ce HexenaHa peakiuus. Ilpu
Pa3BHTHE HAa TeKKa, CTeneH 3 WK 4, HexeMaToJOrHMYHa HEeXEIaHa peakuus Npd Aa3aTHHMO,
JedyeHneTo TpaOBa 4a ce NpeycTaHOBW A0 OTMMHABAaHE Ha HexenaHara peakuusa. Cnea ToBa,
JeyeHHeTO0 MOoXKe na ObAe CbOTBETHO BB30OHOBEHO C [MO-HUCKA [03a B 3aBHCHMOCT OT
MEPBOHAYANHATA TEXKECT Ha HexkenaHata peakuus. [Ipu maumentu ¢ Ph+ OJUJ], kouro nonyuasar
140 mg BeAHBK AHEBHO, CEe MPENOpbUBa HaMansBaHe Ha no3ata 40 100 mg seaHbk AHEBHO H MpH
HeOOXOANMMOCT, AONMBAHHTENHO HaMantsBaHe Ha 703aTa oT 100 mg BeaHbxK AHEBHO 10 50 mg BEOHBX
nHeBHO. [1pu neanaTpuunu naudedt ¢ Ph + OJUJI ¢ HexeMaTONOrHYHYH HEXKEJIAHHM pPeaKlHH, aKo €
HeobOXxonuMo, ao3ara TpaOBa Ja C€ HaMalH ¢ €AHO HHBO, B CBHOTBETCTBHE C IPENOPBKUTE 34
HaMaJIsBaHe Ha N03aTa MPH XeMaTOAOTHYHH HEXKENaHH peakLUH, ONMUCaHH Mo-rope.

IInespanen usnus
[Ipy pHarHOCTHUMWpaHe Ha MEBPAIEH U3/WB JleueHueTo ¢ Ja3aTHHHO Tpsabsa Ja ce npeycTaHOBH,
IOKaToO NAaLHEHTHT Obae npernenaan, craHe aCUMITTOMATHUYCH WK CE€ BEPHE KbM H3XOHO HH




NPHONU3UTENHO B PAMKUTE HA €/IHA COAMULA HE CC Ha6noaaBa noaoGpeHHe Npy enusoia, Tpidea
na ce OOMUCIIH BB3MOXKHOCT 3a fpAnaraie Ha neuebeH Kype © AHYPETHLH HIIH KOPTHKOCTCPOUIH,
YUIIH C 1BeTe eaAHOBPeMEHHO (BX. Touku 4.4 1 4.8). Cnen 0T3By4aBaHe Ha MbpBHA ENHM301, TpsaOBa Aa
ce 06MHCNY MOBTOPHOTO NPWIOKECHHUE HA 123aTUHHG HA CHIOTO AO30BO HHBO. CJie/l OT3BYHaBAHE
Ha 110C/1eABaLl eMU30A, Aa3aTHHUG Tpabsa Aa ce MPUNOKH OTHOBO Ha €AHO J030BO HHBO MO-HHUCKO.
Cnen OT3ByuYaBaHeTO Ha TEXbK (CTeneH 3 win 4) enusoz, JeYEHUETO MOXKE Aa ObAe CHOTBETHO
21306 HOBEHO C HAMAJIEHA 1033 B 3aBUCHMOCT OT bPBOHAYAIIHATA TEKCCT Ha HEXXE/MAHATA peaKLn.

Havarseane Ha 0o3ama npu Cenemcmeawa ynompeda Ha Cunhu unxubumopu na CYP3A4
ChIrbTeTBaWIATa yroTpefa Ha CHTHH MHXUOHTOPH Ha CYP3A4 u cok ot rpeiindpyt ¢ JasaTuHub
@apmangaiic Tpabsa aa ce u3dArsa (sx. TOuKa 4.5). Ako € BB3MOXHO, TpaOBa na ce n3bepe
ANTEPHATUBHO CHABTCTBALLO JIEKApCTBO Ges WH CbC MHHMMAIEH MOTEHLMAaN 32 WHXUOMpaHE Ha
erzumuTe. Ako Jlazatnnu6 dapmanpaic Tpadsa na ce npuiara ChC CHICH uuxubutop Ha CYP3A4,
1ia ce B3eme NpPEeABK HaMansBaHe Ha 103aTa J0

« 40 mg AHEBHO 3a NAUMEHTH, NPHEMALLH Nazatvau6 Gapmanpaiic 140 mg TabneTKa HEBHO.

¢ 20 mg JHEBHO 3a NALUEHTH, NpHemMauly Tlazatuun® ®apmaneaiic 100 mg TabneTka AHEBHO.

» 20 mg AHEBHO 3a NALMECHTH, NPUCMALLH TazaTunub dapmansaiic 70 mg TabneTKa AHEBHO.

3a nauuenTH, npuemaiy JazaTHHub DapmaBanc 60 mg uiu 40 mg AHEBHO, a C¢ B3eME NpE/IBUL
peKbCcBaHe Ha npHeMa Ha Nazatuuu6 Gapmaspalic 4O cnMpaHe HA NPUICKEHHETO Ha CYP3A4
HHXHOUTOpA WM TIPEMHHABAHE KbM MO-HHCKA 1033 ¢ nekapcTBeHaTta ¢Qopma 3a rnepopanHa
cycrieHsds (BX. KpaTKaTa XapaKTepPUCTHKA Ha na3aTMHUMG Mpax 3a MepopaiHa cycneHsus). Ja ce
OCTABH NMEPHOJ HA OYUCTBAHE OT MPUOIHU3MTENHO | cenMuLa cliel] CIMPaHeTo Ha HHXMOUTOPA, Mpeu

1a ce Bb30OHOBH NMPUIIAraHeTo Ha 1a3aTHHHUO.

Tesy HaMaIeHH J03W AA3aTHHMO ce MpelBdkaa Na KODHrHpar mioira HoA kpuBaTa (AUC) no
rpaHMLMTE, HabnonaBanu Oe3 CYP3A4 yuxuburopy. Jinncsar obave KWIMHHYHHA JaHHH 33 TO3H
KOpEKLMH Ha 103aTa NPH NaLKEHTH, MOJlyHaBall{ CHITHH ruxu6uTopn Ha CYP3A4. Ako Aa3aTHHHO
He ce MoHacs CMEA HaMmalsBaHe Ha 003aTa, TpaOBa na € MPEKPaTH OpPUNIOKCHHCTO Ha CHJIHHA
paxu6utop Ha CYP3A4 unu aa ce npekpeHE npueMa Ha na3aTUHUO, JOKATO MPHIIOKEHHETO Ha
HHXKOUTOpa 6BAe NPeYyCTaHOBEHO. Tpabea fa ce OCTaBH MEPHOJ, HA OUHCTBAHE OT NPUOITH3IHTENTHO
| cenMULA CIEA CIMPAHETO Ha MHXMOWTOpA, MPen A C€ yBEIKW1H A03aTd na3aTHHHD.

CrnieliManHy nonyjaauiy

Cmapuecka 8b3pacn
He ca Habii0AaBaHy KTHHUUHO 3HaUYKWMH, CBbp3aHu ¢ Bb3pacTTa, (papMaKOKHHETHYHH Pa3IHtIKs IPH
re3n nauienTy. He ca Heo6X0AMMH KOHKPETHH MPeNOPbKU NO OTHOLICHHE Hd JO3UPAaHETO IpH Xopa
B CTap4ecka Bb3pacT.

YeproOpobHO YEpeNcoane
MaumentTd € NEKO, YMEPEHO MIH TEXKKO yepHOAPOOHO YBpeXHaHe MOraT [a TNpHeMaT

npenopbUBaHaTa HavajlHa A03a. Bee nak [Jasatuun6 Qapmansaiic TpsaOpa ma ce npunara ¢
BHUMaHWE NPH NAUMEHTH C HEPHOAPOOHO yBpeKAate (BK. TOuKa 5.2).

Bwbpeuno yspesicoane

He ca npoBexaaHW KIMHHUHY H3NWUTBAHWS C 1a3aTHHUO NpH NMAUMEHTH C TOHMKeHa OvOpeuHa
dynkuus. THH kato OBOPEHHUAT KIUPBHC HA na3aTHHUMG W HerobuTe MeTaboNHTH € < 4%, He Ce
OYAKBA MOHMKEHHE HA OOLIMA TENECEH KAUPDBHC NMPH NAUHCHTHTC C 6nOpeuHa HEAOCTATHYHOCT.

HauuH_Ha NPHJIOKEHUE

TMazatuau® dapmansaiic Tpabdsa Aa ce nprHeMa nepopajiHo.
dunmupanure Tabnerku He TpAGBA Ja ce pasdynsaT, pexKaT WK ABBUAL, Te TpaAbBa Aa ce I'biaTar
Le/MH 33 a ¢€ OCHIypH MPaBWJIHOTO A03WPaHE W Jia Ce HaManu pucka OT eKCITO3HIIMS Ha KOXKaTa.
Ounmupanure TabneTku He TpadBa Aa ce pasTBapAT, Thii KaTO EKCMO3HLUMATA [PH MALHCHTHTE
[pHeMallly pa3TBOpeHa TabneTka e No-HHUCka OTKOJIKOTO TpH npYeM Ha Lisuia Tabnerka. NazaTuHUO
Apax 3a fepopajiHa Cycnesus € MOAXOAALL Chilio M 34 NaLHCHTH, KOWTO HE Morar ja
TabNeTKH.




HMazaTunu6 @apmansaiic MoXke 1a ce npMeMa cbe Uiau 6e3 XpaHa H TpAOBa Ja ce npuemMa ro eIHO H
CBILO Bpeme cyTpHH WK Beuep. Hasarunu® Qapmazsaiic He TpaGsa fa ce npueMa ¢ rpeinpyT Wiu
cok ot rpeiindpyr (Bx TOuka 4.5).

4.3 IIporrBonoxa3aHus

CBpBbXUYBCTBHTEAHOCT KbM aKTHBHOTO BEUIECTBO MM KbM HAKOE OT TIOMOUIHUTE BECILUECTBA,
H36poenu B Touka 6.1.

4.4 CneuuaJHHn NpeaynpexieHUs U NPEANA3ZHA MEePKH NPH ynoTpeda

KJIHHWYHO 3HAYUMH B3aUMOACHCTBUA

TNazatuHn® e cyberpat M HHXHOuTop Ha uuroxpom P450 (CYP) 3A4. ETo 3amo, CHIIECTBYBA
MOTEHLHANHA BbL3IMOXKHOCT 33 B3aHMO/ICHCTBHE ¢ APYTrH €QHOBPEMECHHO MNpHIAraHH JICKaPCTBEHH
MPOAYKTH, KOMTO ce MeTaboNU3HpaT [NaBHO Ype3 Wi MOAYNHpaT akTHBHOCTTa Ha CYP3A4 (BiK.

TOUKA 4.3).

EnsoBpemenHaTa yriorpeba Ha na3aTHMHMO M JEKAPCTBEHH NPOAYKTH WIM BELIECTBA, KOMTO €4
noreHuuandy MHxuOuTopd Ha CYP3A4 (Hanp. KEeTOKOHa30J, HMTPaKOHA30J, €PUTPOMMIIHH,
KJIAPHTPOMHLNH, PHTOHABHP, TENUTPOMHULIMH, COK OT rpeHndpyT) MOXKe 1a NOBHILK €KCTIO3HLMATA
Ha pazatuHu®. EnHoBpemennara ynorpeba Ha na3zaTuHu® M NeKapCTBEHH MPOXYKTH, KOHWTO Ca
MOLUHH WHXKHOHTOpH Ha CYP3A4 He ce npenopbuBa (BX. To4Ka 4.5).

EaHoBpemeHHaTa ynoTpeba Ha Aa3aTHHHG W JIEKapcTBEHH NMPOAYKTH, kouTo MHAyuupar CYP3A4
(Hanp. nekcamerasoH, (eHUTOMH, kapbamazenuH, pudamnuuuH, ¢eHobapbutan WMH OWIKOBH
npenapartu, ChAbpxawld Hypericum perforatum, W3BECTEH CHIIO KATO XKbAT KAHTapPHOH) MONKE
3HAUUTEIHO A3 HaMajH €KCMO3MLUMATA Ha Aa3aTHHUO, KOETO MOBHILABA NMOTSHUHATHHA PUCK OT
TepanesTHyeH Heycnex. ETo 3aulo, Npy nauueHTHTE npHeMally La3aTHHUO, 33 €IHOBPEMEHHO
npunoxenue Tpadsa na 6baaT M3dUpaHH ANTEPHATHBHH JIEKAPCTBEHH MPOAYKTH C MO-MaNnBK
HHOYKUHOHEH NOTeHLMAan no oTHoweHHue Ha CYP3A4 (Bx. Touka 4.5).

EaHoBpemeHHara ynotpeba Ha nasatuiib u cyberpar Ha CYP3A4 Moxe ga MOBHILK EKCTIO3HIHATA
Ha CYP3A4 cy6erparta. ETo 3awio, € HeoGXOAMMO MOBHLIEHO BHHMAHWE, KOTaro AasaTuHud ce
npunara egHospeMeHHo ¢ CYP3A4 cybcTpaTd ¢ Te€CeH TepaneBTHYCH MHICKC, KATO acCTEMH3O,
TepdeHannH, LM3anpHA, NHMO3HA, XHHRIMH, OenpUAWN HAM eproajkanouiy (EproTamuH,
NUXHAPOEProTaMHH) (BXK. TOUKa 4.J).

EnnospemeHHara yrnotpeba Ha aasatvHuG W xucramuu-2 (Hz) aHtaronmct (Hamp. gamMoTHIMH),
UHXWOHTOP HAa MPOTOHHATA MOMMa (Hanp. OMEenpasoi) WiH alyMUHWEB XHAPOKCH[/MarHe3Hen
XHAPOKCHA, MOXE Aa HaMand eKcrnosuuuaTa Ha paasatuHuO. ETo 3awo, Hr-aHTaroHucrure M
HHXHMOUTOPHTE Ha MPOTOHHATA MOMMNA HE Ce MPENOPHUBAT, & MPOAYKTHTE, CHABPKALIH ATYMUHUCB
XHAPOKCH/MarHe3ueB Xuapokcun tpaGea Aa ce MpwiaraT Ao 2 4aca npeau WiM 2 4aca CJex
ynorpebaTa Ha Aa3aTHHUO (Bx. TOuYKa 4.5).

CreuunanHy nonynauuH

B13 ocHOBa Ha pesynTaTyTe OT (YapMaKOKMHETHYHO NPOYUYBaHe ¢ eIHHHYHA 1032, TRUHEHTH C JIEKO,
YMEPEHO WK TEXKO 4epHoApoOHO yBpexaaHe MoraT aa npHeMmar MpernopbiBaHaTa HavalHa 1034
(Bx. Touka 5.2). Tlopaau orpaHMYeHHITa HA TOBA KIIMHHYHO MPOYYBaHE C€ MPENOpbYBa NOBHIIEHO
BHUMAaHHE NPY NPHIIOKEHHUETO HA Ja3aTHHUO NPH NAUKMEHTH ¢ YePHOAPOOHO YBpeKIaHe.

BaxkHH He)xenaHH peaKLHu

Muenocynpecus
JleuenneTo ¢ Aa3aTHHHO € CBbLP3aHO ¢ aHeMus, HeyTponeHus u TpomboumToneHud. [losBaTa WM
HACTBIBA NO-PAaHO U C NO-BUCOKA YyecToTa nNpy nauueHty ¢ XMJI B Hanpeanana ¢aza win Ph+ OJUI,
B CpPaBHEHHE ¢ Te3M ¢ XpoHuuHa ¢aza Ha XMJL. ITbaHa kpreHa kapTiHa (ITKK) Tpsabpa na ce npaeu
BCAKA CEeAMHLUA Mpe3 IbpBHTE 2 Meceua, a cjled TOBAa BEAHLK MECEYHO HIH B 3aBHCHM




KIMHMYHATA KApTHHA MPH Bb3pacTHH MALMCHTH C HamnpeaHana daza Ha XMJI unu Ph+ OJU,
neKkyBaHM ¢ MoHorepanus ¢ JazaTMHUO. [lpu BB3pacTHY M NEAHATPUYHH MALMEHTH C XMJI B
XpoHuuHa (haza, MbAHA KPbLBHA KapTHHa TpabBa na ce npasy Ha BCEKH 2 CE/IMMIIM 3a 12 ceamuiu,
clieZl TOBA HAa BCEKH 3 Mecella MM KakTo € KJIMHWYHO noka3aHo. [1py neaquaTpyuiHy MaUHCHTH C Ph
+ QJIJ1, nexyBanu ¢ Aa3aTMHHG B koMOuHaums ¢ xumuotepanus, ITKK Tpa0dsa na ce mpocnenssa
NpeqK HauyanoTO HAa BCEKM GJIOK XMMHMOTEpPanMa M KaxkTo € KIMHUYHO mokasaHo. llo Bpeme Ha
KOHCONUAHpALLMTE GnokoBe Ha xUMHoTepanuara, [IKK Tpabea na ce npaBH Ha BCEKH 2 OHU 70
BBICTAHOBABaHE (BXK. ToukH 4.2 1 4.8). Muenocynpecusta oGHKHOBEHO € oOpaTHMa M €& OBNANABA
¢ MOMOLITA HA BPEMEHHO MpEYCTaHOBsBaHE Ha MMPHEMAa Ha JA3aTHMHUO WK Hpe3 pedyuMpaHe Ha
A03aTa.

Kvpeene
Ipu naumentn ¢ XMJI B xponuuHa aza (n=548), 5 mauuenTn (1%) noryuapaluy aazaTHHHO, ca

MMasii xemoparusa crened 3 win 4. B knuHu4H# npoyuysarus npu naunestH ¢ XMJI B HanpeiHana
hasa, nonyuasaiuu NpenopbUKHTeNHaTa A03a Aa3atTnHuUG (n=304), Texka XeMoparus Ha HeHTpalHaTA
HepeHa cvctema (LJHC) ce cpewa npy 1% ot naumeHTuTe. EANH OT CiTyqauTe € daTasneH, KaTo €
cBbp3aH ¢ TpombounToneHns crened 4 no ,,O0WH KPHTEPHH 3 tokcuyHocT” (Common Toxicity
Criteria (CTC)). KpbBOH3/IHB OT CTOMALIHO-YPEBHHA TPAKT CTeneH 3 WM 4 ¢ HabmonaBaH NpH 6%
ot nauueHTute ¢ XMJI B HanpeaHana ¢a3za U OOMKHOBEHO M3MUCKBa MPEKHCBAHE HA JIEHCHHETO H
tpancysus. JIpyru KpbBOH3IHBH CTeNeH 3 wik 4 ca Hab/o1aBaHH Npu 2% ot naueHTrre ¢ XMJI
B Hanpeanana ¢a3a. [IoBeyeTo OT HeXeNaHUTE peakllH, CBbP3aHH ¢ KbPBECHE, NPH TE3H MALMCHTH
ca THNM4HO CBBP3aHH ¢ TpombouuTonewus crened 3 wau 4 (Bx. Touka 4.8). OceeH TOBa,
PEe3yNITATUTE OT OLIEHKATa HAa TPOMOOLMTHTE in vitro W in vivo NOKa3BaT, Ye NEYCHHETO C na3aTHHUO
06paTUMO 3acara akTHBaUMATa Ha TPOMOOLIMTHTE.

