INPHUJIOKEHHE 1

KPATKA XAPAKTEPUCTHUKA HA ITIPOJAYKTA



1. HWME HA JIEKAPCTBEHUSA ITPOAYKT

Teysuno 15 mg/4,35 mg/11,8 mg TBEpAN Kancyau

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika TBBpaa kamncyna ceappika 15 mg reradyp (tegafur), 4,35 mg rumeparun (gimeracil) u 11,8 mg
oteparnni (oteracil) (kaTo MOHOKaITHIA).

[ToMomIHO BemecTBO ¢ U3BECTHO JCHCTBHUE
Bcsika TBBpaa kancyna ceabpka 70,2 mg nakTo3a MOHOXHUAPAT.
3a IBIIHAS CIIMCHK HA ITOMOIIHUATE BEIIECTBA BIKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

TBBpaa karcyna (karcymna)
Kamncynara e ¢ Herrpo3padHo OsITO TSUTO M HETIpo3padHa kKadsBa Kamadka ¢ oTnedarano ,,1C448“ B cus
IBST.

4. KJIMHUYHU JAHHHA
4.1 TepaneBTHYHHU NOKA3AHUS

Teysuno e 1nokasaH npu Bb3pacTHU:

- 3aJIeYeHHE Ha paK Ha CTOMaxa B HallpeHaJl CTaJui, KOraTo ce Mpujiara B ChbueTaHue ¢
OHCIDIATHH (BXK. Touka 5.1).

- Karo MmoHOTEepamnus min B KOMOWHAIHS ¢ OKCATUIUIATHH WM HPUHOTEKaH, ChC MK 03
OeBanu3yMa0, 3a JieueHHe Ha MAllMEeHTH C METAaCTaTHUYCH KOJIOPEKTAJICH PakK, 32 KOUTO €
HEBBH3MOXKHO MPOJIbIKABAHE HA JIEYSHUETO C APYT QIIyOPOITUPUMUINH, TOPAJA CHHIPOM
PBKa-KpaK WM ChPIEYHO-CHI0Ba TOKCHYHOCT, KOSITO CE MPOSABSBA B AAIOBAHTHA WIIH
MeTacTaTU4Ha cpeqa

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Teysuno TpssOBa 1a ce Ha3HAYaBa caMO OT KBATH(HUITUPAH JIEKap C OMUT B JICUCHUETO HAa PAaKOBOOOITHHI
MalUEeHTU C AHTUHCOIINIACTUYHHU JICKAPCTBCHU ITPOAYKTH.

Ha nanuenTtute TpsiOBa Ja ce OCUTYPSIT PELENTH 3a aMOyJIaTOPHO JICYCHUE C AHTUEMETHYHU U
AHTHIUAPUHHY JIEKAPCTBEHU TPOIYKTH.

Tenecnara IMMOBBPXHOCT HA MalfUCHTAa TpH6Ba Ja C€ N34YUCJIIM OTHOBO U J03aTa Ha Teysuno CBbOTBCTHO Ja C€
KOopurupa, ako TCrjIOTO Ha MallMCHTA C€ € YBCIIMYUIIO WJIM HAMAJINUJIO C >10% CIIpsIMO TOBA, KOCTO €
H3MO0JI3BAHO IIPH NPCAIICCTBAIIOTO U3UHUCICHHUC Ha TCICCHATA IOBBPXHOCT, a MIPOMAHATA OYCBUIHO HC CC
AOBJIKW Ha 3aIbpPKaHEC HAa TCUHOCTH.
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Pak na cromaxa B HampeaHail CTa,[[I/Iﬁ, KOraro ce npuemMma B KOM6I/IHaLII/IH C OUCIIJIATUH.

CrannaprtHara npenopbuBaHa o3a Teysuno, Koraro ce mpujiara B CbUeTaHUE C [IUCIVIATHH, €

25 mg/m? (M3pa3eHo KaTo ChIbpKaHue Ha Teradyp) JABa HTH Ha JIEH, CYTPUH U BEYED, B
MPOABIDKCHUE Ha 21 THM TIOCIIeA0BAaTEIHO, TOCIeABaHM OT 7 AHU mouuBkKa (1 geyeOeH uukbi). Tozn
neueOeH NUKBII Ce TOBTaps Ha BCEKU 4 CEIMMUIIU.



CraHgapTHUTE M HAMAJICHUTE 71034 Ha Teysuno ¥ MUCIIaTHH, KAKTO U M3UUCICHHUATA B3 OCHOBA HA
tenecHaTa moBspXHOCT (body surface area, BSA) 3a mosure Teysuno, mpuiaoKeHH B ChUeTaHUE C
LUCIUIATHH, Ca IPEACTaBEHU CHOTBETHO B Tabuuna 1 u Tadnuna 2.

I[Ipenopbyanara J03a MUCIUIATHH NPH Ta3d CXeMa € 75 mg/m?, NpUIIOKeHa Ype3 HHTPABEHO3HA
nH(Yy3us €IUH BT Ha Bceku 4 ceqmuiu. [IpunoxkeHreTo Ha MUCIUIATHH TPsIiOBa Ja Oblie IPEKPaTCHO
cren 6 mukbia 6e3 cnupane Ha pueMa Ha Teysuno. AKO IUCIUIATHHBT €€ CIPe Npean 6 IUKbBIA, TO
CaMOCTOSITEITHOTO JieueHre ¢ Teysuno Moske Jia 0bJic Bh30OHOBEHO, KOTaTO C€ TOKPHAT KPUTSPUHTE 32
BB300HOBSIBAaHE Ha JICUCHUELTO.

[Tanmenture, ekyBanu ¢ Teysuno B chueTaHUE C IUCIUIATHH, TPIOBa /1a ObIAT CTPOTO HAOIIO1aBaHH
U TpsibBa YECTO J1a ce U3BBPIIBAT TaOOPATOPHHU H3CICIBAaHHS, BKIIOUBAIIN XEMaTOIOTHS,
yepHOIpoOHa 1 ObOpeyHa QyHKIUS 1 CepyMHU eNeKTPOoNuTH. JleueHneTo TpsOBa 1a 0b/e
IPEYCTaHOBEHO, aKO ce HaOJI01aBa MporpecupaHe Ha 3a00JIIBAaHETO WIM HEHOHOCHMA TOKCHYHOCT.

Hampasere cripaBka ¢ kpaTkara xapakrepuctuka (KXII) Ha IucIiaTiH 3a XUTIEpXHUIpaTAIHS IPEITH
JICYEHUETO.

JHozu nHa Teysuno npu pak Ha cmomaxa 8 HanpeoHal cmaouul

Ta6muna 1: CrapmaptHa 1032 ¥ MO3BOJICHA HAMAJICHU Ha J103aTa 3a Teysuno W/Wim 3a HUCTUIATHH MPH
pak Ha cToMaxa B HampegHall CTaaui

JlexapcrBen CranjapTna 103a Hamajenue na HamaJjienue Ha 103aTa
NPOAYKT (mg/m?) no3zara 1 (mg/m?) 2 (mg/m?)
Teysuno 252 20* — 152
W/Aaun
Hucriatun | 75 | — | 60 | — | 45
3 M3pa3eHo KaTo ChIbpIKaHUE Ha Teradyp.

M3uucnenus na dozama Ha Teysuno npu pak Ha cmomaxda 8 HanpeoHdal cmaoull

Tabmuria 2: M34nciieHns Ha CTaHAapTHA U HaMaJICHa J103a IIPH pak Ha CTOMaxa B HaIlpeIHa CTaauid
CIIOpe] TeJIeCHATa IIOBBPXHOCT (m?)

Jo3a Ha Teysuno Besika no3a B OO0ma nHeBHa Bpoii kancyJsu 3a Besika 103a
mg (BCSIKO a03a B mg? (2 no3u/nen)
npuiarade)’
Cranaapraa 103a*: 25 mg/m? 15 mg kancyaa® | 20 mg kancyJja®
(kadsiBa/0s1a) (0s1212)

BSA >2,30 m? 60 120 0 3
BSA =2,10-2,29 m? 55 110 1 2
BSA = 1,90 — 2,09 m? 50 100 2 1
BSA =1,70 — 1,89 m? 45 90 3 0
BSA = 1,50 — 1,69 m? 40 80 0 2
BSA = 1,30 — 1,49 m? 35 70 1 1
BSA < 1,29 m? 30 60 2 0
IIbpBO HAMAaJIeHHe Ha 1032%: Ha 20 mg/m>

BSA <2,13 m? 45 90 3 0
BSA = 1,88 2,12 m? 40 80 0 2
BSA =1,63 1,87 m? 35 70 1 1
BSA = 1,30 - 1,62 m? 30 60 2 0
BSA < 1,29 m? 20 40 0 1
Bropo namajienue Ha 103a*: Ha 15 mg/m?

BSA >2,17 m? 35 70 1 1
BSA = 1,67 —2,16 m? 30 60 2 0
BSA = 1,30 — 1,66 m? 20 40 0 1




BSA <1,29 m?

15

30 | ] 0

BSA na ce n3unciasgBa 10 2 3HaKa ciej JeceTuYHara 3areTas.
2 M3pa3zeHo Kato ChIbpiKaHue Ha Teradyp.

- MemacmamuyueHn Kol0peKmaier pak, Kamo MOHOmMepanus Uiy 8 KOM6MH(1MM}1 C oKcaauniamut uiu

UDUHOMEKAH, CbC U be3 besauusymad, 3a 1eyerue Ha NAUUeHmu, NPU KOUmo e He8b3MONCHO

NPoOBINHCABARE HA JeYeHUEmO C 0pY2 (DAVOPORUPUMUOUH, NOPAOU CUHOPOMA DbKA-KDAK UL CbPOEYHO-

Cb008A MOKCUYHOCH

[Ipennoxenara no3a, B mCRC, 3a monoTtepanus e 30 mg/m2 b.i.d. mau 1-14 ¢ may3a oT eqHa ceqMuIIa

(= 6eBanmzymab 7,5 mg/kg B nen 1). 3a koMOuHUpaHa Tepanus (C OKCATUIIATHH WM UPUHOTEKaH) ce

npenopbuBa npueM Ha 25 mg/m” b.i.d. xuu 1-14, nocaeaBaHO OT €AHOCEAMHUYHA T1Ay3a.

Lo3u na Teysuno npu memacmamuuen KOJ10pPeKmaieH pak

Ta6mmna 3a: CrannapTHa J103a ¥ pa3pelieHo MOHKEHHE Ha 103aTa P MOHOTepanus ¢ Teysuno Ha

MEeTacTaTH4eH KOJIOPEKTAJICH paK

JlekapcTBeH CrangapTHa Hamanenue Ha Hamanenue Ha
NMPOAYKT 03a mo3ara 1 mo3ara 2
(mg/m?) (mg/m?) (mg/m?)
Teysuno 30° — 252 20°?
 U3paseHo Kato ChabpKaHue Ha Teradyp

Tabmuna 36: CrangapTHa 103a U pa3pelIeHO MOHWKEHUE Ha 103aTa TP KOMOMHUpaHa Tepanus ¢

Teysuno Ha MeTacTaTHYEH KOJOPEKTAICH paK

JlekapcTBeH CranpapTHa Hamajenune Ha go3ara 1
NPOAYKT no3a (mg/m?) (mg/m>)
Teysuno 252 — 20%¢
W/ WIn
Oxcanumaatua®d 130 — 100¢
Upunorekan™? 150-225" — g

2 M3pa3eHo KaTo ChAbPKaHKUE Ha Teradyp.

° Chung KY, Saito K, Zergebel C, Hollywood E, Segal M, Saltz LB. Phase I study of two schedules of oral S-1
in combination with fixed doses of oxaliplatin and bevacizumab in patients with advanced solid tumors.
Oncology. 2011;81(2):65-72.
¢ Winther SB, Zubcevic K, Qvortrup C, et al. Experience with S-1 in older Caucasian patients with metastatic|
colorectal cancer (mCRC): Findings from an observational chart review. Acta Oncol. 2016;55(7):881-885.
d Osterlund P, Kinos S, Pfeiffer P, et al. Continuation of fluoropyrimidine treatment with S-1 after
cardiotoxicity on capecitabine- or 5-fluorouracil-based therapy in patients with solid tumours: a multi-centre
retrospective observational cohort study. Manuscript Submitted 2021.
¢ Winther SB, Liposits G, Skuladottir H, et al. Reduced-dose combination chemotherapy (S-1 plus oxaliplatin)
versus full-dose monotherapy (S-1) in older vulnerable patients with metastatic colorectal cancer (NORDIC9): a
randomised, open-label phase 2 trial. Lancet Gastroenterol Hepatol. 2019;4(5):376-388.

Twit kaTo ONTUMAJHATA 1032 UPUHOTEKAH HE € M3BECTHA M CE M3M0J3Ba B KOMOUHawwus ¢ Teysuno B
}jll/IaHaZZ%OH Mexay 150-225 mg/m?, Hall-NIOAXOAAIKMAT ONMT MBA OT J0O3MPAHETO Ha HpMHOTEKaH Ha 180-200
mg/m
¢ He Moske J1a ce HApaBU MPEMOpbKa M HAMAISBAHETO Ha JI03aTa ¢ 3aBHCH OT HaualHaTa /1033

Hzuucnenue na 0osza na Teysuno npu memacmamu4ieH KOJ0PEKMaieH paK

Ta6nuna 4: M3dncnenne Ha CTaHIApTHA U TIOHIKEHA 1034 CIIOPE] TeIeCHaTa IOBBPXHOCT (M?) mpn



MCTACTAaTUYCH KOJIOPCKTAJICH pPaK

Jo3a na Teysuno Besika no3a B OO0ma 1HeBHA Bpoii kancyau 3a Besika 103a (2
mg (BCSAKO a03a B mg* J103U/1eH)
npujiarate)®

Crannapraa 103a*: 30 mg/m? 15 mg kancyna® |20 mg kancyJa®
(vadsBa/osia) | (0s1512)
BSA >2,30 m? 70 140 2 2
BSA =2,10-2,29 m? 65 130 3 1
BSA =1,90 - 2,09 m? 60 120 0 3
BSA =1,70 - 1,89 m? 55 110 1 2
BSA =1,50 - 1,69 m? 50 100 2 1
BSA =1,30 - 1,49 m? 40 80 0 2
BSA <1.29 m? 35 70 1 1
IILpBO HaMasieHne Ha 103a%: Ha 25 mg/m?*
BSA >2,30 m? 60 120 0 3
BSA =2,10 - 2,29 m? 55 110 1 2
BSA =1,90 - 2,09 m? 50 100 2 1
BSA =1,70 - 1,89 m? 45 90 3 0
BSA =1,50 - 1,69 m? 40 80 0 2
BSA =130 - 1,49 m? 35 70 1 1
BSA <1,29 m? 30 60 2 0
Bropo HamajieHue Ha 103a*: na 20 mg/m?
BSA >2,13 m? 45 90 3 0
BSA =1,88-2,12 m? 40 80 0 2
BSA =1,63 - 1,87 m? 35 70 1 1
BSA =1,30 - 1,62 m? 30 60 2 0
BSA < 1,29 m? 20 40 0 1
BSA TpsiOBa na ce uzuncisgBa 0 2 3HaKa CIICA JCCETUYHATA 3aIleTasl.
2 MI3pa3zeHo KaTo ChIbpKaHue Ha Teradyp.
Kwakman JJM et al. Randomized Phase III trial of S-1 versus capecitabine in the first-line treatment of
metastatic colon cancer: SALTO study by the Dutch Colorectal Cancer group, Annals of Oncology 2017, 28;
6): 1288-93
?(# %5 mg/m? e cTanAapTHA 1032 B Clyvai Ha KOMOMHMPAHA TEPANHs ¢ OKCAIMILIATHH WM HPUHOTEKAH

Kopueupane 8 X004 HA leYeHuemo

Obwo

Tokcu4aHOCTTA, TBIDKAINA CE Ha MPUIIOKEHHETo Ha Teysuno, TpsOBa ga Obe IeKyBaHa ChC
CUMIITOMATHYHU CPEJICTBA U/WIIK MPEKbCBAHE HA JICUCHUETO WM HaMaJleHHe Ha no3ata. [laruenrure,
npuemaniu Teysuno, TpssOBa J1a ca MHGOPMHUPAHU 32 PUCKOBETE U Jla Ca MHCTPYKTHPAHH Ja Ce
CBBpIKAT He3a0aBHO C JIEKaps CH, aKO ce MPOSBU YMEPEHa WIIH TeXKa TOKCUIHOCT.

I[O3I/IT6, IIPOIIyCHATH Imopaau TOKCUYHOCT, HE C€ KOMIICHCHUPAT, 4 aKO MAIMUCHTHT ITOBBPHE CIIC
OprueMaHC Ha 403aTa, Ta3u 034 HE TpSI6Ba Ja C€ KOMIICHCHUpaA.

Crnen karo mo3ara Ha Teysuno e Owiia HaMajeHa BeIHBXK, T He TPSOBa Jla ce yBeIndaBa OTHOBO.
Kpumepuu 3a npomana na oosama na Teysuno

[IpomenuTe Ha j03aTa MOPaIU TOKCHYHOCT TPsIOBa Ja cTaBaT B ChOTBETCTBUE ¢ Tabmumwm 1, 3,5, 6 u 7.
B cirydaii Ha TOKCHIHOCT MOTAT Jia C€ HaIlpaBAT MaKCHMYM JIBE TTOCIICIOBATEIIHA HaMaJIeHUs Ha
J103aTa 3a BCEKH JIEKAPCTBEH MPOIYKT Taka, KAKTO € OMHUCaHo B Tabmura 1, mpu pak Ha cToMaxa B
HaIpeHall CTaaui, U B Tabauma 3, mpu METacTaTUYCH KOJIOPEKTaJICH pak. Besko oT HaManeHusTa Ha
Jo3aTa MOHMKaBa go3ata ¢ okoyo 20-25%.

B cnyuaii Ha pak Ha cTOMaxa B HampeIHall CTaAui BIDKTe Tabaua 2 3a moApoOHOCTH OTHOCHO Opost
5



KarcyJjimn Teysuno, KOHUTO TpH6Ba Ja Cc€ MprueMar 3a BCAKO JO30BO HUBO.

B ciyuaii Ha MeTacTaTHYEH KOJOPEKTAICH PaK BIDKTE TaOiuMIa 4 110 OTHOIIIEHUE Ha TIOJJPOOHOCTH,
CBBp3aHu ¢ Opos karcynu Teysuno, KOUTO Aa ce mpueMar MpH BCIKO J030BO HUBO. OTHOCHO
MUHUMAaJIHUTE KPUTEPUH 32 BH300HOBSIBaHE Ha JIEYEHHETO ¢ Teysuno BIKTe Tadnuma 8.

[Ipomenute B no3ute Ha Teysuno Mmpu TOKCHYHOCT, KOTATO Ce MpHIIara B ChueTaHHe C IUCIUIATHH,
MOTaT J1a C€ OCBIECTBIT I10 ABa HAaUMHA.

B x00a na 4-ceomuuen yuxkva Ha ieyenue

Teysuno TpsOBa 1a ce qaBa caMo OT JieH 1 10 21 Ha BCEKH IIUKBII, T.€. JICYCHHETO He TPsAOBa Ja ce
npujara ot JieH 22 1o 28 Ha uKbi. [IpornycHaTuTe NHU JIeUEHUE B €IMH ITUKBJI, KOraTo IPUEMbT Ha
JIEKapCTBEHUS MMPOAYKT € MIPEKPATEH MOPaad TOKCHIHOCT, HEe TpsIOBa Ja ObJaT KOMIICHCHPAHHU.

B xona Ha neuebeH MUKBJI KOPUTHPAHETO Ha [103aTa TPsiOBa Ja ce M3BBPIIBA 32 BCEKH OT/ICIICH
JIEKAPCTBEH MPOJYKT, 32 KOMUTO C€ CMATA, Y€ € IPUYNHHO CBBP3aH C TOKCUYHOCTTA, aKO TAaKOBa
pasrpaHUYeHUe € Bb3MOXKHO. AKO ce IpueMe, Ye U ABaTa JeKapCTBEHHU NMPOIyKTa MPUIUHIBAT
TOKCHUYHOCTTA WJIM € HEBB3MOXKHO J1a Ce HAIllPaBM pa3rpaHUUEHHe, TOraBa /103aTa U Ha JIBaTa MpoayKTa
TpsiOBa Ja ce HaMall B ChOTBETCTBHUE C TAOIUIIATA 32 MPETOPHYBAHOTO HAMAJICHUE Ha J03aTa.

Ilpu 3anousane na nocvzedeamu YUKIIU Ha Jlederue

Axo nMa 1mokasaHus 3a OTJaraHe Ha JICUCHHE C Teysuno HJIN OUCIIJIATHH, TOTaBa MPUJIOKCHUCTO Ha
ABaTa JICKAPCTBCHU NNPOAYKTA TpH6Ba Aa €€ OTJIOXH, JOKATO M3NCKBAHHUATA 3a TIOBTOPHO BKJIFOUBAHC
Ha JIBaTa JICKAPCTBCHU IMPOAYKTa 6BZIaT U3ITBJIHCHU, OCBCH aKO €AWH OT TE3U NPOAYKTHU HE € oun
CIIPpAH OKOHYATCIIHO.