Heo6xoauMoO e TMOBHIUEHO BHMMaHWE, B Cly4yad 4e MALMEHTHTE C€ HYXRAaAT OT JNCKapCTBCHH
MPOAYKTH, HHXHOWpalK TPOMOOLUMTHATA DYHKLHUSA WIH AHTHKOArYJIaHTH.

3advpoicane Ha MeYHOCHU

NazaTiHUG ce CBBP3Ba ChC 3aAbprKaHe Ha TewHOCTH. B knuunyHo npoyusane ¢asa 1] mpu nanpenTy
¢ HoBoauarHocTuumpaHa XMJI B xpoHnuHa da3sa, ce cbobi1aBa 3a 3abpxaHe Ha TETHOCTH CTCTICH
3 unu 4 npu 13 naumentu (5%) B rpynata Ha JeueHHe ¢ Na3aTHHHO W MpH 2 naueHTH (1%) B
rpynara Ha jeuyeHue ¢ uMaTuHub cnel MuHUMYM 60 Mecelia npocieasBaHe (Bx. Touka 4.8). Ot
BcHuky naumeHTH ¢ XMJI B xpoHHyHa a3a, NeKyBaHH ¢ Aa3aTHHHO, TEKKO 3aAbpHKAHE HA TEUHOCTH
HaCTBNBA MPH 32 nauueHTH (6%), nony4aBally NpPenopbLYHTENHATA [03a Aa3aTHHHO (n=548). B
KJIMHUYHU MPOY4BaHus NMpH naureHTy ¢ XMJI B HanpeaHana ¢asa, nosy4apally NpenoppurTenHaTa
n03a nasatuHu® (n=304), ce crobilasa 32 3aabpXkaHe Ha TEUHOCTH CTeneH 3 wik 4 npH 8% or
NMALMEHTHTE, BKIIOUMTENHO NJeBpaJeH W MepukapieH H3JMB crerneH 3 wid 4, ¢bOOLIaBAHH
CHOTBETHO MpH 7% W 1% oT nauneuture. [Ipu Te3n nauveHTH, Genoapoben OTOK cTeleH 3 Wi 4 U
GenoapobHa XMNEPTOHUA ¢a ChOOLLEHN NOOTAENHO NMpH 1% OT NaLHEHTHUTE.

[MauueHTH, pa3BuBalUM CHMMITOMM, MNOACKa3BaLlH TUIEBPAJIEH H3JIMB, KaTO IOHCHHES WK CyXa
kauupua, TpsGBa Aa 6bAAT W3CNEABAHW C MOMOIUTA HA PEHTreHOrpa@HsA Ha TPBAHHA KOIL.
[Inespanen U3AMB cTeneH 3 WaW 4 MOXe Ja U3HCKBa TOPaKOLICHTE3a WM KHCIOpPOAHa Tepanud.
Hexxenanure peakUH CbC 3bAbP)KaHE HA TEHHOCTH OOMKHOBEHO €€ MOBJIMABAT C TOMOINTAa HA
MOANBbPKALLM MEPKHM, KOHTO BIUTIOUBAT AWYPETHUM M KPATKOTPAEH KypC Ha JICUEHHE ChC CTEPOHIH
(BXK. Touku 4.2 u 4.8). [laudeHTuTe HAa Bb3pacT 65 rOAWHH U MOBEYE Ca NO-CKIOHHH KbM cHOUTHA,
CBbLp3aHH C TUIEBpalieH W3NWB, AWCNHER, KAIUIMLA, NEPHKApACH M3/HB M 3aCTOMHA ChpACHHA
HEOCTATHYHOCT B CPABHEHHE C NO-MJIAA|UTE NalMeHTH U Tpabea fa ce HabronaBaT BHUMATEIHO.

Benodpobra apmepuanna xunepmorus (bAX)

BAX (npekanunapHa GenogpobHa apTepWalHa XWNEPTOHMsA, MOTBLPJEHA C AACHA CBP/CYHA
KaTeTepu3alns) e JoKNaJBaHa BbB BPb3Ka ¢ eUeHHe ¢ Aa3aTHHHO (BK. TOYKa 4.8). B Te3u cny4as,
BAX e nokjiaaBaHa cyies] 3aOUuBaHe Ha Tepanus ¢ Ja3aTHHHO, BIUTIOUHTENHO H C/ie[ OBEYE OT € HA
rofHHa fevyeHue.




IMannenture Tpsbsa na ObAaT OLEHeHW 3a Npy3HaU¥l H CHMNOTOMH, CBBpP3aHH ¢ OCHOBHO
Kapauony/aMoHaHo 3a0o/1sBaHe, nNpeau Aa 3anovHaT Tepanud ¢ Aa3aTHHHUO. Ilpu 3anmoyBaHe Ha
TEpanus Ha BCEKH MaLMEHT CbC CHMMITTOMM Ha ChpaeyHO 3abonasaHe TpiAGBa Aa OvAe HanpaseHa
exokapauorpadHs ¥ 1a ce OOMUCITM TakaBa Npy NaUUEHTH C PHCKOBH (AKTOPH 338 ChPAEUHO WIH
nmyaiMoHanHo 3abonsBaHe. [lauueHTUTE, KOUTO pa3BHAT OHMCIIHES H yMopa /el 3armo4yBaHe Ha
Tepanus ¢ na3aTHHUO, TpaGBa na ObAaT oueHeHH 3a OOLUA €THOJIOTHS BKIIOUYHTENHO IUIEBPAJICH
u3nue, OenoapobeH OTOK, aHemus, WHGUATpauua Ha Oeaure Apobose. B CHOTBETCTBHE C
NPENIOPBKUTE 3a IEUEHHE HA HEXEMATONOTMYHM HeXKeNaHd peakuud (Bx. Touka 4.2) mosara Ha
na3aTHHUO TpaOBa Aa Obae HaManeHa WM TeEpanyaTa 4a ¢ MPeKhCHE MO BpeMe Ha TOBa OLICHABAHE,
AKO He ce HaMepH oDACHEHME WK ako HAMa noaodpenve MpH HaMaldgBaHe Ha [03aTa WIH TIpu
HEMHOTO npexbeBaHe, TpAGBa na ce obMucnu auarvozata BAX. JlnarHocTHYHHMAT noaxon Tps6sa
Na cneapa craHaapra 3a neueHde. [lpu notespkaasake Ha BAX, npueMsT Ha Ja3aTHHUG TpabBa na
Oblle OKOH4YaTeNHO npeycTaHoBeH. [IpocneaspaHeTo TpaOBa Aa ce OCHIUECTBH B ChOTBETCTBHE CBHC
craHaapta 3a JedeHue. HaOmopapanu ca nopaobpeHHs B XeMOAWHAMHYHHMTE W KIHHUYHHTE
napameTpy npd nauueHTy ¢ BAX, nekyBauu ¢ fazaTiHUO, cnen crvpaHe Ha TepanuAaTa.

Yovaoicasane na QT unmepsanqg

In vitro maHuuTe noOKa3BaT, 4e Aa3aTUHUO UMa NOTEHUMAN Ja YABDKABa pernojigpH3anyira Ha
cepacuHaTa kamepa (QT uurepsan) (Bx. Touka 5.3). [Ipn 258 nexypaHu ¢ na3aTMHUO NALKEHTH M
258 nexkyBaHM ¢ WMMaTHHMO nauleHTH ¢ MUHUMYM 60-MeceuHO mnpocieadBaHe MO BpeMe Ha
u3nuteaHe $asa Il npu naunenTH ¢ HopoauarnocTuuupaHa XMJI B xponuuna ¢asa, 1 nauuenT (<
1%) ot Beska rpyna € nokasan yasnkasaHe Ha QT uHTepBana, KOeTo € NOKIaJBaHO KaTo HEXeJ1aHa
peakuus. Meauasata Ha npomsHata B QTcF cnpamo M3xoanoto Huso € O6una 3,0 msec mpw
JeKyBaHHTe ¢ Ja3aTuHud nauMeHTH B CpaBHeHHE ¢ 8,2 msec MpH MalUMEHTHTE, JICKYBaHH C
uMatuHn®. EnnH naumenT (< 1%) ot Beaka rpyna e nokasan QTcF > 500 msec. [1pn 865 maunesTH
C NeBKEMUA, NEKYBAHH C Aa3aTHHHO MO Bpeme Ha KIIMHHYHH H3NUTBadKa ¢asa I, cpenHuTe npoMeHH
COpAMO M3XoaHUTE CTOHHOCTH Ha QT HHTepBana, onpeaeneHH ¢ noMoiuTa Ha Meroaa Ha Fridericia
(QTcF), ca 6unn 4 - 6 msec; ropHaTa rpaHiua Ha 95% goBepuTesiEH HHTEPBAJ 3a BCHYKH CpeaHH
MPOMEHH CNPAMO H3XOAHHTE CTOHHOCTH € Ouna < 7 msec (BX. Touka 4.8).

Ot 2 182 nauyeHTH ¢ pe3UCTEHTHOCT WK HENOHOCUMOCT KbM MPEAULIHO JIeYeHHE C HMATHHHO,
nojy4yasany Na3aTHHHO NMo BpeMe Ha KIMHUYHHU u3nuTBaHus, 15 (1%) ca umank ygeipkasaHe Ha
QTc, crobuleHO KaTO HexenaHa peakiuma. J[agecer u earH ot Te3u nauueHTH (1%) ca umanu QTcF
> 500 msec.

Hazarunu® TpabBa aa ce npuiara ¢ BHHMaHUe Npy nayveHTHTe ¢ yabmkeH QTc WK TakuBa, npu
KOHTO € Bb3MOXKHA NosBara Ha yasxasaHe Ha QTc. Topa BKTIOUBA MALMEHTH C XHITOKATHEMUSA HITH
XUTIOMarHe3HeMH1a, MaLUEHTH CbC CHHApOMa Ha BpoAeH yawnmkeH QT uHTEepBan, MNMaLUEHTH,
npUeMalld aHTHAPUTMHUYHHU JIGKAPCTBEHW MNPOAYKTH WX [APYTH JIEKapCcTBa, KOHTO BOIST A0
yabmkasaHe Ha QT uHTEepBaNa, KakTO M NedYeHUE ¢ KyMYJaTUBHA BHCOKA [03a @HTPAL{HKIIHH.
XHMNOKaJTMEMUATA WK XHMOMarHeanemuara Tpabea aa 6b0aT KOPpUrHpaHH Npead NPHICKEHHETO Ha
Ia3aTUHMO.

Cupoeunu HedCeNanu peaKyuy

Ha3zaTHHUO e Gun MpoyveH B eAHO PaHAOMH3MPAHO KIIHHMYHO H3MHTBaHE NMpU 319 nauueHdTtH ¢
HoBoauarHoctiuupaHa XMJI B xpoHuuyHa (asa, BKIHOUBALIO NMALUHMEHTH ¢ MPEeAHIHHO ChPAEYHO
sabonasane. HMma cbollueHna 3a CbpAeuyHM HeXENaHH peakuud - 3acTOHHa ChpIedHa
HEAOCTATHHHOCT/ChpaeyuHa AUCHYHKUHUA, NEPUKAPIASH U3NUB, APUTMHY, NAINUTALMHU, YIb/DKaBaHE
Ha QT uHTepRaia ¥ MHDAPKT Ha MUOKapAa (BKIIOYMTENHO (paTaneH), MpH NalUeHTH, JIEKYBAaHH C
nasaTunn®. Hesxxkenauure cbpaeuHH ¢u0UTHA ca OHWIM NO-4€CTH NPH MALMEHTH ¢ PUCKOBH QaKTOPH
WIH C aHamHe3’a 3a cppaeuHo 3abonseane. [laupenTuTe ¢ pHckoBH dakTopH (Hanpumep
XHMEPTOHHUA, XHNepaunuieMnsa, auabeT) wiM ¢ aHaMHe3a 3a CbpAe4HO 3aboniaBaHe (HarpHMep
MpeaniliHA NEPKYTaHHA KOPOHApHA HHTEPBEHLMUSA, JOKa3aHa HCXeMHYHa 60secT Ha cpplLeTo) Tpabea
BHHMATeNHO Ia Obaar HabhmoaaBaHK 33 KIMHWYHH NPH3HALM WAH CUMITOMH, [OKA3aTeNHH 3a
chpleuHa JUcQyYHKIM, HanpuMep rpbHa 005ka, 3aayx U anadopesa.

AKO Te3H KJIHHHYHH MPH3HALKH HIH CUMNITOMHM C€ PAa3BHAT, XKEJTATE/THO € IEKapUTe Ja NPEyCTaHO




cneunduuHa Tepanus. Cnej OTIIYMSBaHE Ha CHMITOMHMTE € HEOOXOOMMO fa €€ HamnpaBH
$yHKUMOHATHA OLEHKA NpeIu aa ce Bb30OHOBH JieUeHHeTOo ¢ aa3aTHHHO. JleueHuero ¢ na3zaTHHUG
MOJke 1a 6bAc BL30GHOBEHO B MbPBOHAYATHATA 1032 MPH JIEKW/YMEPEHH HEXEIaHH peakumH (<
cTeneH 2) M ¢ HaMalleHa 103a TpH TEXKH HeXenaHd peakuuu (> crened 3) (Bxk Touka 4.2).
TlatveHTHTE, KOUTO NPOABLAKABAT NEHEHHETO, TPROBa MepuoandHO Ja Obaat HaboraBaHH.

[TallyeHTUTE C HEKOHTPOIHPAaHO MK 3HAUMMO ChPAEYHO-CHAOBO 3abondBaHe He ca OWIH
BKIIOYBAHH B KJIHHHYHUTE U3MUTBAHMUS.

Tpombomuuna muxpoanzuonamus (TMA)

BCR-ABL THpO3MHKMHA3HUTE WHXMOUTOpH ce CBBLP3BAT C TPOMOOTHYHa MMKPOAHTHOMATHA
(TMA), BKJIIOUHTENHO ¢hOOLIEHUS Ha OTAENHYU CllyMad NpH Ja3aTHHUO (BXK. TOYKA 4.8). Ako npH
MalHMeHT, Noay4asalll Aa3aTHHUO, ce nossAT jabopaTopHH HWIH KIWHUYHH HaXONKH, CBBP3aHU C
TMA, neueHueTo ¢ na3aTHHWG TpsaGBa Aa ce NpeKpaTh M Aa ce M3BbPILH 3aab100UeHa OLIEHKA 32
TMA, BKIOUMTeaHO omnpeaensHe Ha akTtHBHocTra Ha ADAMTSI3 u Hanwuuero Ha aHTH-
ADAMTSI13 aururena. Ako aHTU-ADAMTSI13 adruTenara ca MOBHLICHH, CBUETAHO ¢ HHUCKA
akTuBHOCT HAa ADAMTS 13, neuennero ¢ gasaTuHu® He TpaOBa a ce Bp30OHOBABA.

Peaxmusayus na xenamum B

HaGniogaBana e peakTHBaLMg Ha XENaTHT B npy naUKMeHTH, KOWTO ca XpOHHYHH HOCHTEIIH HA TO3H
BUpYyc, cnea npueM Ha BCR-ABL tipossHkrHasHy HHXubHTOpH. B HAKOM CiTyuaM HaCTbLIIBA OCTpa
yepHOApPOBHA HENOCTATBUHOCT MM  (yJIMMHAHTEH XEMaTWT, BOAEWl MO 4epHOAPoOHa
TPaHCNNaHTaUUA UK daTaneH U3Xoa.

IIpean na 3anouHar JieyeHWe ¢ AasaTHHWO, mauueHTuTe TpadBa Aa 6bJAT M3C/IEABAHH 3a HBYV
uHdekuusa. [Ipean Aa 3anoHHAT JIEYEHHE, NAUMEHTUTE C MOSHTHBHA CEPOJIOTHA 32 XCMATHT B
(BKJIIOUMTETHO TE3U C AKTUBHO 3a0onsBaHe) U NAalIHEHTH, KOWTO Ca TOJIOKHTEIHH 3 HBV
HH(EKLHA 110 Bpeme Ha neveHue, Tpabsa Aa ObaaT KOHCYITHPAaHH CBC CTIELUHATTHCTH B JICYCHHETO Ha
xenatuT B. Hocutenure na HBV, KOMTO UMaT HyKAa OT NiedeHHe ¢ na3aTHHHO, Tpadsa na Obaat
BHHMATENHO NPOCEAABAHH 33 NPU3HALM M CUMNTOMH Ha akTWBHa HBV WHQexuHs no BpeMe Ha
JIEYEHHETO 1 HAKOJIKO MECELIA ClIEA KpasA Ha NedeHUeTo (BxK. Touka 4.8),

Eghexmu gupxy pacmedica u pazsumuemo npu neQuampuynu nayuenmu

B neavaTpMuHH MpOy4YBaHWs C Aa3aTWHMO, npu neauatpuuyM mauneHtn ¢ Ph+ CML-CP ¢
HEMIOHOCHMOCT/PE3HCTEHTHOCT KbM MMaTHHHG W neauarpuuHd nauuentH ¢ Ph+ CML-CP Oes
NpenxoAHa Tepanui, CJIel MHHUMYM 2 FOAMHH Tepanus, ¢ce ¢hbo0luasa 3a CBBP3aHU C TEPanNMATa
HeXeNlaHW CHOMTHS, CBBP3aHK C PacTeka Ha KOCTHTE U pa3BuTHeTO IpH 6 (4,6%) nauveHTH, nNpH
eJIHH OT KOMTO OT BUCOKa cTerneH (3abapeH pactex creneH 3). Tesn 6 cnyyvad BKIOYBAT CTy4YaH Ha
3a6aBeHa (y3us Ha enuduU3NTE, OCTeoneHus, 3a6aBeH pacTeXx W FMHEKOMAacTHs (BX. Touka 5.1).
TpynHO € na ce WHTEpPNPETHPAT TE3N PE3YNITATH B KOHTEKCTA Ha XpOHHYHO 3abomnsaeaHe karo CML
U € HeoOXOANMO OBJAroCPOHHO NPOCIeaaBaHeE.

B neauwarpuuHM npoyuBaHus ¢ Aa3aTMHMO B KOMOMHAUMA C XWMHOTEpanusA MpH
HOBOAMATHOCTHLIMPAHU neavaTpuuuy naudedty ¢ Ph+ OJIJI cne MakcMMyM 2 roAMHH Jie4eHHe, Ca
AOKIaJBAHHU CBbP3aHHK C JICYEHHUETO HEXENAaHHW CbOMTHUA N0 OTHOILEHHE Ha pacTe)ka H pasBUTHETO
npu 1 (0,6%) nauneHT. To3u cnyyai € Ha OCTEONEHHUSA CTEMNEH 1.

Jakroza

To03# JIeKapCTHEH NPOLYKT ChABPIKA JIAKTO3a MOHOXHAPAT. [launeHTHTE C pexy BpoieHH npobieMu
Ha ranakTo3Ha HEMOHOCUMOCT, MTb/EH JlakTazeH AeULIAT WK [NIHOKO30-ralakTo3Ha Manadbcopbuui,
He TpaOBa Aa NMpyUemar TO3H JIeKapCTBEH NPOAYKT.

Hatpuii
ToBa nekapcTBO ChbAbPXKA No-Manko ot | mmol HaTpuit (23 mg) Ha TabneTka, T.e. MOXe a Ce Kaxe,
ye MpakTUYeCKH HE CbAbpPIKA HaTPHUH,

4.5 B3anMoaeKCTBHE ¢ IPYTH JeKAPCTBEHH NPOIYKTH H Apyra ¢GopMH HA B3aHMOJeHCTBHE
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AKTHBHH BeUIECTBa, KOUTO MOXE [1a MNOBHULIAT IUIa3MEeHHWTE KOHUEHTPAlNHA Ha Aa3aTHHHO

In vitro npoyusaHHATa NOKA3BaT, Ye Aa3aTuHNG e cybetpar Ha CYP3A4. ExnospeMeHHaTa yniorpeba
Ha [a3aTHHUO W IEKapCTBEHH NPOAYKTH HIH BEUIECTBA, KOMTO Ca MOTEHUMATHH HHXHOMTOpH Ha
CYP3A4 (Hanp. KETOKOHa3QJ, WTPAaKOHA30/], CEPUTPOMHLIHH, KIApPHTPOMHUHH, PHTOHABHP,
TENIUTPOMHULIMH, COK OT rpeindpyT) Moxe na NOBKLLAT eKCNO3ULIMATA Ha Ja3aTuHuO. ETo 3a1mo0, npu
MaUMEeHTHTE, NpUeMally Ja3aTHHHO, He ce MpenopbiBa CHCTEMHOTO NPHAOKEHHE Ha MOILLHH
uHxHburopu Ha CYP3 A4,

IIpH KAMHHYHO 3HAYMMH KOHUEHTPALMH, CBBP3BAHETO HA Ja3aTHHHUO C TMJIa3MEHUTE NPOTEHHH €
npubnuzurenno 96% Ha Oazata na in virro onuty. He ca npoBeXxnaHW H3NMHTBAHMA, OLICHABAILH
B3aUMOJEHCTBHETO Ha JAa3aTHHUO ¢  ApyrM [OpOTEUH-CBBP3aHH JIGKApCTBCHH TNPOAYKTH.
[ToTeHManbT 3a N3MECTBAHE W HErOBaTa KJIMHUYHA 3HAYHMOCT Ca HEN3BECTHH.

AKTUBHM BELLECTBA, KOMTO MOraT A3 NOHHUKAT [UIA3MEHUTE KOHUIEHTpALYH HA Ja3aTUHKO
Koraro nazaruuu6 e npunaras cnen 8 aHesHa ynotpeba na 600 mg pudamMnuume Beuep, KOHTO €

mouieH CYP3A4 unaykrop, AUC Ha pazatnHub ¢ 6una HamaneHa ¢ 82%. [pyru nekapcTBeHH
MPOAYKTH, KOMTO HWHayuupar akTuBHoctra Ha CYP3A4 (Hanp. nekcameras’oH, (EHHTOHH,
kapbamazenuH, pudaMnuunH, deHobapbutan uWaM OUIKOBH mpenapaTH, ceaAbpxalld Hypericum
perforatum, W3BECTEH CBIUO KATO XbLJIT KAHTAPHOH) MOXKE CbIUO J1a MOBHIUAT MeTabo/in3Ma H Aa
MOHMIKAT JIA3MEHHTE KOHLEHTPAaLMK Ha Aa3aTHHKO. ETo 3a110 He ¢ce npenopbyiBa €AHOBpPEMCHHATA
ynotpeba Ha MomHu CYP3A4 unnykropu u aazatuuub. Ilpy nauneHTHTE, NpH KOMTO € MOKA3aHa
ynorpebarta Ha pudamnuund unu apyra CYP3A4 uHaykropu, € HEOOXOAHMO NPHIOKEHHETO Ha
aNTEpPHATHBHHU JIEKAPCTBEHH MPOAYKTH € NMO-HHCHK HHAYKIMOHEH MOTEHLHAN MO OTHOLLIEHHE Ha TE3H
€H3UMMH.

Xucmamun-2 aumazonucmy u uHxubumopu Ha npOMoxHama nomna

JbArocpovHOTO MOTHUCKAHE Ha CTOMALLIHATA KHCeMHHA ceKpeura ¢ nomolura Ha H> aHTaroHHCTH
HJIMK MHXHMOWMTOPH Ha MpOTOHHATa nomna (Hanp. GaMOTHAMH M OMENpPa3o/) BEPOATHO NMOHHXKABA
eKCrno3uluaATa Ha Aa3aTHHHOG. B npoyuBaHe ¢ €JHOKpaTHO MpHftaraHe IMpH 3ApaBH HHAWBHIM,
MPUIOKEHHeTO Ha ¢amoTuauH 10 wvaca npeau eaMHMvYHaTa Ro3a Na3’aTHHHO TIOHHXKABa
eKCIO3HLIMATA Ha Aa3aTHHHO ¢ 61%. B npoyusade npH 14 3apasy HHAWUBHIH, TPUIIOKCHHETO Ha
enMHMuHa 1032 100 mg nazaTunub 22 yaca cies 4-1HeBHO NPUIOKEHHE Ha 10328 40 mg omenpason
MpHU CTaunoHapHO cbeTogHKe Hamansea AUC Ha pazatuHnb ¢ 43% U Crax ¢ 42%. Tpabsa na ce
obMucIH 3amecTBaHeTo Ha H; aHTaroHWCTHTE WM HMHXUOUTOPHUTE Ha MPOTOHHATA IIOMIMA ¢
AHTHALWAM Npy MALMEHTHUTE, Ha JiedyeHue ¢ Ja3aTHUD (BK. Touka 4.4).

Anmuayuou

HexnvHHYHUTE JaHHHU TOKA3BaT, Y€ pa3TBOPUMOCTTa Ha Aa3atuHUO e pH-zaBucuma. Ilpu 3apasu
HHOUBUAM,  e€AHOBpeMeHHara  ynorpeba Ha  aHTHAUMAM,  CHABPXKAIH  &TYMHHHCB
XHAPOKCHI/MArHe3WeB XHAPOKCH, ¢ Aa3aTUHHO nowmwkasa AUC Ha eIMHAYHATA 1034 JA3aTHHHO C
55%, a Cpax ¢ 58%. Bbapeku ToBa, KOrato aHTHalUMANTE ca IPUEMAHH 2 Yaca rnpeaH eAHHHYHA 1034
gasatuuu®, He ca HabmoaaBaHd 3HAYMMH MPOMEHW B KOHLUEHTPALUATa WA €KCIIO3HWLMATA Ha
na3atHuuo. Eto 3awo, aHtHaudauTe TpsaOBa 1a ce npdemaT 0 2 yaca nipeau Wik 2 yaca Ciiell npuema
Ha Aa3aTHHWO (BXK. TOUKa 4.4).

AXTVBHM BELIECTBA, YHHTO MJIa3MEeHU KOHLEHTpPAUWW Morar ja 6bAaT NOBAMAHM OT AAa3aTHHHO
EnnoBpemennara ynotpeba Ha nazatirub u cybctpat Ha CY P3 A4 moxxe 1a NOBHILIH €KCO3HLIUATA

Ha CYP3A4 cy6ecTtpata. B KIMHHYHO NMpoyyBaHe NpH 34paBy HHAUBHAHK, eAWHHYHaTa n03a 100 mg
nazatTiHub Boau Ao nosuienre Ha AUC n Cp.x Ha cumBacTaThH, u3BecTeH CYP3A4 cyGetpar,
cvoTBeTHo ¢ 20 U 37%. He Moxe na ce u3WIOUH, Y€ €QEKThT € MNO-TPOABDKHUTENICH Clel
NMPHEMAHETO Ha MHOTOKPaTHH 003u AazaruHub. Eto 3awo, CYP3 A4 cybeTpaTH 32 KOMTO € H3BECTHO,
Ye MMAT TECEH TEPANEBTWYEH HHAEKC (Hanp. acTeMun3os, TepdeHanuH, UM3anpuil, MHMO3HI,
XHHUIWH, OGenpuaMn WIH eproankaloMad ,[eproTamHuH, OUXWApoeproraMHuH]), Tpabea na ce
NPUAATAT ¢ MOBHILIEHO BHHMAHHE NPH MaLMEeHTH, TPHEMALIM Aa3aTHHHO (BXK. Touka 4.4).
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In vitro IaHHW NOKA38aT NOTEHLMAIEH pUck 3a B3aumoaeiicTeue cbe cybeTpatu Ha CYP2CS, kato
HANPUMED TJIMTa30H.

[lenMaTpuuHa nonyaalus
[TpoyuBaHHs 3a B3aHMOAEHCTBHE Ca NPOBEXAAHH CaMO NPH BBE3PACTHH.

4.6 DeprHanTer, OPEeMEHHOCT H KbPpMEHE

YKeHU ¢ geTepo/ieH NOTEHUMA/KOHTPALETILUS 1Y MBXKE H )KeHH
CeKCyanHo aKTHBHHTE Mb)Ke M XKEHWTE C JETEPOIEH NOTeHUMan TpsabBa f1a H3NO/3BaT e(eKTHBHU
METO/IM HA KOHTpaLENnUWs N0 BpeMe Ha JIEHEHHETO,

bpeMeHHOCT

Ha 6asata Ha ONKTa NPH XOpa ce Mpeanoara, 4e 4a3aTHHHO NpU4MHABA BPOACHH MangopMaLuy,
BIJTIOUHTENHO feheKTH Ha HeBpanHaTa Tpb0a, KAKTO W 4e MMa (HapMakoNOrHYHH €PEKTH, KOUTO
OKa3BaT BPEAHO BIHAHHE BbPXY NUTOAA, IPH NPUIIOXKEHHE TI0 Bpeme Ha OPeMEHHOCT. IIpoyuBanusaTa
[IpH JKHBOTHH MOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BX. TOUKa 3.3).

TTazatuHWG He TPAOBA na ce U3MOA3Ba MO BpeMe Ha OPeMEHHOCT, OCBEH KO KIIMHHHYHOTO CBCTOAHHE
Ha KEeHaTa Hanara jedeHwe ¢ aazatuHud. B cnyyaili, ye nasaTHHHMO ce mpuiaara no BpeMe Ha
6peMeRHOCT, nalneHTkaTa Tpabsa aa 6bae HHPOPMUpPaHA OTHOCHO MOTEHUHATHHA PHCK 32 ILI0/A.

KnpmeHe

CoblecTsysa HeAOCTaTb4YHa/OrpaHMyeHa HHPOpMauHA OTHOCHO EKCKpeluaTa Ha Ja3aTHHHO B
KbpMaTa MAM B MIAKOTO  Ha  KMBOTHHTE.  DH3UKO-XMMHUYHMTE M HATHUHHTEC
hapMaKoAMHAMHUYHW/TOKCHKONOTMYHH JaHHH 33 [a3aTHHUO NOoKa3sBaT €KCKpelLWs B KbpMaTa,
MOpajy KOETO PUCKBT 33 KbPMA4eTo HE MOXe J1a Obe H3KIIFOUCH.

KnpMeHeTo TpabBa na Obae NpeyCcTaHOBEHO IO BpEME Ha JICUCHHETO C Na3aTHHHO.

DepTuanTeT

[Ipu npoyuBaHKs BbPXY KHUBOTHH, DEPTHINTETLT HA MBKKH H XKEHCKH TUTHXOBE HE € 3aCerHaT OT
TepanusaTa ¢ a3aTHHUO (Bx. Touka 3.3). JlekapuTe 1 ApyruTe MERHLIMHCKH CNCIUAIACTH Tpabea xa
KOHCY/JTHpPAT NALMEHTHTE OT MBXKH NOA Ha MOAXOAAWA Bb3pacT, 32 BB3MOKHHTE e(heKTH Ha
Na3aTHHUO BBPXY DEPTUINTETA M TA3H KOHCYITALMA MOXKE J1a BKAIOYBA OOMHC/ISHE HA ChXpaHABaHe
Ha cnepma.

4.7 EdexTn Bbpxy cnocofHocTTa 3a modupane H padoTa c MAIIRHH

TNasarnHuG @apMaasaiic Ma HEIHAUWTENHO BIHAHHE BbPXY cnocobHocTTa 3a WwodHpaHe U pabora
¢ MalnyHM. Tlauyenrrre TpsaOea aa 6vaar npeaynpeaeHH, Ue o BpeMe Ha JISHCHHETO C na3aTHHHO,
[IPH TAX MOXKE Aa CE MOABAT HEXENAaHHW peakuWH, KaTo 3aMasHOCT WK 3aMBITICHO BHIKIAHE. EToO
3310 € HEOBXOAMMO MPENOPbUBAHE HA MMOBULLIEHO BHUMAHHE N0 BpeMe Ha LodupaHe WK pabora ¢
MaluUHHA.

4.8 HexeaHu JeKapCcTBEHH PEAKIHH

Pesrome Ha npoduna 3a 6€30MnmacHoCcT

JlaHHWTe, OMUCAHW M0-A07Yy, CE OTHACAT A0 EeKCMO3HUMATA Ha [a3aTHHHO BBHB BCHYKH JO3H
M3MUTBAHW B KIMHMUHM npoyuyBanus (N=2 900), Bxmousamu 324 mnauMeHTH C
HoBoaMarHocTHuMpata XMJI B xponuuna dasa, 2 388 se3pacTu naunenti ¢ XMJT uan Pht OJLUI
C PE3UCTEHTHOCT WIKH HEMOHOCHMOCT KbM MMATHHHO # 188 neaHaTpHYHH MAUCHTH.

Menuanara Ha NPONLIKMTENHOCT Ha Tepanvara npd 2 712 Bb3pacTHH TAUHEHTH C XMJI B
xponuuHa ¢aza wnm Pht+ OJUT e 19,2 meceua (rpannuu 0-93,2 Mecenia). MeayaHara Ha
MPOABKHTENIHOCT Ha  Tepanviara B  PaHAOMM3HpaHO [pOy4YBaHe TpH TMAUKMCHTH C
HoBOaMarHocTHuMpada XMJI 8 xponuuHa dasa e npuGnusurenso 60 meceua MepaupaHata HA
MPOABKUTENHOCT Ha TepanusTa npu 1618 Be3pacTHn nawuentn ¢ XMJI B xponuiHa
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Meceua (rpannuy 0-92,9 meceua). Meananara Ha NPOABLKMTENIHOCT HA TEpanuaTa IPH 1 094
BB3pacThy nauneHTH ¢ XMJI B Hanpennana ¢asa wiu Ph+ OJUT € 6,2 mecena (rpannum 0,1-99,6
mecena). Cpen 188-Te mauMEeHTH B MEAHATPHYHH NPOYYBaHHUA, MEAHAHATA Ha NMPOAB/DKHTCTHOCT Ha
TepanuaTa € 26,3 meceua (rpannun 0-99,6 meceua). B noarpynara ot 130 nanpentd ¢ XMJI B
XpoHH4Ha dha3a, NeKyBaHM C 1a3aTUHMO MearaHaTa Ha MPOAB/KHTENHOCT Ha TEpanuiaTa ¢ 42.3
Mmecela (rpanvuu 0,1-99,6 mecena).

MHO3MHCTBOTO OT NIRUMEHTHTE JIEKYBAHH ¢ Ja3aTHHHO ca MoyHHIH HEKENAHH PEaKLIHH B HAKAKDB
MOMeHT. B o6iata nomynauus ot 2 712 BL3pacTHH NAUHEHTH NEKYBaHH ¢ aa3aTHHub, 520 (19%) ca
MOAYHHIIW HEeXKENaHH peaKlkii, A0BENY 10 NPeKbCBAHE HA TCPANUATA.

O6061weHuaT npodun Ha 6€30MacHOCT Ha Na3aTHHWO B MEAHATPHYHATA MOMyJaLys € nogobeH Ha
TO3M MpY BB3PACTHHM, HE3aBHCMMO OT JEKapcTBeHata (opma, C H3KIOYEHHE HA HeChOOLIEHU
IEPHKAPAEH H3AMB, TUIEBpaleH H3nuB, OenoapobeH OTOK WM OenoapobHa XUMEPTOHHA MpH
nequaTpuiHaTa nomynauus. Ot 130-Te nekypaHy ¢ 1a3aTMHUO NEAMATPHYHHU MALMEHTH C CML-CP,
(1,5%) ca nony4Hnn HEXENaHH PeakLMH, JOBEIH 10 NPEKbCBAHE HA TEpanuAaTa.

CnuchbK Ha HEXeNaHWTe peakuud B Tabnuila
CremHHTe HEeXENaHH PEeaKLHy, ¢ H3KIIOUYEHUE Ha OTIIOHEHHATA B 1a0OpaTOPHUTE MOKA3ATENH, ca

cboOLIaRaHM NPY NALUEHTH B KTMHUYHH U3MMTBAHUA U OT MOCTMAapKETHHIOBHA OTHT C Na3aTHHUO
(Tabnuua 3). Te3n peakLini ca MPeACTaBEHH MO CHCTEMO-OPraHHH KIIacoBe H 110 HECTOTA. Yecroture
ce onpenensaT kato: MHoro dectd (> 1/10); yectn (> 1/100 no < 1/10); Heuectu (> 1/1 000 po <
1/100); peaku (> 1/10 000 no < 1/1 000); ¢ Hen3eecTHA YecTOTa (OT HATHYHUTE MOCTMApKETHHIOBH
JaHHW He Moxe na Objie HanpaseHa OUueHKa).