Ilpomenu 6 dozama Ha Teysuno nopadu Hexcenranu peakyuu, ¢ UKIOYEHUe Ha XeMamoio2uyHa u
OBOpeyHa MOKCUYHOCTI.

Tabnuma 5: Tabnuia 3a HaMajJeHUe Ha Jjo3aTa Ha Teysuno rmopaju o0Ia TOKCUHIHOCT,
CBBp3aHa C JICYCHUETO, C M3KJITFOUCHUE Ha XEMaTOJIOTUYHA U ObOpEeYHa TOKCHYHOCT

Cremnenu Ha IIpomenu B n03ata Ha Teysuno B Kopurupane Ha no3ara na
TOKCUYHOCT? paMKHTe HA JedyedeH MUKBJ OT 21 qHHu Teysuno 3a ciaeaBamo
npwiarane/cjaeaBamnl HMKbJ
Crenen 1
Bceska npossa Jlewenuero ce 3amassa IpH CbUIOTO Hsma
JI030BO HHBO
Crenen 2"¢
Bcsika mposiBa | [IpexneBa ce neuenuero no crenex 0 wnm 1 | Hsama
CreneH 3 njin no-Bucoka‘
[IspBa mposiBa [IpexnbceBa ce nedennero o crernex 0 nmn 1 Hamansga ce ¢ 1 no3oBo
HHUBO CIIPSIMO MPEIXOAHOTO
Bropa nposiBa IIpexsceBa ce nedennero no crenex 0 umm 1 Hamansisa ce ¢ 1 103080
HUBO CIIPSIMO IPEIXOAHOTO
Tpera nposiBa CrinpaHe Ha JIeUEHUETO Crnupase Ha JIe4YeHHUETO




? Cnopen O6UIMTE TEPMUHOJIOTHYHU KpUTEpHH 3a Hexenanu peakimu (Common Terminology Criteria for
Adverse Events (CTCAE)) na IIporpamara 3a oneHka Ha Jieuenueto Ha paka (Cancer Therapy Evaluation
Program), Hanmonanen unctutyT no paka Ha CALL (US National Cancer Institute), Bepcus 3.0.

®3a crenen 2 rajieHe /WK NOBPHIIAHE AHTHEMETHYHOTO JIEUEHHE TPAOBA 1a O'bIe ONTHMH3HPAHO HPEU
crupase Ha Teysuno.

¢Ilo nu4Ha NMpeneHKa Ha JICKyBaIls JIeKap MalueHTHT MOXe J1a TIPOIBIDKH C JISYSHHETO Oe3 HaMaJIeHHe
WK TIPEYCTaHOBSBAHE MOPaIN HEXKEJaHH PEaKkUH (HE3aBUCUMO OT CTEIICHTA), 32 KOMTO CE CUUTa, Ye €
MaJIKO BEPOSATHO Ja CTAHAT CEPUO3HH MJIH )KUBOTO3ACTPAIIABALIN (HAPUMED aJIOIEIHs, IPOMEHH B
moJioBata PyHKINS U CyXa KOXa).

Ilpomenu 6 0ozama npu 6vOpeuna MmoKCu4HOCm

[Ipenu HauanoTo Ha JIeYEeHUETO B JeH | 3a BCEKH IUKBI TPsIOBa J1a ce orpeessi KpeaTHHUHOBUS

kiupbHC (CrCl).

Ta6n1/1ua 6: HpOMHHa B 103aTa Ha Teysuno " NUCILUIATHH B CbOTBETCTBUEC CHC CTOMHOCTHUTE Ha

Kp€aTUHUHOBUA KIIMPBHC B HAYaJIOTO HAa HHUKBJI HA JICUCHUC

KpeaTtnunnnos IIpomsina B 1o3aTa Ha Teysuno B I[IpomsiHa B 103aTa HA HUCILVIATHH B
KJIMPBHC HAYAJ0TO HA HUKBJA HA JIedYeHHe HAYAJ0TO HA HHKBJA HA JIeYeHHe
>50 ml/min be3 npomsHa B mo3aTa be3 npomsHa B qo3aTa
ot 30 o Hauano na nedyenuero ¢ 1 HUBO Hauarno na neuenuero ¢ 50%
49 ml/min HaMaJleHHe Ha J03aTa

HaMaJICHUE Ha J03aTa CIIpsAMO
NpeaAXOaHUS UKD

<30 ml/min®

IIpexpatsiBaHe Ha JIEYEHUETO 10
JIOCTUTAHE Ha KPUTEPHU 3a
BB300HOBsIBaHETO MY (>30 ml/min),
cJIeq KOETO JISYeHHEeTO 3armoyBa ¢ 1
HHBO HaMaJICHHUE Ha Jj03aTa

IIpexpaTsiBaHE Ha JIEUYEHUETO C
LUCIIATHH IO AOCTUTAaHE Ha KPUTEPHUS
3a Bp300HOBsIBaHETO MY (>30 ml/min),
clies1 KoeTo JieueHneTo 3anoysa ¢ 50%

HaMaJICHUE Ha J103aTa CIpsIMO

MPEIXOTHUS [TUKBI

nonyviayuu/660peyno yepeocoane.

2 Jleuenne Ha nmarpeHTH cb¢ CrCl<30 ml/min He ce mpernopbuBa, OCBEH aKO MMOJI3UTE OT JICUCHHETO C
Teysuno 3HaYUTETHO HAJABUIIABAT PUCKOBETE. 3 yIIbTBaHE,BUKTE [IpoMenu 6 do3ama npu cneyuaiu

HpomeHu 6 0ozama npu xemanoJaocuina moKcuiHocm

Ta6n1/1ua 7. XeMaToJIoruyHa TOKCUYHOCT, IIPHU KOATO JICUCHUCTO C Teysuno Tpﬂ6Ba BPEMCHHO Oa CC

IIPEeyCTaHOBU
Enununu | Heyrpodpuam | TpomGouuTn | Xemorinooun | Ilpomsina B no3ara Ha Teysuno
[IpexpatrsiBaHe Ha JE€YEHUETO A0
Iu <0,5 x 101 <25x 10°1 4,0 mmol/l JIOCTUTaHEe Ha KpUTEepUs 3a

BB300HOBSIBAHETO MY (BK.
tabymia 8§), ciaea KoeTo
JICUCHHUETO ce Bh30OHOBsBA C |
HUBO HaMaJICHUE Ha J103aTa.

Kpumepuu 3a ev300H06a6aHe Ha neuenuemo ¢ Teysuno

Tabnuna 8: MUHIMATHU KPUTEPHH 32 BH300HOBSIBAHE HA JICYCHUETO ¢ Teysuno ciea CiupaHeTo My

mopaa TOKCUYHOCT




HexemaTosnornuna XeMaToJIOTHYHA
Wsxomna unu ot crenex 1 Bpoii Ha Tpombonuti >100 x 10%/1
W3uncneH KpeaTHHUHOB KIUPBHHC Heytpodumu > 1,5 x 10%/1
>30 ml/min® Xemormo6un > 6,2 mmol/l

CrCl tpsi6Ba 1a Ob/ie M3UMCIICH B HAYAIOTO HAa BCEKH LIUKBJI IIPENIU 3aI04BaHe HA JICYEHHETO C
Teysuno Ha neH 1.

3 Jleuenne Ha marment ¢b¢ CrC <30 ml/min He ce mpenopbyBa, OCBEH aKo MOJI3UTE OT JIEYUEHHUETO C
Teysuno 3HAYMTEITHO HA/IBHUIIIABAT PUCKOBETE. 3a YIIbTBAHE, BIXKTE_ [IpoMenu 6 003ama 3a cheyuantu
nonynayuu/6vopeuno yspescoane.

Ilpomenu 6 dozama 3a cneyuantiu nonyaayuu

bvopeuno yspescoane
e Jleko 6b0peuno yBpexaane (CrCl ot 51 mo 80 ml/min)

He ce npenopbuBa Kopurupane Ha CTaHJapTHATA 1032 IPH MAIMEHTH C JIEKO ObOpedHO
yBpexkaaHe (BxK. Touka 5.2).

e Ymepeno 060peuno yBpexaane (CrCl ot 30 mo 50 ml/min)

IIpenopbyanara cTaHAapTHA 1034 IIPH TIALMEHTH ¢ yMEPEHO 6b0peuHo yBpexkaane ¢ 20 mg/m?
JIBa ITBTH THEBHO (M3pa3eHO KaTo ChIabpkaHue Ha Teradyp) (Bx. Touku 4.8 u 5.2).

e Texko 0b0peuno yepexaane (CrCl mo-auchk ot 30 ml/min)

[punoxenuero Ha Teysuno He ce MpenopbYBa, OPAIH Bh3MOXKHA MO-BUCOKA YECTOTA HA
HE)KeJIaHW PEaKLMU Ha KpbBHATA M JIUM(HATAa CHCTEMH, OCBEH aKO MOJI3UTE HECHMHEHO
HAIXBBPIAT PUCKOBETE (BK. TOUkU 4.4 u 4.8), BbIPEKH Ye OM MOTIIO 72 CE OUaKBa
MPUOJU3UTEITHO CXOIHA THEBHA eKCITo3unus Ha 5-FU, mpy marueHTH ¢ TeXKO ObOpedaHo
yBpeXIane, Ha 103a oT 20 mg/m? BeHbK IHEBHO, B cpaBHeHue ¢ 30 mg/m? 1Ba IbTH JHEBHO,
NpU MalUEeHTH ¢ HopMaiHa ObOpeuHa QyHKOus (BXK. Touka 5.2).

HsMa HanmmyHM JaHHY IO OTHOIIICHUE HA MPpUJIaraHeTo Ha Teysuno mpu NaleHTy B KpacH
cranuii Ha ObOpedHo 3a00IsBaHe, M3UCKBAI quanu3a (Bxk. Touka 4.3).

Cmapuecka év3pacm

W npu aBete mokazaHus HE Ce MPENOPbYBA KOPUTHPAHE HA CTAHJAPTHATA JI03a MPU MAIUCHTH Ha
BB3pacT >70 roguHu (BXK. Touka 4.8).