BbB BCAKO rpyNHUpPaHE MO YECTOTA HEXKETAHMTE PEaklvH ce M30pogBaT B HM3XOAAN pex Io
OTHOLUEHHE Ha TAXHATA CEPHO3HOCT.,

Tabauna 3: TaGanuueH nper/jen Ha HEKEJIAHUTE PEAKIHH

Hndexumn u nudecrauns ]
| Muozo vecmu | uudekuna (BrrounTenHo GakTepuanta, BUPycHa, FrbOKYHA, HeonpeneseHa) _
Yecmu NHEBMOH KA (BKITIOUUTENHO BaKkTepHaHa, BUpycHa M FbOHYHA),
MHQEKLMA/BL3NANEHHE HA TOPHUTE AMXATENHH BT, XePIeC BHPYC HHPECKIHA
(BKMIOUNTENHO LMTOMEranoBupycHa-CMV), eHTEpOKONUTHA HHEKIHS, CENCHE
(BKNIOUMTEIHO HEYECTH CITy4aH ¢ aTaneH u3xon)
C nHeuzgecmua peakTHBaL#a Ha XenaTuT B
yecmoma
HapyuweHns Ha KPLBTA H THMQHATA CHCTEMA
Mruozo vecmu MHENOCY IpeCHs (BKTIOYHTENHO AHEMUS, HeY TPOTIEHHA, TPOMGOLHTONEHHA)
Hecmu dhedpunHa HeyTponeHuA
Hevecmu numdaneHonaTys, AUMPoneHNs
Pedxu npuaobura (udcTa) anjaaiua Ha epUTPOLIUTHTE
HapyuweHns Ha ¥MYHHATa CHCTEMA
Heuecmu CBPBXYY BCTBHTEHOCT ( BIJIFOYHTETHO EPUTEMA HOLO3YM)
Peoxu aHaPUIIAKTHYEH LUOK
|' HapyiueHHs Ha EHAOKPHHHATA CHCTEMA
Heuecmu XHOTUPEOUANIEM
Peodxu XWNepTHPEONAHIbM, THPEOHWAUT _ _
Hapyuenns Ha MeTal01H3Ma # XPAHEHETO
Yecmu HApYLIEeHHA Ha ANETHTA , XHIEpyPHKEM A _
_Heuecmu TYMOP-JTH3HC CHHIPOM, AEXHAPATALUA, XKIToaNOy MHHEMHUA, XUTICPXONECTCPOIEMH
Peoku z3axapeH avaber |
IIcHXWYHH HAPYINCHHSA
Yecmu aenpecud, 6e3CbHHE _
Heuecmu 6e3N0KONCTEO, CHCTOAHHE HA 06bpKaHoCT, agekTHBHA NabHIHOCT, HAMaeHo KGN0
Hapywenns HA HEPBHATA CHCTEMA
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Muozovecmu rnaBobonne

Yecmu HeBpoNaTHA (BKIIOUMTENHO nepudepHa HEeBPONATHA ), 3aMaTHOCT, AUCTEY 314,
COMHOAEHTHOCT

Heuvecmu KPbBON3JIUB B LlHC*B; CHHKOI, TPEMOP, AMHE3HA, HAPY WIEHO pABHOBECHE _

Peoxu uepebpoBackynNapeH HHUHAEHT, TPEX0AHa HCXEMHUTHA aTaka, KOHBYJICHS, OITHYEH
HEBPHT, Napanu3a Ha 7-51 HEPB, JEMEHLUHA, ATAKCHA

HapyuieHHA HA QUHTE

Yecmu 3PUTETHH HAPY IEHHA (BKNIOYHTENHO HAPYWEHO 3peHIe, 3aMBIICHO SpEHHC 1
HaMa1EHa 3pUTENHA OCTPOTA), CyXOTa B OUKHTE ] ]
Heuecmu 3PUTENTHH YBpPEXKAAaH A, KOHIOHKTHUBUT, doTodobus, 3acKHIeHO CHAZ0OTACNAHE
I’ HapyueHHa HA YXOTO H 1a0HpHHTA
| Yecmu THHHUTYC
Heuecmu 3aryfa Ha Cllyxa, BEPTHIO
_CbpaeuHu Hapylienus
Yecmu KOHreCTUBHA c'hp,uequaHemcTaTmHDcT/c'LpneqHanuc@yHKuua""“,
repukapaeH W3NuB*, apuTMius (BIKIOUHTENTHO TAXHUKAPAHS ), MATNHUTANHH
Heuecmu nrapkT Ha Muokapaa (BKNIOUYRTENHO ¢ daTanes naxon)*, yoemked QT HHTEpBan

B efieKTpoKapaxdorpama®, nepukapiuT, kKaMepHa apUTMHA (BKAKOYUATEIIHO KAMEPHA
TaxHKapauna), CTEHOKapAua, kKaplUOMerajina, abHopmHa T-BbJ1HA B
eneKTpokapanorpama, NOBHUIeHH HUBE HA TDONOHHH

Peoku 6en10apOGHO CHPLE, MHOKAPIHT, OCTbP KOPOHAPEH CHHAPOM, ChPACYEH apecT,
yabikaBake Ha PR MHTepBana B €IeKTpOKapaAnorpama, HCXCMHYHA foJsect Ha
ChPLETO, TEBPONEPUKAPANT

C HeuzgecmHa NpeackPaAHO MBKACHE/NPEACHPAHO TPENTEHE

yecmoma

CHa0BH HAPYIICHHS )

Mruoeo vecmu KpbBOM3AHB™®'

Hecmu XHNEPTOHKSA, TONIH BBJIHH

Hevwecmut XMNOTOHHUA, TpoMGodnebuT, TpoMO03a

Peoku Tpom603a Ha ADAOOKUTE BEHM, emM0O0JIHA, IHBEAO PETHKYJAPHC

PecniupaTOpHH, TPBAHH H MEAHACTHHANHH HAPYINECHHA

Muozo vecmu nieBpasies H3nuB*, nucnHes

Yecmu Genoapoben orok*, Genoapobua XUnepToHus™, 6enoapobHa
HBGUNTpauMA, THEBMOHHT, Kalliua

Heuecmu 6enoapofHa aprepuanHa XunepToHns, OpoHxocnaseM, acTMa ]

Peoxu GenonpobHa em60aKA, OCTHP PECIUPATOPEH AHCTPEC CHHAPOM i

C neuzgecmua uATepcTHUMATHAa OenoapobHadonect

wecmorhid

CToMaluHO-UPEBHH HapyLUeHHA

Mnozo yvecmu anapus, NOBpblIAHe, raaeHe, 60nKa B kopema

Yecmu CTOMALLHO-YPEBHO KbpBEHE™, KONHUT { BKINFOYHTEIHO HEYTPOTICHAYUCH KOJIMT),
racTpHT, MyKO3HO Bb3NaneH e (BKITIOUNTETHO MYKO3UT/CTOMATHT),
avcnencus, abgoMUHanHa AMCTeH31A, 3aneK, HapyIeHHE HA MCKUTE ThKaHH B
ycrara

Heyecmu NaHKpeaTHUT ( BKIIIOYHTENHO OCThD flaHKPEeaTHT), A3Ba B FOPHHUSA OTAEN Ha
CTOMALL HO- UPEBHUA TPAKT, €30haruT, acuuT*, aHanHa Qucypa, nncdarus,

~ racTpoesodareanHa pegykcHa donect

Peoxu raCTPOEHTEPOMNATHA CbC 3aryfa Ha MPOTEHHH, UIeycC, aHalHa ducTyIa

C neussecmna | CTOMALIHO-4PEBEH KPHBOU3NHUB C daTaneH uaxon™

yecmomd

Xenatofunnapin HapylueHHsn
Hewecmu XenaTHT, XONSHUCTHUT, X0JecTala
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HapyuieHHA HA KOXKATA M NOAKOKHATA THKAH

Muoco vecmiu

KoeH oOpus®

Yeemu

anoneunsa, NEPMaTHT ( BKJIIOYHTENTHO €K3eMa), MPYPHTYC, aKHE, CyXa
KOXa, YPTHKAPHA, XHIMEPXHApO3a

Hevecmu HeyTpodHIHa IepMaTo3a, POTOUY BCTBUTENHOCT, HAPY IIEHHE Ha MTUIMEHTALMATa,
NaHHUKYJIHT, KOXKHH A3BH, OYNO3HHU CbCTOAHNA, Hapy LIEHUA HA HOKTHTE, CHHIPOM
Ha MafMapo-IJiaHTapHa ePUTPOAN3ECTE3MA, HAPY LIEHHE HAa OKOCMABAHETO

Peoku IeBKOLMTOKNACTEH BACKYJIUT, KOXHa pubposa

C neuzsecmna Cunapom Ha Stevens-Johnson®

YeComd

Hapywennsi HA MYCKYJHO-CKENECTHATA CHCTEMA H ChEAHHHTEIHATA ThKaH

Muozo vecmu

60siKka B MYCKYJIUTE H KOCTHTE

Yecmu

ApTpairus, MUaIrua, MycKyaHa cnaboct, CKOBaHOCT B MYCKYJIUTE B CTABHUTE,
MYCKYJIHU CNIa3MH

Heyecmu pabooMKUOJIM3a, OCTEOHEKPQ3a, MYCKYJIHO Bb3nalicHUe, TCHAWHWT, apTPUT

Peoku sabaBeHa (pyHKLUMs Ha enndusara™, 3adaBeH pacTex™
r Hapywenusa Ha 0b0peunTe H NHKOYHHTE NLTHINA

Heuwecmu 6b6peuno yspexaade (BKAIOUNTENHO 6BOpeuHa HEAOCTATBHHOCT), YECTO
| YpHHHUpAHE, NPpOTEHHYPHA

C Heuzgecmna | HepO3€H CHHAPOM

yecmoma

CheToaHENA, CBbP3aHH ¢ HpeMeHHOCTTa, POAOBHA K 10C/IEPOAOBHSA NEPHOA

Peoku Abopt

HapylueHHs Ha BL3NPOHIBOAHTENHATA CHCTEMA H FHPAATA
Hewecmu | rHHeKOMacTHA, HAPY LUEHHE B MEHCTPYaLMATA
O6un HApYIEHHA H eQEKTH Ha MACTOTO HA NPHJI0XKEHHe

Muozo vecmu nepudepeH 0TOK", yMOPA, MUPEKCHs, OTOK Ha AMLETO" e
Yecmu acTeHus, 6onka, 601Ka B CbpAMTE, FEHEPAIM3HpaH eneM*", TppIKH
Hevecmu HepasnoNOKEHNE, APY 'M NOBLPXHOCTHH OTOLH”
Peoxu HapyLEeHHe Ha NOX0oAKATa
HicneaBanusn
Yecmu HaMansiBaHe Ha TETJIOTO, YBEeNH4YaBaHE HA TErNOTO
Hevecmu MOBHLIEHWE Ha KpeaTHHUH PocdoKknHa3zaTa B KpBBTA, MOBHILECHHE HA
rama- CnyTaMuaTpascgepasara

| HapaHABAHHA, OTPABAHHA H YCJI0KHEHHSA, BL3HHKHAJIH B PE3Y/ITAT HA HHTEPBEHUMH
HYecmu KOHTY3Hs
a BraouBa HaMalleH aneTHT, PAHHO YCEILAHE 38 CUTOCT, MOBHILUEH AMSTHT.

6 BknouBa KPLbBOM3INHB B UEHTPANHATA HEPBHA CHCTema, uepeOpajieH XemaroM, uepedpancH KpbBOH3JIMB, CKCTPAXypARICH
XEMATOM, HHTPAKPAHHR/EH KPLBOH3NHB, XEMOPArueH HHCY T, Cy0apaxHOMACH KPhBOWINHB, CyOaypancH XeMaToM 1 cybaypaicH

KPbBOH3IHB.
g BKAOuBA NOBHLIEH MOILYEH HATPHYPETHYEH MENTHA, KaMmepHa OMCHYHKLUHA, NEBOKAMEpHa AHCQYHKIMA, ACCHOKAMCDHA
AHCHYHKIMA, CLPACUHE HEAOCTATLUHOCT, OLTPA CHPAEHA HEAOCTATBHHOCT, XPOHHYHEA ChpACYHA HEAOCTATBHHOCT, KOHTECTHRHA
CBPACHHA HEAOCTATLYHOCT, KADAHOMIONATHS, KOHTECTHBHA KAPAHOMHOTIATHA, IXCTONUUHA ANChYHKUMA, HAMACHA (pakuuA Ha
H3TIIACKBAHE H KAMEPHA HEJOCTATLUHOCT., NEBOKAMCPHA HEJAOCTaTBYHOCT, JECHOKAMEpHA HEAOCTRTBYHOCT H KAMEPHA
XMNOKNHE3NS.,

r U3KMouBa CTOMALIHO-4pEBHO KbpBeHe W kbpaeHe oT LIHC; Tesn Hemenanu peakuny ¢a W3GpOoeHH CHOTBETHO KBM CHCTEMO-
oprateH Knac “CTOMaLHO-4PEBHHTE HAPYILEHHS W CHCTCMO-OpPTaHeH Knac “HapyieHHATa Ha HepBHATA CHCTEMA .

& BKAKOUBA AEKAPCTBEHA CPYTILIMA, epHUTEMA, epHTeME MyaTHdOpMe, EpHTPO3a, eKC(OHaTHBEH OOPHB, NEHSPANH3HPAH EPHTEM,
FeHUTANeH OOPHB. TONNHHEH OOPHB, MHUAHYMH, MHIIHAPHA, NYCTYN03EH Icopuasnc, 0OpHB, epUTeMaTo3eH 00pHB, QONHKyIapeH
oBpHE, reHepanyiupan obpus, MakynoseH oGpHB, MaKy10-nanyno3cH oBpHE, namyno3eH 0OpHB, NPYPHTHYEH OOPHE, MyCTYNO3CH
06puE, BE3UKYN03EH OOPUB, KOMHA SKCHONHALMA, KOYKHO APasHEIE, TOKCHUEH KOMEH 00pHB, BE3HKYN03eH 00pHB H BACKYJIMTEH
ofpus.

¢ B nocmMapkeTMHIOBHM yCA0BHS ca ChOCWIEHH OTACAHI CYHMaH HA CHHAPOM Ha Stevens-Johnson. He moxe aa Oble YCTAHOBEHO
DAY TE3H KOWHO-MTHIABUYHM HEIKENAHH PEaKIMK CA NPHKO CBBP3aHH ¢ SAa3aTHHHO HNK CBC CENETCTRALL ICKAPCTBEH NpPO

¥ CvHoOLIaBaT Ce KaTo 4ECTH B NEAHATPHYHH NPOYUBaHHA.
3 [paBUTALUMOHEH OTOK, JOKANH3IHPAH OTOK, NEPHPEPEH OTOK.
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H KOHIOHKTHBaNEH OTOK, OTOK Ha OKOTO, MOAYBAHE HA OKOTO, OTOK HA KNEMada, OTOK Ha JIMLETO, OTOK H& YCTHHTE, MaKynapeH
OTOK, OTOK H8 YCTaTa, OTOK Ha opOuTaTa, 0TOK Ha NepuopOUTaTa, NOANYXBAHE HA JTHUETO.

i [peTopappaHe ¢ TEYHOCTH, 3aTLPKAHE HA TEYHOCTH, OTOK HA MACTPOHHTECTHHANHUR TPAKT, NCHEPANHIHPAH OTOK, OTOK, Ab/DKANL
ce Ha ChpAeuHo 3afonasaHe, nepHHepaneH HINHB, OTOK CNEJ KHTEPBEHLMA, BUCLIEPATEH OTOK.

k [loZyBaHe Ha reHHTAIMATE, OTOK 1A MACTOTO HA HHUM3HWATE, MEHUTAACH OTOK, OTOK HA NEXKCA, NOTYBAHE HA NEHHCA, OTOK HA
CKPOTYMa, NODYBAHE Ha KOXKATA, NOAYBaHE HA TECTHCHTE, BY/IBOBArHHANHO f0QYBAHE.

. 3a IOMBJIHHTENHK NeTatinH, BxTe Touka "Onucanne Ha A30paHH HEXNENAHH PEaKLMH

Onucanue Ha M30paHKd HEKENAHKW peakiiui

Muenocynpecun

Jleuenueto ¢ 4azaTUHHUG € CBbP3aHO C aHEMUA, HEYTpOorneHus H TpoMbouuToneHus. TaxHara nosea
€ MO-PaHHA W NO-4€CTa NPH NauneHTH ¢ HanpeaHana dasa Ha XMJI wiu Pht OJL], oTkoIKOTO B
xponrduHa (paza Ha XMJI (Bx. Touka 4.4).

Kvpeere
CBbp3aHH ¢ IEKAPCTBOTO HEXKENAHHW PeakLMM Ha KbPBEHE, BApHPaIlH OT METEXHUH H EMUCTAKCHC 110

KbpBEHE OT CTpaHa Ha CTOMALUHO-YPEBHHA TPAKT CTeneH 3 WIH 4 U KPbBOU3IHB B HHHC, ca
chOOLIEHH HPH TALUMEHTH, NpHeMalli na3aTHHUO (BX. To4ka 4.4).