[Ipu mo-ys3BMMU NAIIMEHTH B CTapUeCcKa Bh3pacT, B ClIyyail HA METaCTaTUYCH KOJIOPEKTAJICH PaK U
KOTaTO MPOIBIKABAHETO HA JICUCHUETO C IPYT GIIyOPONMPHUMUIIMH ¢ HEBH3MOKHO MOPaIH
CHHIPOM pPBKa-KpaK WM ChPAEYHO-ChI0BA TOKCHYHOCT, TIPEHOphUNTeIHAaTa A03a e 20 mg/m?
(u3pa3eHa KaTo ChIbpKaHUe Ha Teradyp) ABa MBTH THEBHO, CyTPHUH U Bedep, B IPOIBbIDKEHUE HA
14 nocnemoBaTeTHu THY, MOCICABAHO OT 7 JHH MOYUBKA, B KOMOWHAIIMS C TIOHWKEHA 7032
okcamumaTaH (100 mg/m? B 1eH | mpu 3-ceIMUUEH IUKB).

Yepnoopobuo yepesicoare

He ce npenoppuBa Kkopurupase Ha cTaHAApTHATA 1032, U IPH JBETE MOKA3aHUs, MPH NAUEHTH C
4epHOJIPOOHO yBpexkIaHe (BXK. TOUKa 5.2).



Paca

He ce npenopbuBa KopurupaHe Ha CTaHIApTHATA J103a U MPU JIBETE MOKa3aHUs, IPU
MalKeHTH OT a3UaTCKa eTHUYECKa MPUHAIICKHOCT (BXK. Touka 5.2).

Heouampuyuna nonyiayus

BezonacHocTTa 1 eukacHocTTa Ha Teysuno mpu jela | FHOIIM 1o 18-roauIiiHa Bb3pacT He €
ycranoBeHa. JluncBar gannu. [1o Ta3u npuunna Teysuno He TpsOBa a ce mpuiiara rmpu Jeia uin
OHOLIM NoJ 18-roauiiHa Bb3pacT.

HauunH Ha mpuiaoXeHne

Karncynute TpsiOBa f1a ce mpueMar ¢ Boja rpe3 ycrara rmone 1 yac npenu wim 1 yac cien XxpaHeHe (BK.
TOYKa 5.2).

4.3 IIporuBomoka3zaHus

) CBpPBXYYBCTBUTEIIHOCT KbM HSKOE OT aKTHMBHHUTE BellleCTBa (Teradyp, THMEpaiiia 1 OTepaIil)
WA KbM HSIKOE OT IIOMOIIHHTE BeliecTBa (M30poeHu B Touka 6.1)

o AHamHe3a 3a TeKKH ¥ HEOYaKBaHH PEAKIIHH MPH JieueHue ¢ (IyopOrTHpUMHTHHH

) W3BecTeH mbiieH AehUIUT HA TUXUAPONUPUMUINH nexuaporeHasa (dihydropyrimidine
dehydrogenase, DPD) (Bx. Touka 4.4)

. BpemeHHOCT U KbpMEHE

. TexKO MOTUCKAHE Ha KOCTHHS MO3bK (TEXKa JICBKOIICHHS, HEYTPOIICHUS WU
TPOMOOIIUTOIICHUS; BXK. TOUKa 4.2, Tabnuia 7)

. Kpaen craguii Ha 060pedHo 3a001s1BaHe, N3UCKBALI AUAIN3A.
J EnnoBpeMeHHO NpWIIOKeHHE Ha APYTH (HIyOpOUPUMHUINHHM ¢ Teysuno
. CKOpOIITHO WK CHITHTCTBAIIO JIeueHHe ¢ OpuByIuH (BXK. Touka 4.4 1 4.5 3a B3aUMOJICHCTBHS OT

THUIIA ,,JIEKAPCTBO-JICKAPCTBO ).

. 3a IpOTHBOINOKAa3aHUs 3a LIUCIUIATHH, OKCAIMIUIATHH, UPUHOTEKaH 1 OeBalu3yMald HalpaBeTe
CIIpaBKa B ChOTBETHUTE KPAaTKU XapakTeprucTHKH Ha mpoaykrute (KXII).

4.4 CroenunajHu npexynpexIeHns W MPeANa3HH MepPKH NPH ynoTpeda
OrpannyaBalaTa Jo3aTa TOKCHYHOCT BKJIIOYBA AMApUs U Aexuaparanus. IloBedero HexxenaHu
peaxuuu ca 00paTUMHU M MOTaT Jia Ce OBJIAIEAT ChC CUMIITOMATUYHO JEUEHUE, IPEKbCBAHE Ha Jj03aTa

N HAMAJICHUA Ha ChbllaTa.

IloTuckaHne Ha KOCTHHS MO3bBK

IIpu narmenTy, nexyBanu ¢ Teysuno B KoMOMHANNSA ¢ IUCIUIATHH, CE€ CHOOIIaBa 3a CBEP3aHO C
JICYEHHUETO MOTUCKAHE Ha KOCTHUSA MO3BK, BKIIIOUBAIIIO HEYTPOIICHHUS, IEBKOIICHHUS,
TPOMOOITUTOIICHUS, aHEMUS U TTaHIUTONeHNs. [lanineHTrnTe ¢ HUCHK OpOoil Ha OeNMuTe KPHBHU KIICTKH
TpsiOBa 7a ObIAT BHUMATEIHO MOHUTOPHPAHH 3a MH(EKIIMS 1 33 PUCK OT JPYTU YCIOKHEHHS Ha
HEYTPOIICHUSATA U JICKYBaHU CIIOPE]l MEIUIIUMHCKUTE MMOKa3aHus (T.€. C aHTHOMOTHIIN, TPAHYJIOIUT-
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KoJoHHOocTUMyIupan] (akrop (granulocyte-colony stimulating factor, G-CSF)). [Ipu mauuenTure ¢
HHUCBHK OO TPOMOOITUTH CHITIECTBYBA TIOBHIIICH PHCK OT KbPBEHE U TPsiOBa /1a Ob1aT BHUMATEITHO
MoHUTOpHpaHu. [lozata TpsaOBa Ja ce MPOMEHH CIOpe] IPEMOPBKUTE B Touka 4.2.

PeakTuBanmsg Ha xenatut B

IIpunoxenuero Ha Teysuno npu HOCUTENU Ha BUpyca Ha xenatut B, HBc anTuren HeraTuBHU Win
HBc anturen nosutusuu nanueHTu uid HBs anturen HerarusHu uinu HBS anTuren nmo3sutusau
MalMEHTH MOXKE Ja IOBEJIE 10 PEaKTUBAllMs Ha XenaTuT B.

[Ipenu 3anouBaHe Ha JieyeHUETO ¢ Teysuno narueHTUuTe TpPsiOBa Aa ObIAT M3CICABAHM 32 HHPEKIIUS C
xemaTuT B. HpeIII/I 3aIm04YBaHC Ha JICYCHUECTO MALIUCHTUTE C IMTO3UTHBHA CEPOJIOTHA 3a XCIIAaTUT B
(BKITIOUMTEITHO TE3M C aKTUBHO 3a00JIsIBaHe) U Te3H, TIpu kouto HBV Tecra ce e mo3utuBupan mo
BpeMe Ha JICUCHHETO TPsOBa ja ObAaT KOHCYITHPAHH OT CHEIHAIUCTH M0 YePHOAPOOHH 3200IIIBaHUS
Y CHCIHAINCTHU B JiedeHneTo Ha xenaTut B. Hocurenu na HBV, npu kouTo ce Hanara jiedeHue ¢
Teysuno, Tps6Ba na Ob1aT HAOOJaBaHW BHUMATEITHO TI0 BpEMe Ha JICYEHHETO 3a TIPU3HAIN U
cuMIITOMH Ha akTHBHA HBV mH(DeKIus, kaTo mpyu TAX ce MpenophyuBa MpociieIBaHe Ha
4epHOIPOOHHTE (DYHKIIMOHAIHHU TIOKA3aTeN UK BUPYCHUA MapKepH.

EI/IapI/IH

[Maruenture ¢ quapus TpsOBa 1a ObJAT BHUMATEIIHO MOHUTOPHPAHU U B ClTydail Ha JeXupaTalvs 1a
ObJle Bb3CTaHOBEHA 3ary0aTa Ha TEYHOCTHU U eNeKTpoiuTh. TpsOBa na ce mpuiara npopuiIiakTHIHO
JIeYeHHUE 3a IUapus, KakTo € mokazaHo. CTaHAapTHOTO aHTHINAPUIHO JieueHne (KaTo HalpuMep
JIOTIEpaMHM/T) ¥ MHTPABEHO3HO MPUJIaraHe Ha TSYHOCTH/EJICKTPOJIMTH TPsIOBa J1a 3alI0YHE PaHO HpHU
pa3Butue Ha auapus. [Ipu HacThIIBaHE HA IUAPHS OT CTEIICH 2 WU MO-BUCOKA TPIOBa J1a ce
IpennpreMe BpeMEeHHO CITUpaHe/KOpUTHpaHe Ha J03aTa, aK0 CUMITOMUTE ITEPCUCTUPAT BHIIPEKH
aJIEKBATHOTO JICUYEHHUE.

QCXI/IQ paTanus

JlexuaparanusTa ¥ BCHYKH CHITBTCTBAIIN €ICKTPOIUTHH HapyIIeHHs TpsiOBa 1a ObaaT
MPEOTBPATEHU WM KOPUTUPAHH B HAadanoTo. [larmeHTnTe ¢ aHOpeKCHs, aCTeHNs, TaJIcHe,
MOBPBINaHe, AUAPHS, CTOMATUT U CTOMAIIIHO-YPEBHA OOCTPYKITUS TpsIOBa 1a C€ MOHUTOPHUPAT
BHHMATEJTHO 3a MPHU3HAIM Ha Jexunpartanus. Jexunparanusara TpsOBa 1a ce OBJIasBa arpeCUBHO C
pexuapaTtupaHe ¥ IPYTH MOAXOMAIIN MEpKU. AKO HACTBIN JA€XUAPATAUA BTOPA CTEIEH (M I10-
BHCOKa), JICYCHHETO TpsiOBa a Ob/ie CIpsAHO He3a0aBHO U Ja ce KOpUTHpaA JeXHUIpaTalusiTa.
JleyenueTo He TpsIOBa Ja ce Bb30OHOBSBA, TOKATO JEXUAPATAIMATA U MOUICKAIIUTE IPHYNHH 32 Hesl
He ObJaT KOPUTUPAHU HIIH aJISKBAaTHO KOHTpompaHu. [Ipu HeoOXoauMocT TpsOBa 1a ce HanpassT
IIPOMEHH B J103aTa IIPH HACTHIIBAHE HA HEXKeJIaHaTa peakiys (BXK. Touka 4.2).