Jadwvporcane Ha meynocmu

PasnM4HH HeKeNaHW peaklMd KaTo IMIEBpajleH H3AHUB, acUMT, O6enoapobeH OTOK M NepHKapAeH
MTHB CbC MM 63 NOBbPXHOCTEH OTOK, MOJKE Ja Ce ONHLIAT 0010 KaTo "3aAbpkaHe HA TEYHOCTH .
B npoyusaHe npu HoBoauarHoctuuupada XMJI B xponuuna ¢asa cnea MuHUMyM 60-meceqHo
NpOC/EeASBAHE, HEJKENIaHU PEaKLMK Ha 38bpXKaHe Ha TeYHOCTH, CBbP3aHH ¢ NpHeM Ha Ja3aTHHUD,
BK/IIOYBAT IeBpaneH uinus (28%), mosbpxHocten otok (14%), 6enoapobHa xuneproHus (5%),
resepanusupaH oTok  (4%) W nepukapaeH  u3nus  (4%).  3acToHHa  CBHpACYHA
HeIOCTaTBUHOCT/ChbpaeuHa aMchyHKuua w Oenogpoben otok ca cbobuieHH mpH < 2% OT
nauuentute. KyMynaTHBHaTA 4ecTOTa Ha CBBP3aHHA C Oa3aTHHHO MieBpaieH WITHB (BCHYKM
creneHu) BbB BpemeTo € 10% Ha 12-ns mecen, 14% Ha 24-usa, 19% na 36-us, 24% Ha 48-14 U 28%
Ha 60-us Meceil. O0wWo 46 OT NMaLMEHTHTE, JICKYBaHH C Aa3aTHHHO, ca MMand PCUHAWNBHpAILH
rieBpaiHY Wanueu. CeaeMHaeceT NauMEHTH ca MMANHY 2 OTAENHH HeXeNaHH peakuuy, 6 ca umany
3 HexxenaHu peakuuu, 18 ca umanu 4 Jo 8§ HexkenaHu peakuMH M 5 ca UMand > 8§ erm3oga Ha
IUIeBpasieH U31MB. MeauaHaTa Ha BpeMETO OO0 MbpPBUA CBbP3aH C Aa3aTHHHO IUeBpajieH H3/HB
crened | uny 2 e 114 ceamuum (rpavuun 4 u 299 ceamuun). [To-manko or 10% ot naijueHTHTE C
[UIEBPAJIEH M3ITHB €4 MMAIH TEXKDBK, CBbP3aH C Ja3aTHHHO, miespaied H3Inue (CTened 3 win 4).
MeauaHaTta Ha BPEMETO [0 MbpBaTa NOABA HAa CBBHP3aH ¢ Ja3aTHHHUO IUIEBPAICH H3ANKB CTENEH >3 e
175 ceamuum (rpavvum 114 w 274 ceamuuy). Meauanara Ha NMPOXBL/DKHTENHOCT HA CBBP3aHuUsA C
Ha3aTMHUO reBpaneH M3JIWB (BCHuKY cTeneHH) € 283 aum (~40 ceaMHLM).

ITnespanHHAT H3NHB OOMKHOBEHO € 00paTUM M ce OBlajsBa 4pe3 NPeKbCBaHE HA JICYEHUETO C
Na3aTHHUO, KAKTO M YPE3 HU3MO/3BAHE HA AUYPETHLM UAH APYTO MOAXOAAUO NOATHPKAIIO JICHEHHE
(Bk. Touka 4.2 1 4.4). OT NauMEHTUTE C IUIEBPAJIEH H3JIMB, CBBP3aH C JICUEHHETO ¢ Na3aTHHHO
(n=73), npu 45 (62%) e uMao NpeKbcBaHE Ha MPHIIOXKEHUETO W npH 30 (41%) € nMano HaMalABaHe
Ha pno3ata. B ponwanenue, 34 (47%) ca noayyunu aumypervum, 23 (32%) ca nosyqyHiId
KopTHKOCTEPONIH U 20 (27%) ca NONYYHIH KAKTO KOPTHKOCTEPOMJH, Taka u AMypeTHLH. Jeser
(12%) naunHeHTH ca NOANIOKEHH Ha TepaneBTHUHA TOPaKOUCHTE3a.

Illect npoUEHTa OT NaLllUMeHTHUTE, NEKYBAaHHU C Aa3aTHHHO, Ca NIPEKbCHANHY TepanMUATa NOpaaH CBbP3aH
C JIEKAPCTBOTO TJIEBPAJIEH M3JIMB.

[IneBpasHHAT M3IMB HE HapyluaBa CrocoOHOCTTa Ha MAUMEHTHTE Ja Moay4aT OTrOBOP. BhIpekH
NPEKbCBAHE HA NPUAOKEHWETO MW KOPHIHpaHE Ha 103aTa, OT MaUMeHTUTE C IUICBPalieH H3JIHB,
neKkyBaHu ¢ dasaTHHuO, 96% ca nocrursanu cCCyR, 82% ca nocrurHani MMR H 50% ca
nocTurHain MR4.5.

Buwkre Touka 4.4 3a nonbnHuTenHa uidopmaumsa oTHocHo nauneHTH ¢ XMJI B xpoHHYHa da3a K
XMJI B HanpeaHana daza wnd Ph+ OJUL

Benodpobna apmepuanna xunepmonus (bAX)
BAX (npexannnsapHa 6enogpobHa aprepuasHa XHMCPTOHHA TMOTBBpACHA € MiACHA ChpACUHA

KaTeTepu3alHs) € AOKIAABaHa BbB BPbH3KA C EKCMO3WLHSA Ha Aa3aTHHHMO. B Te3u ciayuau, b
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NOKJIAABAHA CJIEA 3aMOUBAaHE Ha Tepanua C na3aTHHKHO, BIUTIOUMTEITHO M CJie/l TOBEYE OT €/1Ha oAHHA
neyeyue. [TamuenTute ¢ BAX, choOWIEHH NO BpeME Ha JICHCHHE ¢ na3aTHHHO B TIOBEYETO OT
cyyaiite ca NpUeManH CHIBTCTBALIO NIEUeHHE WIH ca HMaiH CBIIBTCTBALIN 3a00NABaHHA B
JOMBAHEHHE KbM OCHOBHOTO 3/10KaQ4ECTBEHO zabongpaHe. [logobpenna B XeMOAWHAMHKATa H
KIMHHUYHUTE napameTpy ca HabntoaapaHM Npy NalUEHTH € BAX, ciiel npeKkpaTABaHe Ha TEPaINHATa
¢ Ja3aTuHuO.

Vovaxcasane na QT unmepgana

B manureane cdasa Il npd nauueHTH ¢ HOBOAMArHOCTHUMPaHA XPOHWUHHA dasza Ha XMJl, eguH
naumenT (< 1%) oT neKyBaHuTe ¢ Ja3aTHHUO e uMan QTcF > 500 msec cnea MUHUMYM 12-MeCeqHO
npocneasBaHe (BXK TOUKA 4.4). Hama cpobuieHud 3a Apyry NAanueHTH ¢ QTcF > 500 msec cinen
MHHHUMYM 60-MmeceuHOo npocneasBaHe.

B 5 kauHuudHM w3nuTBanua ¢asza Il npy nauueHTH C pPE3UCTCHTHOCT WiH HENMOHOCHMOCT KBM
MPEAMLIHO NIeYeHHE ¢ MMATHHUO, EKI ca 6uMnu HarnpaB€Hd MHOTOKPAaTHO Ha M3XOAHO HUBO H 1O
BpeME€ Ha JICYEHHETO B TPEABapUTEIHO OfIpe]C/ICHH BPCMEBN TOYKM ¥ ca OMIM Ppa3yeTeHH
LeHTpanHo 3a 865 naumeHTH nony4asally nazatuan6 70 mg Apa nbTH AHeBHO. QT HHTEPBATBT ©
61N KOpPUrHpaH CpAMO ChpAeUHHaTa YECTOTA MO METOAA Ha Fridericia. BbB BCHUKH BpEMEeBH TOYKH
crieql ipUeMaHe Ha [03aTa B AeH 8, CpeAHHTe NPOMEHH OT H3XOAHOTO HHBO B QTcF unrtepnana ca
Ewin 4 - 6 msec, ¢ ropHa rpaHuua Ha 95% NOBEPUTENCH HHTEPBAT < 7 msec. Ot 2 182 nalyeHTH €
PE3UCTEHTHOCT WM HEOHOCHMOCT KbM MPENHIIHO JEUCHHE C AMaTHKO, KOUTO ca MOJIy4YapaJIH
[a3aTHHUO TPH KIMHWUHM H3NHUTBaHHA, 15 (1%) ca uManu yXb/DKaBaHe Ha QTc uHTEpBaNa,
CEOBLIEHO KATO He)XefiaHa peaxkums. JpageceT W €JHH NallneHTH (1%) ca umamu QTcF > 500 msec
(Bx TOYKA 4.4).

Coupoeunu HeHCeaHU PEAKHUY

[TauseHTH C PUCKOBH (PAKTOPH MM aHAMHE3a 3a CHPACHHO 3a0onsaBaHe TpsAOBa BHHUMATEIHO 1a
6b0aT HAOMIOAABAH M 34 NPU3HALIM WITH CHMIITOMH, NOKA3aTe/IHH 32 CbpAcHHa nuchyHKLHS, B TpIOBa
a 6BAaT CHOTBETHO OUEHSABaHK W IEKyBaHU (BXK TOUKA 4.4).

Peaxmucayua Hq xenamum B

CroflueHa € peakTHBaUMA Ha XENaTUT B BbB BPB3Ka C BCR-ABL THpo3¥HKMHA3HHTE HHXHOUTODH
(TKH). B msxoM cay4yad HacTbMnea OCTpa yepHoApoOHa HEJOCTATBEUHOCT MM ¢byIMHHAHTEH
XenaTHT, BoAewl 10 YyepHoApoOHa TpaHCIUtaHTaurs uik daTaneH n3xon (Bx. Touka 4.4).

B npoyusaHe daza 111 3a onTHMH3KUpaHe Ha 103aTa MPH TMALUKEHTH b xpoHnuHa (aza Ha XMJI ¢
PE3MCTEHTHOCT HAM HENOHOCHMOCT KBbM MPCIHIIHO JICHEHUE ¢ umatyan® (MeaHaHa Ha
NPOABIKUTENHOCT Ha Neyenneto 30 Meceud), 3a NJEBpaieH M3AMB M 3aCTOHHA CBpACHHa
HEJOCTATHLUHOCT/ChpAcuHa ACOYHKIMA € CbOOLIABAHO MO-pAAKO TMPH MallMeHTH, NEKYBaHH C
pazatuaub 100 mg BEAHBK AHEBHO OTKOJIKOTO NpH MALMEHTH, ACKYBaHH C na3aThHUO 70 mg nBa
MLTH AHEBHO.

3a MMENOCYTIPECHS ChLIO ¢& CboOLaBa No-pAAKO Npy rpynara MalneHTH, nexysanu cs¢ 100 mg
BenHbK OHeBHO (BK. OTKNOHEHHS B NaboOpaTOPHMTE TOKA3aTEIH no-gony). MenuaHara Ha
MPOABL/UKMTENHOCT Ha TEpanusiTa NpH rpynara, JICKysana Cbe 100 mg BeAHDK AHEBHO € 37 Mecela
(rpannun 1-91 meceua). KymynaTHBHUTE 4ECTOTH HA u30paHu HEXEJIaHW PEaKL|Hy, CBHOOIEHH TIPH
npenopbunTeENHa HavanHa aosa 100 mg BearsK AHEBHO, Ca MoKasatiH B Tabauua 4a.

chobwaBann npn npoyusade ¢aza Il 3a
umaTann® wan pesncrenTHa XMJL B

Tabanua 4a: H30pauum HekxelaHn PeaKunHH,
ONTHMH3HpAHe Ha A03ara: (HEMOHOCHMOCT KbM
XpoHHYHA Pa3a)’

MHHMMYM 2 ronHEH | MUHKMYM 5 TOAHHH MunuMyM 7 TOANHH
npocieaaBaHe npochaeadaBaHe npocjieaaBaHe
Benukn  Crenen3 | Bewukn Crenen3 | Bemuxka  Crenen 3
CTerneHH /4 CTEMEHH /4 CTENneHH 14
[Ipeano4yHTaH TEPMHH [TpoueHT (%) NauueHTH i
Iuapua 27 2 28 2 | 28
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3agnpKane Ha 14 4 49 6 48 7

TEYHOCTH
[M1oBBPXHOCTEH OTOK i8 0 21 0 22 0
[TneBpaneH U3NNB 18 2 24 4 28 5
[CeHepanHu3upaH OTOK 3 0 4 0 4 0
[TepukapaeH U3NIHB 2 l 2 1 3 1
BenonpodOHa 0 0 0 0 5 1
X UTIEPTOHHUA

Kbpsene 11 ] 11 1 12 ]
KvpBeHe OT
CTOMALIHO-4PCBHUA 2 l 2 1 2 ]
TpakT s

8 PeayataTh oT npoyusane ¢asa 11l 3a onTuMH3INpaKE Ha 103aT3, cHOSIIEHH NPH NIONYNAUMATS C NPENOPEHHTENHA HavallHa 11034 100
mg BeAHBLX AHeBHO (= 165)

B npoyusane ¢da3a Il 3a onTuMrU3Mpane Ha 103aTa MpH NaUMOHTH ¢ XMJI B Hanpennana ¢asa 1 Ph+
OJUT MeaHaHaTa Ha MPOIBKHTEHOCT Ha IeUeHHETo € 14 Meceua 3a HanpeqHana dasza Ha XMJ], 3
MeceLa 3a MHeonIHa GnacTHa dasza na XMJT, 4 meceua 3a nuMponaHa 6nactHa pasa Ha XMJI u 3
mecewa 3a Pht+ OJIJ1. MU36paHu HexeNaHH peakLiH, ChoOILeHH NpH NPenophLYHTE/IHA HayaJiHa 1034
140 mg BeaHBXK AHEBHO, Ca MOKA3aHH B Ta6maua 36. [Tpoyuena e cbio U cxema 70 mg Ba NBHTH
nueeHo. Cxemara 140 mg BeIHbXK AHEBHO € NoKa3ajla CpaBHHM npo¢un Ha ePHKACHOCT CHC CXEMATA
70 mg ABa MBTH AHEBHO, HO MO-ONArONPHUATEH npotdui Ha 6€30MacHOCT.

Ta6anua 46: H36pany uexenanu peakiny, chod1IaBAHM N0 BpeMe HA NPOYHBAHE ¢daza II1 3a
onTuMu3npane Ha aosara: XMJI B nanpeaHana ¢aza n Ph+ OJLJI°

140 mg BeaAHbXk AnesHo n = 304

BCcHUYKH ¢TENeHH Crenen 3/4

L
[Ipeino4YHTAH TEPMHUH Mpouent (%) NaNHEHTH

Nuapna 28 3

3aabpxaHe HA TEUHOCTH 33 7
[ToBBPXHOCTEH OTOK 135 <1
[TneppaneH H3JINB 20 6
exepanu3vupas OTOK 2 0
3acToiiHa ChpleYHa 1 0

HeAOCTaTbYHOCT/CBPASYHA

AMChyHK nus’
[lepukapAcH U3NUB 2 1
benoapobeH OTOK 1 1

Kupseue 23 8
KbpBeHE OT CTOMALIHO- 8 6

YpEBHUA TPAKT

a Pesynvats oT npoyusane dasa ll] 3a onTymu3HpaHe Ha 103aTa, CHOOLIEHH IPU NONY1aluMATa ¢ NPENOPBYHTENHA HAYANHA 1033 140
mg BeAHbK 2HEBHO (n= 304) npy 2 -roAMIWHO KpaliiHO NpoCieniBaHe B paMKHTE HA NPOYHBAHETO.

6 Bxmouea kamepHa AMChYHKUWS, CHPACHHA HCAOCTATLHHOCT, 1acTOHHA ChPACUHA HEAOCTATEYHOCT, KAPAHOMHOTIATHA, 3aCTOMHA
KApANOMHONATHS, AHACTONHE LMCDYHKUMA. HaManeHa hpakuHa Ha U3TNACKBAHE W KAMEPHA HEAOCTATBUHOCT.

OcBeH TOBa ¥Ma ABE Mpoy4sakua ¢ obumo 161 neanaTpu4HH NaLHCHTH C Ph + OJLL, npH KOHTO
nasaTuHub ce mnpuaara B kKoMOMHauMis C© XHMHOTepanu:. B ocHoBHOTO mpoyusaHe, 106
NEAUATPHUUHU NAUMUEHTH MOay4aBaT na3aTMHHG B KOMOWHalMs ¢ XMMHOTEpanks Mo CXeMa Ha
npunaraHe 6e3 npekbcBaHe. B noakpensimo npoydBaHE ¢ 55 neaMaTpU4YHH NALHEHTH, 35
ony4aBaT Aa3aTHHUG B koMOMHaLMA ¢ XMMHOTEpanus No CXeMa Ha [pHJlaraHe ¢ peKLCBane (1se
CelMHLM Ha NeuyeHue, TNOCNEABaHKW OT eiHa 10 [ABe CEAMHLM Ge3 neueHue) U 20 MauMeHTH
nony4asat Ja3aTHHHUO B koMOnHaUMs ¢ XHMHOTEpanua No CxeMa Ha npunaraHe 6e3 NpeKbC
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[Ipu o6uo 126-Te neauaTpUUuHK NALKEHTH C Ph + OJIJI, nekyBaHH ¢ Ja3aTHHHO No cxema Ha
npunarade 6e3 npexbCBane, CpeiHaTa NPOAb/IKHTEIHOCT Ha TepanusTa ¢ 23,6 Mecena (B AuanasoHa

ot 1,4 1o 33 Mecewna).

Or 126-Te nemuaTpuunk nauventn ¢ Pht OJII, kouto ca 6uaM Ha cxema Ha mpuiarade Oes
npekbepane 2 (1,6 %) ca noyHuIM HEXENaHH peakLnm, A0BCH [0 npexpaTiBaHe Ha TepanuAara.
HeskenaHUTe PeakiHy, JOKNAABAHKW B Te3H [BE MEANATPHHUHH NpOYyHBaHH? ¢ yecrora >10% npu
MAUMEeHTY Ha cxema Ha mpviarase 6e3 npexbesaHe, ca npeiaCTaBeHH B Ta6nuua 5. Tpabea za ce
oTGenexHn, ue NIeBpasicH H3AUB e AoKIaaBaH NpH 7 (5,6 %) nauuMeHTH OT Ta3u Fpyna H NopaaH TOBa
He € BKIIOYeH B TabnHuara.

Tabanua 5: Hexe1aHH peaklluH, 10K/I1a1BaHH NPH >10% ot neauarpuunuTe nanvuenTy ¢ Pht
OJIJ1, nekyBaHu ¢ xa3aTHHA0O mo cxemMa Ha NpHaaraHe fe3 npexKbcBaHe B KOMOHBAIHA C
xumuorepanns (N=126)"

IpouenT (%) manKeHTH

Hexenanyu peakiHH BcuukH CTEIIEHH Crenen 3/4
PDebpunna HEYTPONECHNA 27.0 26.2
I'aneHe 20,6 5,6
[ToBpbiuaHe 20,6 4,8
Ab6pomunHanda 6onxa 4,3 3,2

TMuapus 2,7 4,8
IInpexcus 12,7 5,6
I'nasobonue 11,1 4,8
Hamanen aneTur 10,3 4,8
Cnaboct | 10,3 0

% B ocHOBHOTO NpOY4BaHe oT 06w 106 nauHeHTH, 24 NALMEHTH ¢4 NONYHHIIH NOHE BEAHBXK Npax 3a NepopaiHa CYCNEH3HA, 8 OT KOHTO
¢ MOAYHABAIH CAMO 1pax 3a NEpopanHa CyCneH3na.

Omxnonenus 8 1a60pamopHume NOKazamenu

Xemamonaocus

B usnureade dasa lIl npx HOBOAWArHOCTHUMPaHa XpOHWHHA daza na XMJI ciaen MHHMMYM 12-
MECEUHO TMpOocNeldBaHe ca ChOOLWEHH CNEAHATE OTKNOHEHUA CTCICH 3 u 4 B naboOpaTOpPHHUTE
oKa3aTesy Npu NauueHTH, NpyemMally nazatuuub: HeyTponesus (21%), TpoMOOLIMTONCHHA (19%)
u anemus (10%). Crnen MuHnmyM 60-MeceuHO MNpOCTCAABARE KyMYyJaTUBHHTE YE€CTOTH Ha
HEeyTpOneHus, TPOMOOLIMTONEHHA 1 aHEMHA Ca 61K choTBETHO 29%, 22% 1 13%.

Mpu nexyBaHH ¢ Aa3aTHHHO NALMEHTH C HOBOAMArHOCTMHHpAHA xpoHuuHa ¢aza Ha XMJI ¢
MHEIOCYNpecHs cTenex 3 uiau 4, Bb3CTAHOBABAHETO OOMKHOBEHO HACTBLIIBA CHEl KPaTKOTPaWHHO
NpeycTaHOBABAHE HA JIEHEHUETO W/HAN HaMAITIBAHE HA 103aTa, KaTO OKOHYaTeJHO NPeYCTaHOBABAHE
HA NTeueHreTo HacTbnea npH 1,6% OT nauveHTHTE Cnel MMHUMYM 12-meceuto npocnaeaspane. Cnen
MHHHUMYM 60-MeceuHO MpocieasBaHe KyMyaaTUBHATA HECTOTA Ha OKOHYATENHO NPeyCTaAHOBABAHE

Nopaay cTeneH 3 HiaKn 4 MHETOCYNPECHs € 6uno 2,3%.

Mpu nauentn ¢ XMJI ¢ pe3sUCTEHTHOCT WIIW HEMOHOCHMMOCT KDbM UMATHHHO, LIUTONECHHUTE
(TpoMOOUMTONEHNUSA, HEYTPONCHHA H aHeMus) ca MocTOAHHA HaXoAKa. BbNpekH TOBa NoABaTa Ha
LIMTOTIEHUMTE WMa fCHA 3aBUCHMOCT OT €Tana Ha tabonasanero. Yecrorara Ha OTK/IOHEHHA B
xeMATONOFHUHNTE NOKA3aTeNU cTeneH 3 U 4 e npeactasena 8 Tabnuua 6.

Ta6mmua 6: CTC crenenu 3/4 1a6opaTOPHH OTK/IOHEHHS B XeMATOJOrHHATE NOKAIATEIR 0T
KJHHAYHM DPOYYBAHHUS [PH MNAHHEHTH C Pe3NCTCHTHOCT HIM HENOHOCHMOCT KBbM

NpeAUIIHO JeHeHHe ¢ UMATHHHO"
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XpoHH4HA Hanpeasana | MwuenoHaHa JIamdonaHa
¢asza (n=165)" daza 6aacTua dasa | 6aacTra pasa
(n=157)" (n=74)" a Ph+ OJLI
(n=168)"
TIpouenT (%) NAHEHTH
XeMaTONOTHYHH
NOKA3ATE]H
HeyTponeHus 36 58 77 76
TpomGouuTOneHUs 23 63 78 74
AHeMUs i3 47 74 44

a Pe3y/imaTh OT npoyusane (asa (Il 32 ONTHMH3IWPAHE HA HO38TA, OTHETCHH CIiCa 2-rOAHIIHO NPOCIEIABAHE B PAMKHTE HA IPOYYBAHCTO.
6 Pesyntarth ot npoyusane CA180-034 npy npenoppiUTEAHA HaganHa ao3a 100 mg BeaHDBXK JHEBHO.

B Peaynratn oT npoyusane CA180-035 npu npenoppiHTEIHE sauanHa po3a 140 mg BeaHBHK AHEBHO.

CTC creneHy: HeyTponenna (CTeneH 3 2 0.5-< 1.0 x 109/], crenen 4 < 0,5 x 109/1); TpoMOGOUUTONEHNA (CTENEH 3 > 25-< 50 x 109/,
crenen 4 < 25 x 109/1); aHeMus (XeMOTNOGHH CTENeH 3 2 65-< 80 /1, creneH 4 < 65 g/).

KymyiaTvBHaTa CTeMEH 3 WAX 4 UMTONEHMY NPH NALKMCHTH, nexysaHu cxc 100 mg BEAHBK THEBHO,
e nogobGHa Ha 2-Ta W 5-Ta TOAMHA, BKJIOYMTENHO: HEYTPOTCHUA (35% cpewy 36%),
TpomGouTonenus (23% cpeuty 24%) u auemus (13% cpeury13%).

[Ipn NauKUEHTHTE ¢ MUETOCYNPECHS CTENEH 3 WK 4, Bb3CTAHOBSIBAHETO OOMKHOBEHO HACTDIIBA CICA
KpaTKOTPalHO NpEeyCTaHOBABAHE HA JIEHCHUETO W/ WK HaMmajigBaHe Ha [03aTa, KaTQ OKOHYATC/IHO
ApEyCTAHOBABAHE Ha JICUEHHETO € cbobuaeato npu 5% or naduentyre. [loseue OT MAHEHTHTE
MPOABL/KABAT JIEUEHHETO Ge3 Mo-HATATBIIHY AaHHH 33 MHENOCYIPECHA.

Buoxumiust

B u3nuTBaHe fpHW HOBOAHArHoCTHUMpaHa XpOHHYHA baza na XMJI, cremed 3 WM 4
xunodochaTeMus € AOKIanBaHa npH 4 % OT flaLMENTHTE, NMPUEMALIH Aa3aTUHUD K CTENEH 3unu 4
[IOBHMILABAHE Ha TPAHCAMUHA3ZUTES, KPEATHHHH K 6unnpyOun ca crobiern npu < 1% OT NauUeHTHTe
cnei MWHHMYM 12-MeceuHO TNpOCNEnsBaHE. Crnen MHHMMYM 60-mecedHO MpOC/ICAABAHE
KyMylaTHBHATa YeCTOTA Ha xunohocdaremus creneH 3 uan 4 e 6una 7%, Ha MOBHLUIEHHE HA
KpeaTuHuHa W OunupyOuHa cTeneH 3 win 4 - 1%, a Ha NOBUIIEHHE Ha TPaHCaMHHA3HMTE CTENCH 3
umu 4 octapa 1%. Hama ciyuay Ha MpeyCTaHOBABAHE HA JIEUCHHETO C na3aTHHHO fopagd TE3H
GHOXUMHKUHHK 1a00paTOPHH MOKA3aTeNH.

2-200UtHO RPOCALOABAHE

CreneH 3 unKi 4 NOBUILIEHUE HA TpaHCAMHHA3UTC WIIH 6unupybuna e crobuasano npu 1% ot
nanuenTyTe B XxporHnuna dasa na XMJI (¢ pe3nCTCHTHOCT MK HEMOHOCHMOCT KbM HMaTHHHO), KaTo
OLIEHKATA HA JAHHWTE NOKa3Ba NOBHLICHHE Ha YECTOTaTa OT NOpAAbKA Ha 1 no 7% oT NauHeHTHTE C
HanpeaHana ¢dasza Ha XMJI n Ph+ OJUUL. Te3n cbeTOAHHA OOMKHOBEHO Ce€ OBNAAABAT HpE3
MOHWKEHHE Ha [03aTa W MPeKbCBaHE Ha JICHCHUETO. B npoyusane ¢a3a Il 3a ONTUMU3HPAHE HA
n03aTa, NP MAUMEHTH C XPOHWYHA (a3a XMJ1, cTeneH 3 WK 4 NOBUILIEHHE HA TPAHCAMHHANTE WK
Gunupybuna ce cudwasa npy < 17 OT MAUWSHTHTE C nonoOHa HUCKA YeCTOTa B HETHPHUTE JICKYBAHH
rpynu. B npoyusate ¢aza [11 3a onTuMmu3upare Ha Ao3aTd npu Hanpeasana ¢aza va XMJI v Ph+
OJLJ] creneH 3 uay 4 NOBULLIEHUE HA TPAHCAMHUHA3NTE WiIN 6winpybuna ce crbwasa npu 1 ao 5%
OT MaLUMEHTHUTE B TEPANEBTHYHHTE FPYNIH.

IIpubnusuTenno 5% 0T JICKyBaHUTE C na3aTHHHG MAUMEHTH, KOMTO ca OMAM ¢ HOPMalHH H3XOMHH
HHBA. Ca HMaTH TIPEXOAHA XHIOKAILIWEMHS CTENeH 3 UK 4 B nafieH MOMEHT OT npoyusaHero. Karo
LALTO, HAMA BPb3KA MENKY NOHMKEHUETO HA KAIUHMA W KIHMHHAHKTC cumntoMu. llanMeHTHTe,
pa3sBUBALLY XUNOKaNUHeMKs CTENEH 3 Wad 4, 4eCTO Ce Bb3CTAHOBABAT ¢ MOMOLUTA HA NMEPOPANHO
nobasse Ha Kanuvit. CTeneH 3 unu 4 XunoxKanueMus, Xuokanuemus 1 xunodocharemus ca Gunu
ChOBILEHH [TPH NALMEHTH C BCHUKH (ha3H Ha XMJI, Ho ca 6unH ¢HoOLIEHH C MOBULICHA YECTOTA NPH
HALMEeHTH ¢ MUeaouaHa unu nuMdonaHa OacTHa da3za na XMJI u Ph+ OJUL Ilopnwasane Ha
HMBATA Ha KpeaTHHWHA OT cTeneH 3 unu 4 ca cboowenu npu < 1% OT NalMeHTUTE ¢ XpOHHHA ¢aza
xa XMJI 1 ca cboBLIEHH C IOBHLIEHA YecToTa pu | 10 4% OT NaiMeHTHTE C HanpeaHana ¢asa Ha

XMIJL
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[TeayaTpyyHa nonynayms
IMpodunbT Ha 6e30MmacHOCT Ha nazaTusub, NPHIOKEH KaTO MOHOTEpanvs NpH MEAHATPpHYRM

nauuestn ¢ Ph+ CML-CP e cpaBHHM C TO3W NMPH BB3PACTHH. [TpodunsT Ha Oe30MacCHOCT Ha
nasaruHuG, NpunoxeH B KOMOUHALMA € XHMHOTEpanud NpH NeAUaTpUtiHH nauveHntd ¢ Ph+ OJll e
B CLOTBETCTBUE ¢ W3BECTHHA rnpodun Ha 0e30MacHOCT Ha Aa3aTHHUO NpHU Bb3PacTHH H OYAKBAHHTE
edeKTH OT XMMHOTEpanuATa, ¢ W3KIUYEHHE HA MO-HUCKATA 4yecTOTA HA TNEBpajieH H3JIMB IPH
NeXNaTPHYHUTE NAUMEHTH B CPABHEHNE C BB3PacTHUTC.

B neanaTpuunute XMJ1 npoyusaHus, 4ecToTara Ha OTKJIOHCHUATA B nabopaTopHUTE NMOKA3aTEIH
CLOTBETCTEA HA M3BECTHUS npodua Ha nabopaTopHUTE MOKa3aTe 1 NpH BB3PACTHH.

Ipu neamarpuunmnte OJUI npoy4sanus, 4ecToTaTa Ha OTKJIOHEHHATA B NaDOpaTOPHUTE NOKA3ATC/IH
CHOTBETCTBA Ha M3BECTHHMA NpoQMN Ha NabopaTOpHMTE NOKa3aTe/d NMpH BB3PACTHH 34 MalKCHT ¢
0CTpa NIeBKEMHS, KOHTO NO/ty4YaBa OCHOBHA XHMHOTEPATNEBTHHHA CXeMa Ha MpuiaraHe,

CnelyaiHy nonyJjaauuu
Makap ue npodunsT Ha O€301aCHOCT Ha fa3aTHHUO MPH MALMEHTH B CTapuecka BB3pacT € CXOACH ©

TO3M MpH NO-MNAAaTa Nonynalus, npyu MalmeHTHTe Ha U Hal 65 roAMHH CHLIECTBYBa MO-rOMsIMa
BEPOATHOCT 3a Pa3BHTHE Ha 4€CTO cbOBLIABAHUTE HEXKEJIAHM pPeaKLMH KaTo yMopa, IUVICBpaJICH
H3/THB, UCITHEA, KaUUIMLA, KbPBEHE OT JAOJIHATA 4acT Ha CTOMALHO-4PEBHUSA TPaKT M CMYUIEHHA B
ameTHTa, No-BEPOATHO € Aa [ONYUaT N0-PAAKO ChOOLIABAHH HEMENAHH PEAKLHA KaTO pa3gyBaHe Ha
KOpeMa, 3aMasHOCT, IEPHKapEH HU3/IHMB, KOHIECTHBHA CHP/ICHHA HeAOoCTaTLYHOCT U HaMaIABaHe Ha
TernoTo U TpaGsa Aa 6baar HabnoAaBaHH BHUMATEIHO (Bx. TouKa 4.4).

Cy00LaBaie Ha NoJO3UPaHU HeXeTaH! peakiny

Cro6luaBaHETO HA TMOAO3MPaHU HEXENaHW PpeakuMH Chiell paspeulaBaHe 3a ynorpeba Ha
IEKAPCTBEHHA NPOLYKT € BaXKHO. Tosa ro3poAsBa 1a MPOAbIAH HaOTO AEHUETO Ha CHOTHOILICHHETO
noN3a/pyck 3a JIEKAPCTBEHNS NPOAYKT. OT MEAMUMHCKHUTE CRCUHATIUCTH ce W3NCKBa Aa choOuasar
BCAKA MOA03MPaHa HexcenaHa peakuus 4pe3 HalimoHanHa CHCTEMa 34 croOLIaBaHe:

HanbiHuTesiHa areHUuA Mo JeKapcTeaTa

yn. ,.Jdamsan I'pyes’” Ne 8

1303 Codux

Ten.: +359 2 8903417
yebealT: www.bda by

4.9 IIpeaosupane

ONMTLT C MPEAO3UPAHE HA Na3aTHHHUG B KIMHWUYHY NPOYYBAHMA € OrPAHHUCH 4O eQHHHYHH CITy4aH.
Haii-eucokoTo npeaosupate ¢ 280 mg Ha fieH 3a eiHa ceMHLa € JOKIanBaHo pH JABaMa NMalueHTH,
KATO W npu ABaMaTta ce HabnioaaBa 3HAUHTENHO NOHWKABAHE Ha 6pos Ha TpomGountHTe. THi KaTO
183aTHHUG € CBbp3aH ¢ MHENOCYIIPECHs CTENCH 3 unu 4 (Bk. Touka 4.4), NaLKHEHTUTE KOHTO NpHeMat
oBee OT MpenopbuBaHaTa 103a, Tpabsa Aa 6bAaT BHUMATETHO HaONKOOaBaAHY 38 MUEJIOCYTIPpECHH,
KaTo UM Obae NPOBEACHO MOAXOAALLO NOAABPKALG NEHCHHC.

5. ®APMAKOJOTHYHH CBOMCTBA

5.1 dapmakoxHHAMHYHU CBOHCTBA

dapmMakoTepanesTH4YHa rpyna: aHTHHEONIACTHHHH CPEACTEA, POTCHA kpuHa3HH HHXHOITOpH, ATC
xon: LOIEAO2.

dapMakoaAUHaAMHKA
NazaTuHUO nHXUOMpa aKTUBHOCTTA HA BCR-ABL knHa3aTa ¥ OpHHAAIEXALIUTE KbM CEMEACTBOTO

#a SRC xMHa3M, 3a€AHO ¢ MHOXECTBO APYTH ONpeeeHy OHKOrCHHH KHHA3M, pronrounrenHo c-KIT,
edpun (EPH) peuenTopHUTE KNHA3H H PDGFp' peuentopa. Jlasaruub ¢ MolueH, cyOHaHOMOa
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nnxubutop Ha BCR-ABL knnazara ¢ akTHBHOCT NpH konuenTpauus 0,6-0,8 nM. To# ce CBBP3BA,
KaKTO ¢ HEaKTHBUPAHAaTA, TaKa Y C aKTUBHpaHaTa dopma Ha BCR-ABL en3uma.

MexaHu3bM Ha AEHCTBHE

In vitro, na3aTHHUO € aKTUBEH MpPH JEBKEMH4HN KIEThYUHH JIHHHH, [IpeacTaBABalY BADHAHTH Ha
UMaTHUHUO-4YBCTBHTENHH  HWJIH  PE3HCTEHTHH 2a60ngBaHUg. 1€3H HEeKIHHWYHH Npoy4BaHHA
NOKa3BaT. Y€ Aa3aTUHMO MoXe Aa Npeofosiee pPEe3HCTCHTHOCTTA KbM MMATHHHO, Moay4YeHa B
pesynrar Ha BCR-ABL cBpbXekcnpecHs, BCR-ABL k¥Haza AOMUHAHTHH MyTalUHH, aKTHBHPAHE Ha
ANTEePHATUBHY CUTHAIHH MBTHIUE, BKIHOUNTEIHO cemeiicteoTo Ha SRC kunasure (LYN, HCK) #
MHOKECTBEHA (JIEKAPCTBEHA) PE3UCTCHTHOCT € MOMOLUTA Ha I'CHH4 cBpbXekcnpecus. B AOMbIHEHHE
Ha ToBa. Ha3aTMHMG wuHxuGupa cemedcTBoTo Ha SRC  kuHasute npH cyOHaHOMOIapHH

KOHLIEHTPaUMH.