Bbr0OpeuyHa TOKCHYHOCT

Jleuenuneto ¢ Teysuno B KOMOMHAIHSI C [IUCIUIATHH MOXeE J[a € CBhP3aHO C BPEMEHHO HaMaJleHHE Ha
CKOpOCTTa Ha TIIoMepyIiHa (GriTpanus, MPUIHHEHO TIaBHO OT MpepeHaTHH (akTopH (KaTo HAIpUMeEp
JeXuapaTaIys, eIeKTpoIuTeH aucbananc u 1.H.). [Ipu manuenTy, moixy4yasanu Teysuno B
KOMOWHALUS C HUCIIATHH ca ChOOIIEHH HEXKENaH! PEaKLUHU OT CTeNeH 3 U M0-BUCOKa, KaTo
HaTMpUMep MOBUIICH KPEATUHHH B KPHBTA, HAMAJICH KPEAaTHHUHOB KIUPBHC, TOKCHYHA HeponaTus u
octpa OBOpeyHa HelocTaTHYHOCT (BXK. Touka 4.8). 3a 1a ce OTKpUAT paHHU MPOMEHH B ObOpeyHaTa
($yHKUUS B X0/a Ha JICYCHUETO, TPsIOBa 1a ce MOHUTOPUPAT BHUMATEIHO MOKa3aTeInTe 3a Ob0peyHaTa
¢byskuus (kato HanpuMep cepymeH kpeatunut, CrCl). Axo ce HabIr01aBa BIIOMIABAHE HA CKOPOCTTA
Ha TJIOMepyTHaTa QuITparys, 1o3ara Ha Teysuno u/uity IUCIUTATHH TPsIOBa 1a 0b1e KOpUTHpaHa
criopen Tabnuia 6 1 Ja ce mpeArnprueMar ChOTBETHUTE MOIIBPKAIINA MEPKH (BK. Touka 4.2).

I[CXI/I)IpaTaI_II/IHTa " InapudaTa Morat Aa 3aCUJidAT puckKa OT 6L6peqHa TOKCUYHOCT IIpU NUCIJIATUH.
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Tps6Ba na ce mpuioxu xunepxuapatauus (popcupana auypesa) cprinacHo KXII Ha nucnnarus, 3a aa
ce HaMaJli PUCKBT OT ObOpEYHA TOKCUYHOCT, CBBP3aH C JICYCHUETO C LUCIUIATHH.

I'umepanun yBennuaBa excrio3uuara Ha S-¢gayopoypauui (5-FU) upes3 naxubupane va DPD,
TJIABHUAT €H3UM 32 MeTabonmsupane Ha 5-FU. ['mMmepanui ce ogncTBa OCHOBHO Tpe3 On0penute (BxK.
TOYKa 5.2); 3aTOBA NPH MAIUCHTH ¢ OBOpEYHa HEJIOCTATHYHOCT, OBOPEUHHST KIMPHHC Ha TUMEPAIIHIT
€ HaMaJICH U 10 TO3U HAUWH c€ yBeJinuaBa excrno3uuuara Ha 5-FU. Moxe Ja ce ouakBa TOKCUYHOCTTA,
CBBp3aHa C JICUCHHUETO, /1a CE 3aCHJIU C yBeInyaBaHe Ha ekcro3unuara Ha 5-FU (Bxk. Touka 5.2).

Texko ObOPEUHO YBPEKIAHE

Jleuenue ¢ Teysuno He ce mpenopbyuBa MpU MAIMEHTH C TEXKO ObOPEUHO YBPEKAaHE, TIOPATU
BB3MOKHA MT0-BUCOKA YECTOTA Ha HEXKEJIAaHHW PEaKIMH Ha KpbBHATA U TUMQHATA CHCTEMH U
BB3MOKHOCTTA OT HEOUaKBaHO MTO-BUCOKa ekcro3uiinus Ha 5-FU, B pe3ynrar Ha kKojeOaHusTa B
O0bOpeuHata (yHKIUS PU T€3H MAIMEHTH, OCBEH aKO MOJI3UTE HEChbMHEHO HaJXBBPJISAT PUCKOBETE
(Bx. Touku 4.2, 4.8 u 5.2).

OuHa TOKCHYHOCT

Haii-yecture 0uHHM HapymeHusa, CBbp3aHU C JICUCHUETO, IPU MALIUCHTH OT IPOYYBaHH B
EBpona/CAILl, nekyBanu ¢ Teysuno B KOMOMHAIUS C IUCIUIATHH, Ca HAPYIICHUS HA CITb3HUTE JKIIE3U
(8,8%), BKITFOUBAIIN 3aCHIICHO CHJI3€HE, CyX0 OKO M IPUA0ONTA JaKpHOCTeHO3a (BXK. Touka 4.8).

[ToBeyeTo 0UHM peakuuy ILIe OT3BYYAT HIIH LIE C€ MOJ00PAT ChC CIMpaHe Ha JICKAPCTBEHUS IPOAYKT U
MIPAaBUIIHO JeUeHHE (ITOCTaBsIHEe Ha N3KYCTBEHH CBJI3H, OYHM KalKH ¢ aHTUOMOTUK, UIMIUIAHTHPaHE Ha
CTBKJICHU WJIY CWINKOHOBY TPBOU B CI'B3HUTE OTBOPH MJIM KaHAIM W/WIIH [10JI3BaHE HA O4YKJIa BMECTO
KOHTaKTHH Jieny). TpsiOBa J1a ce TOo0oKaT YCHIIHS, 32 J1a C€ OCUTYpH PAaHHO OTKpUBAHE Ha OYHU
peaKyu, BKIFOYUTEIHO PaHEH Mperiiesl Ipy oTaaIMOoIoT B clydaid Ha MEepCUCTUPALN I
HaMaJIsiBally 3p€HUETO OYHHU CUMIITOMH, KaTO HallPUMEp ChJI3EHE WM KOPHEATHU CUMIITOMH.

Hampasere cpaBka B KXI1 Ha nucriaTiH 3a OYHATE HAPYIIECHUS, HAOIIOJaBaHU TIPH JICICHUETO C
LMCIUIaTHH.

XunepaMoHEeMHUsI

[Ipu Teysuno e HaOMonaBaHa XunepaMoHeMus. [1py marMeHTH, KOUTO Pa3BUBAT HEOOSICHUMU
HEBPOJIOTMYHU CUMIITOMH (KaTO aTaKCHs, JETapTUs WIKA IPOMEHH B ICUXUYHOTO ChCTOSHUE), HUBATa HA
aMOHSIK TpsiOBa J1a ObJAT U3MEPEHHU U TPSOBA Ja Ce 3aMouHe MOIXOAAII0 KIMHIUYHO JICUeHHE. AKO
HEBPOJIOTHYHHUTE CHMIITOMH Ha XUIIEPAMOHEMHUS CE BJIOIIAT JI0 XUIIEPAMOHEMHUYHA eHIe(anonaTus,
TpsiOBa Aa ce oOMucu ciimpaHe Ha Teysuno.

AHTHKOAryJIaHTH, POU3BOJIHN HA KyMapHuHa

[Ipu naumenTy, moayyaBaiy NepopaHi aHTHKOAryJIaHTH, IPOU3BOIHE Ha KyMapuHa,
AHTHKOAryJaHTHUAT OTIOBOP TPsiOBa Jia ce mpocieasBa BHUMaTeTHO (MexXIyHapoaHO
HOpManm3upaHo choTHomreHne (International Normalized Ratio, INR) 3a mpoTpoMOHHOBO BpeMe MitH
npoTpoMOHHOBO BpeMe (prothrombin time, PT)) u mo3aTa Ha aHTHKOAryJiaHTa CbOTBETHO J1a ce
Kopurupa (Bx. Touka 4.5). Yrorpedara Ha aHTUKOATyJIaHT, IPOU3BOJICH Ha KyMapHHa, B KIMHUYHUTE
IpoydBaHus € Omna cBbp3ana ¢ nosumenne Ha INR n cromanHo-4peBHO KbpBEHE, TCHACHIIHS 3a
KbPBEHE, XeMaTypHs U aHEMHUsI [IPY TTALMeHTH, MToTy4YaBaliy jJedenue ¢ Teysuno.

bpuByaun

11



BpuBynun He TpsOBa ga ce mpuiara cebTcTBanIo ¢ Teysuno. ChoOIIeHH ca CITydau ¢ JeTaaeH U3X0.
CJIeT JICKapCTBEHO B3aUMOACHCTBHE ¢ KanenuTabuH. TpsOBa ma mMa Hail-Manko 4-ceIMUYIeH PO
Ha U34YaKBaHE MEXTy Kpas Ha JICYCHUETO ¢ OPUBYIMH M HAYaJIOTO Ha jiedyeHue ¢ Teysuno. Jleuenue ¢
OpWBYIWH MOXeE J1a ce 3armovHe 24 Jaca cieq nocieanara no3a Teysuno (Bx. Touka 4.3 u 4.5). [pu
CIly4aifHO TIPHIIIO’KEHUE Ha OpWBYAWH PY MAIlMEHTH, KOUTO ce JIeKyBaT ¢ Teysuno, TpsioBa 1a ce
B3eMaT ePEeKTUBHU MEPKHU 3a HaMaJlsiBaHe TOKCHUYHOCTTa Ha Teysuno. [IpenopruBa ce He3abaBHA
xocnuTanu3anus. TpsOBa 1a ce npeanprueMaT BCHUYKYA MEPKH 32 MPEIOTBPATIBAHE HA CUCTEMHU
MH(DEKINU U IeXUIpaTaIusl.

Nunykropu ua DPD

Ako enHOoBpeMeHHO ¢ Teysuno ce Hanoxu fa ce nmpuiara uHaykTop Ha DPD, excnosunusra Ha 5-FU
MOJKE J1a He JOCTUI'HE e(hMKACHOTO HUBO. b KaTo 00aue MOHACTOALIEM HE ca U3BECTHU MHIYKTOPH
Ha DPD, B3aumozeiictBuero Ha HHAYyKTOp Ha DPD 1 Teysuno He Moxke fa 0b/1e OLIEHEHO.

Jepuout Ha AUXUAPONMPUMUANH Aexuaporenasa (DPD):

AxtuBHOCTTa Ha DPD € ckopocToonpexnensima 3a karabonu3ma Ha 5-FU. (Bxk. Touka 5.2). 3aToBa
nanuentute ¢ DPD HemocTaThyHOCT ca M3JI0KEHH Ha MOBUILEH PUCK OT TOKCUYHOCT, CBbpP3aHa ¢
(hyoponmupuMUIUHY, BKIIOYUTEHO, HAIIPUMEDP, CTOMATHUT, JUAPHUS, Bh3MMATICHUE HA JINTABUIINTE,
HEYTPOIIEHHUS U HEBPOTOKCUYHOCT.

TOKCI/I'IHOCTTB., CBBbp3aHaTa C DPD HEOOCTAaTBb4YHOCT, OOMKHOBEHO Cce MMposBsABa IO BPEME Ha IIbPBUA
OUKBJI Ha JICYCHUEC UM CJIC ITIOBUIIIaBAHC Ha J03aTa.

Ivana DPD neoocmamuvynocm

[baausat gedpunur Ha DPD ce cpema psako (mpu 0,01-0,5% ot momynanmsara Ha 6s51arta paca).
ITanmmenTuTe ¢ MbaHa HegOCcTaTHYHOCT HAa DPD ca n310keHn Ha BUCOK PUCK OT JKMBOTO3acTpallaBalia
WJTU JIeTaJTHa TOKCHYHOCT M He TPsOBa 1a ce JieKyBaT ¢ Teysuno (Bk. Touka 4.3).

Yacmuuna DPD nedocmamuvynocm

Wzuucneno e, ue vactuuHata HegoctaThbuHocT Ha DPD 3acsara 3-9% ot nmomynanusita Ha Osiata paca.
ITarmmenTuTe ¢ yacTiyHa HegocTaThYHOCT HAa DPD ca u3ioxeHu Ha OBUIIIEH PUCK OT TEXKa U
MMOTEHIIMATHO KUBOTO3aCTpalllaBalia TOKCHYHOCT. TpsOBa fa ce uMa NMpeIBU] U3I0A3BaHETO Ha
HaMaJIcHA HayaJlHa 033, 3a Jia CE OrpaHuuM Ta3u TOKCU4HOCT. Jlepunursbt Ha DPD TpsiOBa na ce
pasrieka KaTo Imoka3ares, KOWTo TpssOBa Ja ce B3eMe MPEABUI BB BpBh3Ka C IPYTH PYTHUHHUA MEPKHU TIPH
HaMajsiBaHe Ha jo3ata. [IspBOHAYaTHOTO HAMASIBAHE HA J103aTa MOXKE J1a TIOBIMsAC HA e(h)UKACHOCTTA Ha
neuenueto. [Ipu aunca Ha cepruo3Ha TOKCUUHOCT CIIEABAIIUTE T03U MOXKE JIa CE MOBHILIAT IIPH
BHUMATEJIHO HAOJIIOECHHE.

Tecmeane 3a DPD nedocmamuvbunocm

HpenoquBa Cce (beHOTI/IHHO W/WIIH T€HOTUITHO TECTBaHE npeau 3arno4BaHe Ha JICUHCHUECTO C TCySlll’lO
BBIIPCKU HECUTYPHOCTTA IO OTHOIICHUEC Ha OIITUMAJIHUTE METOAOJIOTMHN Ha TCCTBAHE NTIPEAN
JICUCHHUCTO. Tp;{6Ba Ja €€ B3EMaAT NpEeABUA MPUITOKUMHUTE KIIMHUYHN PBKOBOACTBA.

Korato ToBa n3cnensane He € HallpaBeHO, HETOBOTO M3BBPIIBAHE CE MPENOPHYBA 32 NALUEHTH, IPH
KOHUTO ce OOMHUCIISI IPEMUHABAHETO KbM Teysuno oT apyr GJIyoponupUMUINH ITOPAJNA CHHAPOM
pBKa-KpaK WIN ChpAEYHO-CHI0BA TOKCHYHOCT, ¢ 11e onpeaernsiHe naau DPD genotunst w/mm
TCHOTUIIBT MOXKE /12 Ca U3UTPAH POJISL IPU PAa3BUTHETO HA TOKCUYHOCT KbM APYT
(IyOpOnMPUMHUIHH.

Tenomunna oxapaxmepusupane ha DPD nedocmamuvynocm
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[Ipu TecTBaHETO MpeaM JEUSHUETO 32 OTKPUBaHE Ha peaky MyTaruu Ha TeHa DPYD moxe na ce
YCTaHOBSAT manueHTH ¢ aedunut vHa DPD.

Yerupure Bapuanta Ha DPYD ¢.1905 + 1G> A [u3Becten cbuio kato DPYD * 2A], ¢.1679T> G
[DPYD * 13], ¢.2846A> T u ¢.1236G> A/HapB3 Morart ia ca npuurHa 3a IIbJIHA JIUIICA WIN
HaMmaJIeHHE Ha eH3UMHaTa akTUBHOCT Ha DPD. JIpyru peaky BapuaHTH ChIIIO MOTaT Ja ca CBbP3aHHU C
MTOBUINIEH PUCK OT TEXKA WJIH KUBOTO3aCTpaIllaBaiia TOKCHIHOCT.

M3BecTHO €, 4e HIKOW XOMO3UTOTHU U ChbCTaBHU XETEPO3UTOTHU MYTaIlUH B JIOKyca Ha TeHa DPYD
(Hamp. KOMOMHAIIMU OT YETUPUTE BapUaIlUH ¢ Hai-Majko eJuH anen Ha ¢.1905 + 1G> A wiun
¢.1679T> G) npenn3BUKBAT ITBJIHA WJIM MTOYTH ITBJIHA JIUTICA HA €H3UMHA akTUBHOCT Ha DPD.

[TanimenTuTe ¢ onpeseneHn XeTepo3uroTuu Bapuanuu Ha DPYD (BkmountenHo ¢.1905 + 1G> A,
c.1679T> G, ¢.2846A> T u c.1236G> A / HapB3 BapuanTi) MaT IOBHUIIICH PUCK OT IOsBA HA TEKKA
TOKCHUYHOCT TIPH JIeYeHHE C (TyOPOITUPUMHUITAHH.

UYecroTara Ha Hanuuue Ha Xxerepo3uroreH c.1905 + 1G> renorun B rera DPYD npu nanuentu ot
Osmata paca e okono 1%; 1,1% 3a ¢.2846A> T; 2,6-6,3% 3a ¢.1236G> A/HapB3 BapuanTu u 0,07 10
0.1% 3ac.1679T> G.

Jannute 3a yectoTarta Ha yeTupuTe Bapuauuu Ha DPYD B npyru nonynanuu, pa3niuyHu oT OsuiaTa
paca, ca orpannueHu. [lonacrosmem detupute Bapuanuu Ha DPYD (¢.1905 + 1G> A, ¢.1679T> G,
c.2846A> T n ¢.1236G> A/HapB3) ce cunrar 3a MpakTUYECKH OTCHCTBAIIN B MTOMYJIAIIHH OT
adpUKaHCKY (-aMEPUKAHCKHN) HITH a3HaTCKH MTPOU3XO]I.

Denomunno oxapakmepusupane na DPD nedocmamvunocm

3a (eHOTHIHO OXapakTepusupane Ha DPD HeqocTaTh4HOCT ce MpenopbhuBa MPean JICUCHUETO [a ce
M3MEPAT KpbBHATE HUBA Ha eHaoreHHUs DPD cybcrpat yparmn (U) B tura3mara.

[ToBuIIeHNTE KOHIEHTPALMK Ha Ypalui Ipeay JeUeHUE ca CBbP3aHHU C MIOBUIIIEH PUCK OT
TOKCHYHOCT. BBhIpexky HAIMYNeTO Ha U3BECTHA HECUTYPHOCT 110 OTHOIIEHHE Ha MParoBUTe CTOWHOCTH
Ha ypamuJ, ONpeaesIsIIy mbjieH U yactudeH nedumnut Ha DPD, HuBo Ha yparr B kpsBTa > 16 ng/ml
u <150 ng/ml TpsiOBa na ce cumrTa 3a mokazaTenHo 3a yactudeH aedurut Ha DPD, koeTo e cBbp3aHo ¢
MOBHIIEH PUCK OT TOKCHYHOCT, CBbp3aHa ¢ puyoponupumuanau. HuBo Ha ypauun B KpbBTa > 150
ng/ml TpsIOBa 1a ce cumra 3a mokaszareixHo 3a mbiHa DPD HesocTaThuHOCT U € CBBP3aHO C PUCK OT
KHMBOTO3aCTpallaBalla UK JeTalHa TOKCHYHOCT, CBBbP3aHa ¢ (pIyoponupruMuIHH.

Muxkpocarenutsa Hectadbmiaoct (MCH)

Teysuno He e Ow Ipoy4BaH NpH MAMEHTH ¢ pak Ha ctomMaxa 1 MCH. Bpb3kara Mexy
qyBCTBUTETHOCT KM 5-FU m MCH nipm nmarnueHT! ¢bC pak Ha cToMaxa He € SICHAa B Bph3KaTa MEXITy
Teysuno 1 MCH nipu pak Ha cToMaxa He € U3BEeCTHa.

['nmroxo3Ha/TalIakTO3HA HEMMOHOCHMOCT/MaIabcopOLms

To3u nekapcTBEH MPOIYKT ChIABPKA JHaKTo3a. [lallMeHTUTE ¢ peIky HACIICACTBEHU TIPOOIeMH Ha
rajlakTo3Ha HeTIOHOCUMOCT, Lapp J1akTa3eH qeUINT WK TIIOKO3HA/TallakTO3Ha MallabcopOIus He
TpsiOBa Ja MpreMaT TO3H JEKapCTBEH MPOIYKT.

Jpyru nepopaliHu d)HVODOHI/IDI/IMI/I JUHU

Hsama Hanuyay KNIMHUYHU OPOYYBaHUs, CpaBHABAIIM Teysuno ¢ apyru nepopainnu 5-FU cbenuneHusl.
ITo Ta3u npuunrHa Teysuno He MOXe Jia C€ U3MOJ3Ba KaTo 3aMeCTUTEN Ha Jpyru nepopainu 5-FU
MPOIYKTH.
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4.5 B3aumoaeiicTBHe ¢ IPYTd JIeKAPCTBEHHU NPOAYKTH U APYyru (popMH HA B3auMojieiicTBue

He ca mpoBexnaHu MpoOyYBaHUS 3a B3aUMOJICHCTBHUS MPH Bh3PACTHH WK MEUATPUIHU TTAIUCHTH.
bpusyoun

OnucaHo € KIMHUYHO 3HAYUMO B3aMMOJICHCTBUE MEKAY OpUBYIUH U (DIIyOpONUPUMUAMHY (HAIIP.
kanenuTabuH, S-iryopoypart, Teragyp), KOETo € pe3yiTar OT HHXUOUPaHe Ha JUXHUIPOTTHPUMHUIITH
JeXuporeHasata oT OpuByauH. ToBa B3auMoAEHCTBHE, KOSTO BOIHM JIO TIOBHIIIABAHE HA TOKCHYHOCTTA
Ha (IIyOpONUPUMH/IUH, € TIOTESHIIMATHO JieTanHo. [Topaau ToBa OpUBYIUH HE TPsOBA J1a Ce MpHUiara
CBITBTCTBAINO ¢ Teysuno (Bx. Touka 4.3 u 4.4). TpsOBa na nMa noHe 4-ceIMUYEH MTEPHO Ha
M34akBaHE MEXIy Kpas Ha JedeHHeTo C OpUBYAMH W HAYaIO0TO Ha JieueHne ¢ Teysuno. Jledenne ¢
OpUBYIMH MOXe Ja ce 3amouHe 24 yaca ciiesi nocieanara 1o3a Teysuno.