Knuauunu edukacHocT v fe3onacHocT

Ilo Bpeme Ha u3nuTBaHe dasa |, XeMaToNOrM4eH W UHTOrCHETHHCH otrosop € HabmoAaBaH NpH
pcuuki dasu Ha XMJ1 u Ph+ OJUI npu nbpBoHa4aiHOTO NCHEHHUE TPH 84 nauueHTH, MMPOABILKHNIO
no 27 mecenia. OtrosopuTe ca OunH yCTORUHBH NPU BCHUKH dazu Ha XMJI n Ph+ OJUL

3a onpeneisiHe Ha $e30MmacHOCTTa W €(HKACHOCTTa Ha naszatusu6 npy naumeHtn ¢ XMJI B
XPOHHYHa, HanpeaHana Wi MWenonaHa dnacTHa (a3a, pe3UCTEHTHH H/IH C HETIOHOCHMOCT KBM
HMATHHUG, ca TPOBECHH HETHPH HEKOHTPONMPaHH, OTBOPEHH KIMHUYHU H3ITHTBAtMA ¢aza Il ¢
efHO pamo. EAHO paHIOMH3HPAHO, HECPABHHTEHO H3NHTBAHE © U0 MPOBEAEHO MPH NMALUSHTH B
XPOHUHHA (a3a, NPy KOKUTO € 61 HANTHLE HEYCNEX OT MbPBOHAYATHOTO neuyenue ¢ 400 wix 600 mg
umatuunG. Hauannara ao3a e 6una 70 mg na3aTHUO JBa MBTH JHEBHO. [TpomsaHa Ha fo3aTa € Ouna
paspelieHa ¢ Ues NoAo0pABaHe HAa AKTHBHOCTTA HilH OBNaABAHE HA TOKCHYHOCTTA (BXK. Touka 4.2).
I[IpoBeneHn ca ABE PaHAOMH3MPAHH, OTBOPEHH, dbaza 111 n3nuTBaHMKs 32 ouEHKA HA e(UKACHOCTTA
Ha [a3aTHHKO, Npyaaral BeAHBXK AHEBHO, B CPABHEHHE C nAa3aTHHWO, NpUnarad Aga MbTH JHEBHO.
OcBeH ToBa € MPOBEAEHO €HO OTKPHTO, PaHIOMU3UPAHO, CPaBHHUTCIHO ¢asza III u3nurBane npu
BB3PACTHH MNALHEHTH ¢ HOBOAHArHOCTHUHPaHA XpOHHIHA daza Ha XMJL

EdukacHocTTa Ha AasatuHMO ce Oasupa Ha CrerneHTta Ha XeMaTONOrMYHHA W LHTONeHEeTHYHHA
OTTOBOP.

[IpoALKMTEAHOCTTa Ha OTrOBOpPAa M W3uKc/ieHara CTeneH Ha Npe)KHBAEMOCT TPEAOCTABAT
AOMBAHUTETHH A0KA3aTeCTBA 3 KIMHHAYHATA N0s3a OT Aa3aTHHHO.

O6wo 2 712 nanMeHTH ca Ouny MOMIOAKEHN HA OLUEHKA B KIMHMUYHU H3NUTBAHKA, or TaX 23% ca
6K > 65 roaMiiHa Bb3pact, a 5% ca 6uan 2 75 roArHH.

Ph+ OJLT

OTBOpEHO, MHOTOLEHTPOBO NMPOY4BAaHE C €HO pamo € MPOBEIACHO NpH naudeHty ¢ Ph+ OJIJ], ¢
HEMOHOCUMOCT MY PE3UCTEHTHOCT KbM MPEALLeCTBaLlO ACHCHHUE C uMaTHHHO. OO0 46 MALHEHTH
¢ Ph+ OJIJ1 ca npuemanu pazatuHub 70 mg aga NbTH AHEBHO (44 pe3UCTEHTHH U 2 C HEMOHOCHMOCT
KBM MMaTHHKG). MeanaHara Ha BpPEMETO OT AMarHo3aTta O HayanoTo Ha JCHEHHCTO © ouno 18
Mecetia. MeauaHaTa Ha MpoAb/IKUTEITHOCT Ha TEHCHHETO © nazaTuHib e 6una 3 meceua, Kato 7% Ot
MalneHTHTe ca NexypaHu > 24 meceua. CTerneHTa Ha ronsM MONCKyJIApCH oTroBop (BCHYKH 25
nexypaHn nauueHTH cbe CCyR) ¢ 52% wna 24-us meceu. Oine pe3yaraTd Mo OTHOLICHHE Ha
edukacHocTTa ca npencraseny Ha Tabnuua 7. 3a orbens3BaHe €, Y€ roNeMyaT XEMaToOrH4cH
otrosop (I'XO) e nocTurHat 6bp30 (HakH-4ECTO B PAMKHTE Ha 55 nHu npd nauuexTute ¢ Ph+ OJLUI).

Ta6auna 7: EPHKacHOCT HA 4A3aTHHHUO NPH KAHHHYHH H3NUTBAHAA ¢aza II ¢ eano pamo®

Ph+ OJIJI
L (n=46)
Xemaronoruyen orroop’ (%)
MaHR (95% CI) 41% (27-57)
CHR (95% Cl) 35% (21-50)
NEL (95% CI) 7% (1-18)
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IpoxpwxurentocT Ha MaHR (% no Kaplan-Meier)
| roavHa 32% (8-56)
2 TOJIUHH 24% (2-47)

[{uroreseTyyueH 0Trosop” (%)

MCyR (95% CI) 57% (41-71)
CCyR (95% Cl) 54% (39-69)

TIpexuBsemMocCT (%; no Kaplan-Meier)
be3z nporpecus

1 roguHa 21% (9-34)

2 roAvHH 12% (2-23)
Ob6uo

| ropuHa 35% (20-51)

2 TOAKHH 31% (16-47)

JlaHHWTe, OMKCaHK B Ta3il TalNHLA, €A OT NPOYUBARHA, APH KOWTO HAYANHATA f03a € funa 70 mg ABa MHTH AHCBHO. BroKTe TOUKA 42 31
NPenopbUNTENHATA HAYWIHE 034,
* | udppure ¢ yaeGenes WpHET ca pe3yATaTHTE 38 MLPBHYHATE KPaHHH TOUKH.
¢ KpuTepur 33 XeMATONOTHYEH OTTOBOD (BCHUKH OTTOBOPH C& NMOTBBLPACHH CNCA 4 cenmun); FoNAM XeMaTONOrH4EH OTIOBOP (MaHR)
= muneH xematonornued orrosop (CHR) + HAMa ARHHH 38 ICBKEMHUA (NEL}.
CHR (Ph+OJ1JT): WBC < onpeaencHaTa ULN. ANC > 1 000/mm*, TpomGousTh > 100 000/mm?*, Hama 6nacTH KK NPOMHC/IOUHTH
B nepudiepHara KpbB, 6AACTH B KOCTHHA MO3BK < 5%, < 5% MHENOUHTH ITIIOC METAMHEIOLUHTH B neprdepHara Kpue, < 20%
6azodunu B nepudepHaTa KpuB H 683 eKCTPaME1y NapHO BKJIIOYBAHE.
NEL: chiumte kpHTepnn kaxto 3a CHR, Ho ANC > 500/mm’ 1 < 1 000/mm’, uaw TpoMGoumTH > 20 000/mm’® 1 < 100 000/mm’.
B KpurepuH 3a UMTOMEHETHHCH OTTOBOD: MbJCH (0% Ph+ meTatasu) ik HaCTHUCH (> 0%-35%). MCyR (0%-35%) KOMOHHHPA ITbJIHAA
H HACTHYHHA OTTOBOD.
n/a = He npknoxkumo; Cl = A0BEPHTENCH WHTTPBR, ULN = ropsa rpaHHua Ha HOpMaTa

Pe3ynTaThT NpH NaLKMEHTH C TPAHCIUIAHTAUNA Ha COCTEHR MOZBK CleAl JleueHHe C Aa3aTHHHO He e Oun
HAIbJIHO CLUEHECH.

Knunuunu winumeanus ¢hasa Il npy nayuenmu ¢ Ph+ OJIJI. xoumo_umam pe3ucmenmuocm wil
HENOHOCUMOCIT! KbM UMUMUHUD

JlBe paHIOMH3WUPaHH, OTBOPEHH TpOYy4BaHHA C4 GuaK NPOBEACHK 32 OLEHKA €(UKAaCHOCTTa Ha
na3aTUHUG, NPUAOKEH BEABK AHEBHO, B CPABHEHHE Cbl na3aTHHUO, NPUNOKEH ABA NBTH AHEBHO.
PesynraTuTe, ONMUCaHH No-007Y, € Ga3upaTr Ha NoHE 2 FOJWHHU U 7 ronAHY TIpocC/iendaBaHe CIICH
3aMouBaHe Ha JIEYEHHETO C Ja3aTHHHO.

B wsnuTsaHe npi HanpeaHana dasa Ph+ OJ1J1, nepBHYHATa KpaHHa TO4Ka € 6rwta MaHR. 0610 611
MalyieHT! ca paHAOMH3HpaHK Ja npremart na3zaTuHK6 140 mg BeAHDK JHEBHO WIH 70 mg aBa NbTH
JHeBHO. MeauaHaTa Ha MPOABJDKHUTETHOCT HA JICUEHHETO © 6una okono 6 meceua (ot 0,03-31
MeceLa).

Cxemata ¢ eIHOKpATEH [HEBEH MNpHEM € Moxasaja CpasHMMa edrkacHocT (He MO-Majka) ChC
cxemara ¢ MpHeM A8a MbTH AHEBHO MO OTHOLICHNE Ha MbPBUMHATA KpalkiHa TOYKa 32 e(PUKACHOCT
(paznuka B MaHR 0,8%; 95% noseputenct unrepsan [-7,1% - 8,7%]); cxeMara ¢ TIpUEM Ha 140 mg
BeIHBX JHEBHO 00aue € nokasana no-aobpa 6€30NacHOCT ¥ NOHOCHMOCT.

CreneHuTe Ha NOBJMSBAHE CA NPEACTaBEHH B Tabnvua 8.

Taonuna 8: EQeKTHBHOCT HA nazaTuHué B npoyusane Ha ¢gaza III 3a onNTHMHM3IHpAHE HA
no3ata: (2-roauuIHy pe3yaTaTu)”

Ph+ OJUI
_ (n=40)
MaHR® 38%
(95% Cl) (23-54)
CHR® 35%
(95% CI) (19-49)
NEL® 5%
(95% Cl) (1-17)
MCyR® 70%
(95% CI) (54-83)
CCyR 50%
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(95% CI) (34-66)
a Peaynram, crolIueHY Npu NPENOPBUMTENIHA HAYATHA 1032 140 mg BeAHbA AHEBHO (BXK. TOUKA 4.2.).
6 KpuTeprH 38 XEMATONOrH4eH OTIOBOP (BCUMKH OTIOBOPH Ca TIOTBBLMICHH CCL 4 cenmuun). TONAM XEMATOJIOTHUEH OTrOBOP {MaHR)

= menen xemaronornues oTrosop (CHR) + nama IaHHH 33 neakemus (NEL).

CHR: WBC < HHCTUTY LIMOHE ULN. ANC > 1.000/mm3. TpoMOOUHTH 2 100.000/mm3, O3 HnacTHH KNETKH WAH NMPOMHESIOLINTH B
nepudepHaTa KPbB, KOCTHOMO3BHHH 6nacti < 5%, < 5% MHENOUWTH NMOC METAMHENIOLATH g neprdepHaTa KpLB, 6azodumn B
nepudepuata kpbs < 20% H Ge) eKCTPaMe Ly NaPHO BKNOUSBAHE.

NEL: chinuTe kpuTephn kato 32 CHR. HO ANC > 500/mm3 1 < | 000/mm3 nav TPOMOOUNTH = 20 000/mm3 u < 100 000/mm3.

B MCyR komBuHHpa MhIHHA (0% Ph+ meradaiv) ¥ HaCTHIHHA (> 0%-35%) oTTOBOP.

CI = nopepyTeneH HHTEPBAN, ULN = ropHa rpaHuua Ha Hopmata.

[Ipy mnauueHTHn C Ph+OJIJI, nekyBaHn c¢bc 140 mg BeAHBK AHCBHO, MeqHaHaTa Ha
npoawmkuTenHOCTTa Ha MaHR € 61in1a CLOTBETHO 5 Meceua, menuanara Ha I1blle 6una 4 MeceLa u
MeauaHaTa Ha o0wa NpexxUBACMOCT € ouna 7 meceua.

[Teouampuuny nayuenmy ¢ QJ1

EdukacHOCTTa Ha nasaTHHUG B KOMOMHAUHMA C XHMHOTEpanHA ¢ OLCHOHA B OCHOBHO NpOY4BaHE C
rneABaTpHYHK NALUYMEHTH Ha Bb3pacT Haa eaHa roNWHa ¢ BOBOAMArHocTHUMpana Ph+ OJUL

B ToBa MHOFOLEHTPOBO MpPOYYBaHE ¢ HCTOpHUECKA koHTpona ¢asa 2 ¢ na3aTieud, 1obaBeH KbM
CTaHIAPTHa XUMHOTEpanus, 106 meauaTpUuHH MaUMeHTH ¢ HOBOAMArHOCTHLMpaHa Ph+ OJUIL, ot
wouTo 104 ¢ norebpaena Ph+ OJ1J1, ca nony4yasany Aa3ath uu6 npy aHeBHA 1032 60 mg/m? o cxema
Ha npuaaraHe 0e3 npeKbeBaHe 10 24 mecela B KOMBUHALMA ¢ XMMHoTepanua. OcemaeceT H iBaMa
fnanyeHTH ¢a noay4asain <amo nasaTunuG Tabnerkd, 24 NauMeHTH ca nojyqasaih MOHE BEAHBXK
mpax 3a nepopajiHa CyCneH3na, 8 OT KOWTO Ca TMOJYHaBaiH caMo Mpax 3a nepopajHa CycreHIus.
OCHOBHATA CXEMa Ha MpWaraHe Ha XHMHOTEpaNui © funa CblliaTa, KOATO € H3IM0A3BaHA B
IpOY4BaHETO AIEOP-BFM  ALL 2000 (xuMunOoTepancBTHHCH CTaHAapTeH TNPOTOKON 33

nonuxumuotepanus). OCHOBHATa KpaHHa TOUKA 3a etKacHOCT € Ouna 3-roauirHa NpeKUBACMOCT
6es cubuTus (EFS), kosaTo e Onna 65,5% (55,5, 73,7).

YecToTaTa Ha NAUNEHTHTE, HETATHBHH 38 MHHHMATHO OCTATBHHO sa6onasave (MRD), olicHeHa 4pe3
npeHapexaaHe Ha | g/TCR, e 71,7% B kpad Ha KOHCOJ/IKAALIMATA NIPH BCUUKHK NICKYBaHH MallMCHTH.
Korato Ta3® 4ECTOTa CE OCHOBaBa HA 85 NaUWEHTH C OLEHNMH lg/TCR mokasaTeny ¢€ H3HHCIIABA Ha
89,4%. UecToTaTa Ha MaUUEHTHTE, HETATHBHH 34 MRD B kpas Ha UHIYKUWATA H KOHCONHIALMATA,
H3MEPEHO UPE3 MOTOUHA UHTOMETPHA, e cnLoTBeTHO 66,0% u 84,0%.

52 @dapMaKOKHHETHYHH CBOHCTBA

PdapMakOKHHETHKATa Ha na3aTUHHG e oleHeHa npy 229 BB3pacTHH 31paBH WHIOUBAOMA K TipH 84
NMaUHEHTH.

Abcopbuwd

TazaTuuu ce aGcopbupa Gbp30 NpH QaUMEHTHTE CJAEA NEpOpalHo NpHoXKeHHe, C MHKOBH
nasMeHn KOHLEHTpaunu mexay 0,5-3 uaca. Cnes NepopanHo MpHAOKeHHe, MOBHLICHUETO Ha
cpeanara excnosuuus (AUC,) e npuGAM3UTENHO NPONOPLIHOHAIHG HA NOBWILEHHETO HA 1034aTa IpH
no3u, Bapupauii ot 25 mg no 120 mg nsa nbTH nHesHO. CpeAHUAT TEPMUHANEH TONYKHBOT Ha
Aa3aTHHUO NpH NALUCHTUTE € npubauaurenHo 5-6 aca.

JlaHHWTE, NOAYUEHW OT 3APABWTE WHAUBUAM, npHeManu ¢AWHUYHA 1033 100 mg nazatuHub 30
MHHYTH cred Oorata Ha MasHWHW Xpand, noka3par 14% ToBUUIEHHE Ha CcpeaHaTa AUC Ha
nasaTuHu6. [lpueMBbT Ha HUCKOMAcC/NeHa Xpaha 30 MMHYTH TpeaM Aa3aTWHWO BOAM A0 21%
nopuienue Ha cpeaHata AUC Ha nazaTuunb. HabnonasaHUTe edeKTH Ha XpaHaTa HE BOIAT O
IUIMHAYHO 3HAYMMKU TIPOMEHY B €KCTIO3ULIKATA.

BL3 OCHOBA Ha MOMYJAUKOHHUA (PApMAKOKHHETHHCH aHAlIu3 Ha TAl[MeHTHTE, C€ YCTAHOBABA '€
papuabuUIIHOCTTAa Ha CKCMO3HLMATA HA nasaTHHUO ce [ObJDKH [JIaBHO Ha papHaOHIH
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GHOHATMYHOCTTa MPH padivuHK ycnosus (44% CV) n B no-manka CTEncH Ha BapHaOHITHOCT B
SHOHAIMUHOCTTA U KNYPBHCA MEXKAY Pas/IMMHUTE NAUHCHTH (cvoTBeTHO 30% u 32% CV). He ce
O4akBa CyvaiiHaTa BapuaGHIHOCT Ha eKCTO3WLMATA TPH PasTHHHH yCAOBKA Ja TMOBIHAE HA
KyMYJIAaTHBHATA €KCMIO3ULINA H eHKaCHOCTTa UK DE30MacHOCTTA.

PaznpeneneHue

IIpy nalMeHTUTE € HANULIE FONNAM NPUBHACH o6em Ha pasnpenenenye (2 505 1), koeTo mpeanonara,
ye NeKapCTBEHHAT NPOLYKT Ce pasnpenens B 3HAYHTE/IHA CTENCH B M3BBHCHAOBOTO [MPOCTPAHCTBO.
MpH KIMHUYHO 3HAYMMHM KOHUEHTPAUHMH Ha na3arTuHKUO, CBBP3BAHETO C IUIA3MEHHTE MPOTEHHH €
npubausutenHo 96%, onpeaenero Bb3 0CHOBA Ha in vitro exCriepUMEeHTaNHUTE MpOYUBaHHA.