Ilpyau chayoponupumuounu

EnmnoBpeMeHHOTO Mpuiarane Ha Apyry (IyopomMPpUMHUINHE, KaTo HarpuMep KanenuradbuH, 5-FU,
teradyp wim GpIynuTo3uH, MOXKe 1a AOBEE 0 JOITBIHATEHA TOKCHYHOCT U € IPOTHBOIIOKA3aHO.
[IpenopruBa ce MUHUMAJICH MIEPUO]] HA OYUCTBAHE OT 7 THU MEXAY MPUIIOKeHHe Ha Teysuno u Ipyru
¢dhayoponmpumunnau. [leproast Ha ounctBane, onucad B KXII Ha npyrurte ¢hayoponupuMiuInHOBH
JIEKapCTBEHU MPOAYKTH, TpsOBa Ja ce cras3Ba, ako TpsOBa J1a ce mpioxku Teysuno cinex apyru
(hIyoponMpUMHUINHOBH JI€KAPCTBEHU MPOIYKTH.

Huxubumopu na CYP2A46

Toit kato CYP2A6 € OCHOBHHST €H3UM, OTTOBOPEH 3a IpeBphIaHeTo Ha Teradyp B 5-FU,
€JIHOBPEMEHHOTO TpuiaraHe Ha u3BecteH nuxuoutop Ha CYP2A6 u Teysuno TpsOBa na
ObJie M30ATBaHO, THil KaTO ePeKTUBHOCTTA Ha Teysuno Moxxe 1a Oblie HaMasneHa (BXK. TOUKa
5.2).

Donunam/orunosa Kuceruna

Hsma manHuM 3a eTHOBpEMEHHOTO MpHIIarane Ha GpoirHOBa KucenrHa ¢ Teysuno B KoMOWHAIHS ¢
nucIaTiHH. MerabomutuTe Ha GoauHaT/(hOoTMHOBA KHCeIMHA 00ade oOpa3yBaT TpeTHIHa CTPYKTypa ¢
TUMHIUIAT CUHTa3aTa U Quryopoaeokcnypuand Morogocdara (fluorodeoxyuridine monophosphate,
FAdUMP), xaTo moTeHIuanHo 3acuiaBaT IUTOoToKcHaHOCTTa Ha 5-FU. [IpenmopruBa ce moBuieHO
BHHMaHWE, ThH KaTo € U3BECTHO, Ue (POJTMHOBATA KUCEIMHA 3aCHIIBa aKTUBHOCTTA Ha 5-FU.

Humpoumudawﬂu, BKIIOYUmMenIHo MemDOHuaCBOJZ U MU3OHUOA30]

JlurcBat AaHHU 3a €THOBPEMEHHOTO MpWIIaraHe Ha HUTPOUMHUAA307H ¢ Teysuno B KoMOWHAIHS ¢
nucrutatud. Hutpoumunaszonure o6ade morat fja HaMmamiaT kiupbHca Ha 5S-FU 1 1o To3u HaumH 1a
yBenuyar riaasmenute Hupa Ha S-FU. IlpenopbuBa ce NOBUIIIEHO BHUMAHUE, Thil KATO ChbBMECTHOTO
MpUIaraie Moe Ja 3aCHUIM TOKCHYHOCTTa Ha Teysuno.

Memompexcam

JlurcBat AaHHU 3a €THOBPEMEHHOTO MpHUIIaraHe Ha MeTOTpeKkcaT ¢ Teysuno B KoMOWHAIWsI ¢
OUCIDIaTHH. MeToTpeKcaT MoIUTiIyTaMar ooade HHXHOUpa TUMUAIIAT CHHTa3aTa U TUXUAPodoIaT
pellykTa3aTta, KaTo MOTEHLMAIHO MTOBUILIaBa ITUTOTOKCHUYHOCTTa Ha S5-FU. [IpenopbuBa ce MOBUIIEHO
BHUMAaHHE, Thid KATO CbBMECTHOTO IIPUJIAraHe MOKE J1a 3aCUJIM TOKCUYHOCTTa Ha Teysuno.
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Knosanun

JIumcBar JaHHHU 3a CIHOBPEMCHHOTO IIpHUJIaraHc Ha KJIO3aIluH C Teysuno B KOM6I/IHa]_II/I$I C NUCIIJIaTHUH.
Bce Mak, nmopaan Bb3MOKHU aAUTUBHU (I)apMaKOI[I/IHaMI/I‘lHI/I C(I)CKTI/I (MI/ICHOTOKCI/IHHOCT), ce
npenopbyBa NOBUIICHO BHUMAHUC, TBU KaTo CAHOBPEMCHHOTO IMpUJIaraHe MOXE J1a 3aCHUJIU PHUCKaA OT
" TCXKCCTTA HA XEMATOJOrH4yHaTa TOKCUMYHOCT Ha Teysuno.

Lumemuoun

JlunicBat maHHM 32 €MHOBPEMEHHOTO IpHWJIarane Ha MUMeTUIUH ¢ Teysuno B KOMOMHAITHS C
nuciuiatud. EqHOBpEMEHHOTO MpuiiaraHe 00ade MoXKe Ja HaMaJli KJIUPbhHCa, KaTo 10 TO3U HauuH
yBenuuu mnasmenute HuBa Ha S5-FU. [IpenopbpuBa ce NOBUILIEHO BHUMAHUE, Thil KATO
€IHOBPEMEHHOTO MpUJIaraHe Moe J1a 3aCUIM TOKCUYHOCTTa Ha Teysuno.

Aumuxoazyianmu, npou3e00HU HA KYMAPUHA

AKTHBHOCTTa Ha aHTUKOAI'yJIaHTHTE, IPOM3BOIHHU Ha KyMapuHa, ce 3acuiBa oT Teysuno. IIpenoprusa
ce MOBHUIIIEHO BHUMaHUE, Thil KaTO €THOBPEMEHHOTO MpHiiarane Ha Teysuno U aHTUKOAaryJaHTH,
MPOM3BOJHH Ha KyMapHHa, MOXKE /12 YBEJIUYH PUCKA OT KbpPBEHE (BXK. Touka 4.4).

Denumoun

OnyoponMpUMUANHUTE MOTAT J1a MOBHUILAT TUIa3MeHaTa KOHIEHTpaLus Ha (eHUTOMHA, KOTaTo ce
mpujarat eIHOBPEMEHHO C (PEHUTOMH, KaTO MPUYUHSBAT (EHUTOMHOBA TOKCHYHOCT. [Ipenoprusa ce
YeCTO MOHUTOPHPAHE HAa KPbBHUTE/IUIA3MEHUTE HUBA Ha ()CHUTONH, KOTaToO Ce Mpuiarar
enHoBpeMeHHO Teysuno u GeHnTOnH. AKO € MoKa3aHo, 103aTa Ha (PeHUTONH TpsIOBa Ja ce KOPUTHPA B
cpotBercTBre ¢ KXII Ha heHuTonH. AKO ce pa3Bue PEeHUTOMHOBA TOKCHYHOCT, TPsIOBa ce
IpeanpreMaT CbOTBETHU MEPKH.

,QQ yeu

BB3 ocHOBa Ha HEKJIMHUYHU JIaHHU, aJIOMTyPHUHOJ MOXeE J]a HaMaJli MPOTUBOTYMOpPHATA aKTHUBHOCT
ropany moTuckane Ha Gpochopmmmpanero Ha 5-FU. [lo Ta3u mpuanHa eTHOBPEMEHHOTO MpHUIaraHe ¢
Teysuno TpsOBa 1a ce n30sATrBa.

Xpana

[IpuemaneTro Ha Teysuno ¢ XxpaHa HaMallsiBa €KCIO3UITUATA HA OTEPAIIFIT U TUMEPAIN, C TO-U3pa3eH
e(eKT IpU OTepalni, OTKOJIKOTO MPpU TUMepanui (Bx. Touka 5.2). Toll Moxe J1a ce mpreMa ¢ Boja
none 1 wac npenu wim 1 9ac cnen xpanene (Bxk. Touka 4.2).

4.6 @epTHaUTET, OpeMEHHOCT U KbpMeHe / KoHTpanenuusa npu Mbike M ’KeHH

Kenu ¢ gerepoacH HOTCHUI/Iaﬂ/KOHTDaL[eHHI/IH OpHu MBKE U JKCHU

JKenure ¢ nerepoeH MOTSHITHAN TPSAOBa 1a ObIAT MOCHBETBAHH J1a M30ATBaT OPEMEHHOCT, T0KAaTO ca
MOJJTO’KEHH Ha JICUSHHUE C TO3H JIEKAPCTBEH MPOIYKT.

KonTtpanenTusHau MepKu TpsaOBa 1a ObIaT B3EMaHH OT MAIMEHTHTE MBXKE, II0 BpeMe Ha U JI0
3 Mecema cuej cupaHe Ha JiedeHueTo ¢ Teysuno.

KoHTpanenTuBHN MEpKHU TpsAOBa 1a ObIAT B3EMaHH OT MMAIIMEHTHTE XKEHH, 110 BpeMe Ha H 110 6
Mecela cie CliMpaHe Ha JIedYeHneTo ¢ Teysuno.

BbpemenHoct
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Teysuno e MpoTHBOIIOKA3aH MpH OpeMEHHOCT (BK. Touka 4.3). JlokiiagBaHu ca cirydan Ha (peTamHu
mandopmarmn. [IpoyduBanus mpu )KUBOTHH Ca MOKA3AIH PEIPOIYKTUBHA TOKCHIHOCT. CHIO KaKTO
Ipyru (GIyopONMPUMHINHY, IPUIIAraHeTo Ha Teysuno € mMpUYuHIBAIO eMOPHOJIETATHOCT U
TEpaTOreHHOCT MPH KUBOTHH (BXK. ToUka 5.3). Ako nanueHTka 3abpemMeHnee, A0kato npuema Teysuno,
JIEYCHUETO TPsIOBa J1a Ce MPEYCTAaHOBH M TPSIOBA J1a ce OOSICHH MMOTSHITHATHHST PUCK 3a (eTyca.
TpsabBa na ce oOMHCTN TeHETUYHA KOHCYTAINA.