Merabonuibm

[pu xopara na3atHHUO ce MeTabonu3upa eKCTeH3NBHO, Kato npu o6pasyBaHeTo Ha MeTabONHTHTE
B3EMAT Y4acTHE MHOKECTBO eH3uMH. [1pn 3Apasu WHAMBHIHM, NPHEMATH 100 mg ['*C]-6ensazan
Na3aTHHKO, HEMpPOMEHEHUAT Na3aTUHHO MpeacTaBiiBa 29% OT paAMOaKTHBHOCTTA B IUIa3Mata.
[InasMenata KOHUEHTPALUHs H M3MEpeHara in vifro aKTHBHOCT IOKA3Bat, HE meTaboNMUTHTE Ha
na3aTHHKO OOMKHOBEHO HE UrpasT rojama poasd B nabnogapaHaTa apMakosiorHs Ha MpOAyKTa.
CYP3A4 e OCHOBHHST €H3HM, OTTOBOPEH 3a MeTabOIN3Ma Ha na3aTuHUO.

EnnMHHHpAaHE
ENMMHHMpaHETO c& OChLUECTBABA NPEAHMHO YPE3 deueca, raBHO moA opmaTa Ha MeTabOoNUTH.

Ciel TPUN0KEHHETO Ha €IMHH4HA NepopaHa 1032 [4C)-6enasan nasaTuHuG, npubnusnTenHo 89%
OT [03aTa ce efMMHHHpa B paMknTe Ha 10 AHH, KaTO 4% u 85% OT paAHOAKTHBHOCTTA C€ OTKPHBA
CBOTBETHO B ypuHara W (eucca. HenpOMEHEHUAT nazaTiHUG BB3NHM3a Ha 0,1% u 19% ot fo3ata
CHOTBETHO B YpHHaTa M (heleca. kaTo 0CTaHaaTa 4acT OT 103ata € MOA ¢opmata Ha METAOONTHTH.

YepHoapoOHo 1 6pOpeyHo yBpexaaHe

EdekTsT 0T uepHOAPODHOTO YBPEHKAAHE BLPXY hapMaKOKHHETHKATa Ha e[IMHMYHE 1034 Na3aTHHHO
e OlieHeH Npu 8 NaLUeHTH ¢ YMEPEHO yepHoApoOHO yBpEXKIaHe, KOHTO Mnofyvasar 1034 50 mg, u
MpH 5-Ma NaUHUEHTH C TEKKO yepHOAPOOHO YBpeX1aHe, KOWTO MoJyiasar 1103a 20 mg, cpaBHEHH
¢hC 3ApaBH 100POBOJILM, KOUTO MNONy4aBaT A03a 70 mg nasatunu6. Cpennure Cre B AUC Ha
nasaTMHUO 3a no3a 70 mg ca HaManeHu CbOTBETHO C 47% wu 8% npu MAUHEHTH C YMEPEHO
YepHOAPOOHO YBPEKIAHE B CPAaBHEHWE ¢ MAUMCHTH C HOpMasina yepHoapoOHa ¢yHkuma. Ilpw
MALMEHTH ¢ TEXKKO YepHOApoBHO HapylueHHe CpeaHHTE Ciax U AUC 13a goza 70 mg ca HaMaleHH
CHLOTRETHO C 43% 1 28% B CpaBHEHHE C MAUKMEHTH C HOpManHa yepHoApobHa GyHKIHs (BXK. TOUKH
4.2 ud.4).

TlazatuHUO U HEroBUTE METAOONIMTH C& CKCKpeTHUpaT MUHUMATTHO HPE3 6vOpeuure.

[legnaTpuyyHa nonynanys
dapMaKOKHHETHKaTa Ha 1a3aTHHUO € oueHeHa Npy 104 neauaTpU4HH fALIMEHTH C JICBKEMHA WIN
CONUAHM TyMOpH (72 ca npuemanu TabneTHaTa dopma, a 32 npax 3a nepopajnHa CyCMeH3Hs).

IMpx neanaTpuyHO GapMaKOKHHETHYHO NPOYUBAHE KOpHIMpaHaTa CpaMo 103aTa CKCTIO3HUMS Ha
na3aTHHUO (Cavg, Cmin ¥ Cinax) H3MNIEXKAA nogoOHa npu 21 matMeHTH C CP-CML 1 16 natyedTH ¢
Ph+ OJLJIL.

dapmakokiHeTHKaTa Ha TabneTHara gopma nasatuHuO e olueHeHa npH 72 neqdaTpHiHH NalHEHTH
¢ peuMavBHpana WK pedpakTepHa neBkeMUs MW CONMMIHM TYMOPH flpyM TIEPOPAHH NO3H B
nuanasoH ot 60 10120 mg/m* BeAHBK AHEBHO K 50 no 110 mg/m? nsa mu1H AHeBHO. O0EANHEHHTE
aHHH OT BE MpOy4BaHuUA noxassat Obp3a abcopOuua Ha nasaruaub. CpeaHoTo Tmax € Mexay 0,5
¥ 6 yaca, a CPEAHHAT MONYKHUBOT € B IHANA30H OT 2 00 5 yaca npH BCHYKH JO3HPOBKH U Bh3PACTOBH
rpynu. QapMakOKHHETHKATa Ha na3aTvHU6 MoKas3pa MPOMOPLHOHATHOCT HAa A03aTa, ¢ NOBHILCHHC
HA eKCIIO3WUMATa B 3aBHCHMOCT OT A03ara, HabnlojaBaHO NpU NefUaTpHHUHM NAUHCHTH. Hama
3HayuMa pa3avka BbB  (PApPMaKOKHHETHKaTa  Ha nazaTUHUO Mexay nella K IOHOLIH.
CpeHOreOMETPHUHHTE (IPY HOpMAaM3HpaHa 1034 na3atiHub Crax, AUC (0-T) m AU
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M3rUIeKIAT NOAOOHM MpH AcLa W HOHOWM MPH PasTUYHUTE NO3IHUPOBKH. Cumynaims, 6asHpaHa Ha
nonyiauuoHeH (PapMaKOKUHETHYCH MOAeA (PPK), npeapwxja 4e NpEnopbUHTC/IHHTE AO03H,
rudepeHurpany o TEAECHO TErno, OnvcaHH 3a tabeTkaTa B Touka 4.2, ce 0yaxBa Ja NpeacCTaBAT
nono6Ha excnoauuus Ha tabnerna nosa or 60 mg/m?. Tesn naHHH TpaGBa a ce UMAT MPEABHA B
cnyuail Ha npeMHHaBaHe OT TabJjieTHa (dopMa KbM Npax 3a nepopanHa CyCneH3ua WiH obpaTHOTO.

5.3 TIIpeakIHHMYHH XaHHH 32 0e30MACHOCT

HexuHuuHuAT Npodun Ha 6€30NacHOCT Ha 1a3aTHHHO € OLeHeH B Garepus OT in vitro v in vivo
TECTOBE NPH MULLKH, NIHX0BE, MAHMYHH H 3AULIM.

[IbpBUUYHMTE TOKCHYHH e(ekTH Ce nHabniogaRaT OT CTpaHa Ha CTOMallHO-YpeBHATa,
xeMaTonoeTnuHara U nuMbnrara cucteMu. CTOMalHO-4YPEBHATA TOKCHHHOCT € I030JIMMHUTHpALIA
MPH MTbXOBE W MAHMYHH, KaTO THHKWTE 4epBa [PCACTAB/IABAT NocTOsHEH npuueseH oprad. Ilpu
[UIBXOBE, MHHHMAIHO 10 JIEKO NOHYKEHHE HA CPUTPOLIMTHUTE NapaMeTpH © OHIO MPUAPYKEHO C
KOCTHOMO3bYHMA NPOMEHH; NOAOOHK NpoMEHH ca HaGRioJaBaH¥ NpH MaWMyHH, MPH NO-HHCKA
yectoTa. JluMdonaHaTa TOKCHYHOCT NPH NIBXOBE C€ CHCTOH OT nuMbOonIHO H3YEpPrBaHEC Ha
nmuM(HHTE BHINY, CAE3KATA U TUMYCA, KAKTO W HAMAJIABAHE HA TETIOTO Ha JTUMAGOHIHHTE OpPraHH.
[IpomMeHHTe OT CTpaHa Ha CTOMALIHO-4pEeBHATa, XEMONOCTHHHATA K nuMdHaTa cUcTEMa ca
oOpaTHMH Clefl NPEeyCTaHOBABAHE HA IEUEHHETO.

Br6peuHrTe NPOMEHY NpH MaHMyHH, TPETHPaHk N0 0 Meceua, C€ OrpaHU4aBaT I0 MOBHILABAHE Ha
ocHOBHaTa ObOpedHa MuHepanuzauus. KoxHH KpPbHBOMINMMBH Cd HaOaO0JdaBaHu IO BpeMe Ha
POYYBaHE 3a OCTPa TOKCHYHOCT NPH MaHMYyHH, € CAHHUHA flepopasHa 1033, ¥ He ca HabnoaapaHH
FIPH NIPOYUBAHUA C MHOTOKPATHO NPHIIOKCHHE, KAKTO IIPH MaiiMyHHTE, TaKa ¥ NpHu Iexosere. 1IpH
[UTbXOBE, A3aTHHUO WHXHOUpa arperauuaTa Ha TPOMOOLMTHTE in vitro ¥ yab1XKasa BpEMETO Ha
eMUACPMANHO KbpBEHE /71 vivo, HO HE BOAM 110 N0ABATA Ha CNOHTAHHA XemMoparus.

In vitro aKTUBHOCTTAa Ha a3aTiHuG npu wsnureaHe BbpXy hERG W Braknata Ha Purkinje,
npeanonara noTeHUHAaNHa Bb3MOXKHOCT 32 yAb/DKaBaHE HA KaMepHaTa penoapr3alksg Ha ChpLETO
(QT untepean). Bbnpeky ToBa, NP €HO iR Vivo NPOYyHBAHE C eIMHHYHA [03a MpH MalNMyHH, He Ca
HaGroaaBanu npomenn B8 QT uHTepBana Wi gopmara Ha EKT baHMTE.

TTazaruHUO HE € MyTareHeH Npu in Vilro TECTOBE C GaKkTepHATHH KJIeTKH (TecT Ha Ames) H He ¢
Hokasa] FeHOTOKCHYHOCT NpW in vivo MHUKPOHYKNEapeH TECT MNpu ILIBXO0BE. HazatuHn® e
KJIACTOrEHEH in Vitro NpyU ACHSALUM CE OBapHatHH KNETKH OT kutaticku xamcrep (CHO).

TasaTHMG He NOBNMABA HEPTUAUTETA NPH MBKKHTE HITH XEHCKHTE HKHBOTHH py KOHBEHITHOHAJIHO
POYUBAaHE MO OTHOWIEHHE HA (PePTHIMTETA W paHHaTa emBpHoOreHe3a npy NILXOBE, HO HHAYLIMPA
eTATUTET HAa eMOpUOHA NPH A03M, KOUTO ce AobnyskaBaT A0 KIMHUYHATA CKCTIO3HIIAA TIPH Xopa.
[Mpu npoyuBaHus 3a emOpHOGETanHOTO pPasBHTHE, nazaTHHUO CbIO BOAW A0 JICTAIMTET HA
emMOpHOHA, CBBP3aH ¢ HaMaNeHHe Ha 6pos Ha MAIKUTE NPH NILXOBE, KakTo M H3MEHEHHS Ha CKeneTa
Ha deTyca, KakTO NPH IbXOBE, TAKA M NPH 3aHLM. Te3u edekT HAcCTLNBAT MPU AO3H, KOHTO HE
BOAAT A0 TOKCHHMHOCT 73a Malkara, KOETO MOoKasea, € na3aTUHHUO MpUTEXKaBa CEIEKTHBHA
TOKCHYHOCT NO OTHOLUEHHE HA PEnpoOAYKLMATA OT HMMIUIAaHTHPaHeTO [0 3aBbplIBAHE HA
opraHoreHe3ara.

[lpy MHULIKH, Oa3aTHHKO Mpenu3BHKBA WMYHOCYMpPECHA, KOATO © 10303aBUCHMMA H C€ OBIAIBA
edEKTHBHO Upe3 HAMA/ISBAHE HA 203aTa W/HTH NPOMEHH B CXEMATa Ha NpHaraHe. NazaTuHub e
noxasan (OTOTOKCHYEH NOTEHUMAN TNPH in vitro TecT 3a (POTOTOKCUMHOCT ¢ MNOribilaHe Ha
HEYTPaaHO YepBEHO, C MKHLK (udpobiacTy. CuuTa ce, ue aa3aTHHHG He e GOTOTOKCHYEH in Vivo
cliell EAHOKPATHO MEPOPATHO MPHUIOKEHHE NPH HKEHCKH O MHILIKH TpH eKCITO3ULIMK 10 3 IIbTH
O-BMCOKH OT €KCMIO3MLMATA MPU XOpa Cfiej NpunaraHde Ha NpenopruvTenHaTa TCPANCBTHIHATA
nosa (Bb3 ocHosa Ha AUC).

B 1ByroaMwWHO MPOYuBAaHE 32 KaHLEPOreHHOCT NpH MUIbXOBE Ca fIpyiaraHyd MepopaiHH A03H
mazatuhnG or 0,3, 1, u 3 mg/kg/aen. Haii-Hcokara no3a BOAN 0 HHBO Hd naazMeHa eKCrno3uLHUa
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(AUC) 061110 B3€TO €KBUBATEHTHO Ha Tasy npM qoBeK, KOATO OH ce fnony4usa B NPernopsIuTesHIA
MHTEpBA/ Ha HAYAJIHHTE 03K OT 100 mg go 140 mg Ha ACH. Jabeng3Ba ce CTaTUCTHYECKHA 3HAYHMO
yBennyeHue B oOllaTa 4HecToTa Ha CKBAMO3OK/IETHYECH KAPLUMHOM W ManuioMy Ha Markara H
MATOYHATA LUMiKA TIPH XKEHCKN EK3EMMNIAPH, HA KOMUTO ¢a npunaraHd BUCOKH AO3H. ITpy MBXKH
eK3eMIUIAPH, Ha KOWTO Ca MpunaraHy HUCKU NO3H ¢C HaB1I01aBAa MOBUIIIABAHE 4€CTOTAaTa Ha aICHOM
Ha npocTaTata. He € M3BECTHA NPHACKHMOCTTA HA HAXOAKWTE OT NPOYYBAaHETO 33 KAHUEPOr¢HHOCT
fIpY [THXOBE 32 XOpaTa.

6. ©®APMAIIEBTUYHH JAHHH

6.1 Chnucbk HA NOMOUIHHTE BEIIECTBA

SAnpo Ha TabneTKaTa

JaxTo3a MOoHOXHApaT

Xuapokcunponunuenynosa

MukpokpucTanita Leyno3a

Kpockapmeno3a HaTpHh

Marsezues creapat (E572)

Tank

CononuMep Ha METAKPHUIOBA KHCE/IMHA W merun-merakpunart (1:2)

dunmopo nokpurue: onaapan 61 05U1 80001
Xunpomenosa (E464)

Turanos avokeua (E171)

CpeaHOBEPYIKHY TPHIJIULICPHIN

6.2 HecbBMECTHMOCTH

Henpunoxxumo

6.3 Cpok Ha rogHOCT

30 meceua

6.4 CneunajHH YCI0BHS HA CbXpaHeHHE

To3u fekapcTBeH NPOAYKT HE H3NUCKBA CNeLHaNHK yCIOBHA 3a ChXpPaHEHHE.

6.5 Bua ¥ cLALPKAHHE HA ONAKOBKATA
Al/Al GnncTepH

HDPE 6yTunka

Tlazatuuu® ®apmaasaic 20 mg, 50 mg n 70 mg puAMHpaHH TabGneTku ce npeiaraT B KApTOHCHH
KYTHH, ChAbPKALLK 56 QUIMHPAHH raBnertkd wiv 60 x | duaMupasy TabneTkn U B KAPTOHCHH
KyTHH, ChAbpxKauld | OyTunka ¢ 60 dunmupanyn TabNETKH.

Tlasatunu6 dapmansaiic 80 mg, 100 mg n 140 mg puamMupaHu TaBneTKy ce npeasaraTt B KapToOHEHH

KyTHH, Cbbpikalli O1ncTep ¢ 30 rabnerky nam 30 x1 GruamMupanu TabneTkH U B KAPTOHEHH KyTHH,
chabpkailH | Gytunka ¢ 30 GuaMUpatn TabneTxH.

He BCHUKM BMIOBH OMAKOBKM MOraT aa ObJaT NyCHATH Ha na3apa.

6.6 Crennaiuy Npeanasii MEPKH NPH H3XBLPAAKRE H pabdoTta
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dunmupanuTe TabaeTKH ce CBCTOAT OT AP0 Ha Tabnerkara, oOBHTO ¢ QHIMOBO TOKPHTHC 34
npena3BaHe Ha MEJMLMHCKHTE CEUHANHCTH OT excrio3vums. [lpenoppusa ce MEIHLHHCKHTC
CTIELHaIMCTH Aa M3MON3BAT JIATEKCOBH WM HWTPWIHH PLKABHLM 34 enHOKpaTHa yrnorpeba mpH
paboTa ¢ TabneTk, 3a 1a cBenaT A0 MHHUMYM PHCKA OT EKCMO3UL(MA Ha KOXKaTa, B ciTyqad 4e
dbunMupaHuTe TabNETKM OBAAT HEMPENAHAMEPEHO pa3TPOLIEHH WIH CHYTEHH.

Heu3noN3BaHUAT NEKApPCTBEH MPOAYKT HWIM OTNagbyHWTe MaTepuant ot Hero TpaGsa mda ce
M3XBLPJIAT B CHOTBETCTBHE C MECTHHTE H3NCKBAHUA.

7 IIPUTEXATEJ HA PASPEHIEHMETO 3A VYIIOTPEBA

dapmansaiic EOO/L

yi. "By3nymka’” Ne 54

1463 Cothus

brarapus

8 HOMEP HA PA3ZPEHIEHUETO 3A YIIOTPEBA

TazaTunnG ®apmanpaiic 20 mg dbunmupany Tabnerin Per. No 20200194

JlazaTunu6 dapmanpaiic S0 mg GUIMUPAHH tabnerku Per, Ne 20200195
TasaTn6 Oapmaapaiic 70 mg GUIMUPAHH tabnetku Per. Ne 20200196

Mlazatunu6 dapmanpaiic 80 mg punMmrpaHy tabnerku Per, Ne 20200197

JlasaTunn6 ®apmanpaiic 100 mg hunmupani Tabnerky Per. No 20200198

Tlazatunnb Gapmanpaiic 140 mg punMupadu tabneriu Per. Ne 20200199

9, JIATA HA ITBPBO PA3PEINIABAHE/TIOAHOBABAHE HA PA3SPEIIEHUETO 3A
YIIOTPEDBA

Ilata Ha MLpBO paspeluasaHe: 20 OKTOMBPH 2020 r.

IlaTa Ha nOCnEAHO NOAHOBABAHE!

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA
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