Kopmene
Teysuno e mpoTUBOIIOKA3aH 1O BpeMe Ha KbpMeHe (BxK. Touka 4.3). He e uzBecTHo nanmu Teysuno mim
MEeTabOJIUTUTE MYy CE OTIENAT B KbpMara. Hanuunute GapmMakoIMHAMUYHN/TOKCUKOJIOTUYHHU JTaHHU

TP JKUBOTHHU Ca JJOKa3aJIi OTACISHETO Ha Teysuno nim HeroBUTe METabOJIMTH B MIIIKOTO (32
moJIpoOHOCTH BXK. ToUKa 5.3).

He moxe Ja 6’LI[G H3KJIFOYCH PHUCK 3a HOBOpO,I[eHOTO/K’bpMa‘lCTO. K’LpMeHeTO TpH6Ba Ja 6’LI[C
MNpCyCTAHOBCHO, OKATO CC MMPOBCIKJA JICUCHUC C Teysuno.

DepTUINTET

Jlurnceat HaMIWMYHY aHHU 32 epekra Ha Teysuno B KOMOMHANMS C UMCIJIATUH BHPXY (QEpTUIIUTETA IPH
xopa. HeknmmHUYHE poyYBaHus MOKa3BaT, 4e Teysuno BUAMMO He 3acsra MBXKKHS HIIH )KEHCKUS
(dbepTUnHTET IPHU TUTBXOBE (BXK. TOUKa 5.3).

Hanpagere cnpaBka B KXII Ha nucriatis 3a epekTuTe My BBpXY GepTHINTETa, OpEMEHHOCTTa U
KbPMEHETO.

4.7 EdexTn BbpXy crioco0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIINHA

Teysuno noBiusBa B yMepeHa CTeIeH crocoOHOCTTa 3a modupane u paboTa ¢ MallIMHHU, Thil KaTo
yMoOpaTa, CBETOBbPTEXKbT, 3aMbITICHOTO 3pE€HHE U I'aJIEHETO Ca YECTU HEeXEJaH! pPeakuy Ha Teysuno
B KOMOMHALIUS C UCIUIATHH.

4.8 HexesaHu JJeKapCTBEHH PeaKIun

PesromMe Ha npoduna Ha 6€30IaCHOCT

OO6mmsT mpod it Ha 6e30macHOCT Ha Teysuno B KOMOWHAINSA ¢ IUCIUIATHH C€ OCHOBABa TJIaBHO Ha
JAHHUTE OT KIMHUYIHO MPOyYBaHEe Ha 593 ManueHTH ¢ pak Ha cTOMaxa B HalpeaHaNl CTaui,
JIEKyBaHU ¢ TO3H pexuM. OCBEH TOBa € HaJHIIE MOCTMApPKETUHTOB onuT mpu 8§66 000 manueHTu ot
A3us (TJIaBHO SITIOHIIN).

Cpen 593 manueHTH, JieKyBaHu ¢ Teysuno B KOMOMHAITUS C MUCIUIATHH, HA-YECTUTE TEKKHU
HEeXeJIaHU peakuuu (CTerneH 3 U mo-BUCOKa, ¢ yectoTa none 10%) ca HeyTponeHus, aHeMusl U yMOpa.

Tabnuia Ha HEKETAHNUTE PCAKIINN

W3znon3Banu ca clieJHATE KaTErOpHH, 3a J1a Ce MOAPEAAT HeXKETaHUTE PEeaKIUy 110 YeCTOTa: MHOTO
yectn (>1/10), wectr (ot >1/100 mo <1/10), meuectu (ot >1/1 000 mo <1/100), penku (ot >1/10 000 mo
<1/1 000), muoro pemaku (<1/10 000) u ¢ Hen3BecTHA YecTOTa (OT HATMIHHUTE JTaHHU HE MOXeE Ja ObIe
HalpaBeHa olleHka). YecToTara Ha MHOTO YECTHUTE, YECTUTE U HEUSCTUTE HEIKEIIAHU PEaKIIUU € OT

593 marnuenTy, JiekyBaHU ¢ Teysuno B KOMOWHAIHS ¢ UCIUIATHH, IPY KIMHAYHH MTPOYYBAHUS.
UecroTara Ha MEJUIIMHCKH 3HAYMMHTE PEIKHA M MHOTO PEIKH HEXKEIaH! PEaKIHH € IMOTydeHa OT
MOCTMApKETHHTOBO HabmroaeHne Ha 866 000 marmedTn B A3us (TTIaBHO SITIOHIIN), JICKYBAHH C
Tepamnus, 6a3upaHa Ha Teysuno. Bceku TepMuH € mpeAcTaBeH caMo B Hal-BUCOKATa YECTOTHA
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KaTeropus U Mpu BCAKO I'pyNHUPAHE 11O YCCTOTA, HCIKCIIAHUTC PCaKIIUU Ca NPCACTABCHU B HU3XO I
pEA 1O OTHOLICHUE HA TsXHaTa CECPUO3HOCT.

Tabnuna 9: Hexxenanu peakiyu, NpeICcTaBeHU B HU3XO/AII PEJl 0 OTHOIIICHHUE HA TAXHATA
CEPUO3HOCT MPU BCAKO TPYIHPAHE 110 YECTOTA

CHHKOII, XeMurapesa, aasusi, aTakCusl,
MeTabosuTHa eHiedanonatus, 3aryba
Ha Ch3HAHWE, HEBPUT HA CIIyXOBHUS HEPB,
HApyIICHHUE Ha MAMETTa, HAPYLICHUE B
PaBHOBECHETO, CHHIIMBOCT, TPEMOP,
areysusi, IIapOCMHUsl, ycelllaHe 3a apeHe,
MpaBy4KaHe

Cucremo- MHoro yecTn YecTn HeuecTn Peaxu / MHuoro
OpraHHHU peaku
KJj1acope®
Wudexnyn n HeytponenudeH cercuc, centiyeH mok, | Peakrusarus Ha
uH(pecTanum cercuc, MHQEKIHsl, THEBMOHMS, xenatut B
GakTepuemusi, HHOEKIMSA HA
JIMXaTeJHUTE ITbTUILA, HHOEKIH Ha
', octep nuenonedpuT, HHPEKIUI
Ha MUKOYHHTE ITBTHINA, (PapHHTUT,
Ha30(apHHTUT, PHHAUT, 350Ha HHpEKIus,
KaHUJ103a, JJabnaJeH XxepIiec,
NapoHUXMs, QypPyHKYI
Heomnnazmu — TymopHa xemoparus, pakoBa 00JIKa
JoOpokayecTBe
HH,
3710KaueCTBEHU
u
HEONpeaeTICHI
(BKJI. KHCTH U
TIOJIHIIN)
Hapymenus na | Heyrponenus | debpumHa [Tanuuronenus, yIbIKeHO JlucemuHupana
KpPBBTa U , ICBKOTICHHUS], | HEYTpPOIICHUS, MIPpOoTpOoMONHOBO Bpeme, yBenudeHo INR, | mHTpaBackymapH
nuMdHATa aHeMHs, M GOTIEeHHS XHUIOIPOTPOMOHHEMHS, CKBCEHO a KoaryJyanus
cucTeMa TPOMOOIUTOI MIPOTPOMOHNHOBO BpEME, TPaHyJIOLUTO3a,
CHUS JIEBKOIIUTO3a, €O3MHODHIIHS,
UM dOIMTO3a, HAMaJICH Opoii
MOHOIIUTH, YBEIMYEH OpOif MOHOLIUTH,
TPOMOOIIUTEMUS
Hapymenust Ha CBpPBXUYBCTBUTETHOCT
UMyHHaTa
cucTeMa
Hapymenns na Han6s0pedna xemoparus
SHJJOKpUHHATa
cucTeMa
Hapyennst Ha | AHOpexcust Jexunparanus, XuneprivukeMus, NOBUIIEHA aJlKajlHa IXunepamoHueMus
MeTabonu3Ma u XUITOKATIEMUS, ¢docdaTasza B KpbBTa, IOBUILIECHA
XpaHEHEeTO XHUIOHATPUEMUS, JIAKTaTAEXUIPOTeHa3a B KPBBTA,
XUTOKATIHEMUS, xunodocdaremMus, XUIIepMarne3ueMHus,
XHUIIOMarHe3ueMus, | Iojarpa, XUIornpoTCHHEMUs,
XHUIOANOYMUHEMUS, | XUIEPIIIOOYIMHEMHUS, XUISPIHITHIEMUS,
XHUIEPKATHEMHUST HaMaJIeH [IepopaJieH NpHeM
Tlcuxnaan bescrHue O0BpKaHOCT, OE3MOKONUCTBO, THYHOCTHU
HapyIEeHUs HapyIIeHHUs, XaIIOIMHALNH, JETIPECHs],
TPEBOXHOCT, HAMAJICHO JINOH IO,
MIOTHCHATA CEKCYaTHOCT
Hapymenus na | [epudepna 3amaiiBane, MOo3B4YHOCHI0B HHIUICHT, HHPAPKT HA JleBkoennedano
HEepBHATa HEBPOMIATHS riaBoborwe, MaJIKUst MO3BK, MO3BYHOCHIOBO TIaTusi, aHOCMHUS
cucTeMa JICTeY3Hs HapyIIeHHEe, ThPU, HCXEMUUCH HHCYIIT,
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Cucremo- MHoro yecTn Yecrn HeuecTn Penxu / Muoro
OpraHHH penku
KJIacope”
Hapymenus na Hapymenue na OuHa aneprus, NTo3a Ha KJIenaya,
OUnTe 3pEHHETO, epHuTeM Ha KileTada
HapyIIeHNE Ha
CITB3HUTE JKJIE3H,
KOHIOHKTUBHT,
OYHO HapylleHue,
HapyllIeHHE Ha
porosunara %
Hapymenns na VBpexxnane Ha CBETOBBPTEXK, KOHTECTHS Ha YXOTO,
YXOTO U ciyxa, rIyxoTta JTUCKOMQOPT B YXOTO
nabupuHTa
Copreunn CppreuHa HeOCTaTHYHOCT, OCTBP
HapyIIeHUs MHOKap/ieH UH(DaPKT, TIepUKapacH
H3JIUB, NPEICHPIHO MBXK/CHE,
CTEHOKapAus, CbPJEYHO MBXK/EHE,
TaXUKap¥s, NaJHTaIIH
CbaoBu XunoToHus, Tpom06o3a Ha wiImMayHaTa apTepus,
HapyILCHUs IbJI00OKA BEHO3HA XMIOBOJIEMHYEH LIOK, apTepHaHa
TpomO03a, TpoM003a Ha KpaiHHUK, TpomMbO03a,
XHUIEPTOHUS 3adepBsBaHE, Ta30Ba BEHO3HA TPOMO03a,
TpoMbodaeduT, GreduT, NOBBPXHOCTECH
(iredut, opTocTaTUIHA XUIIOTOHHUS,
XEMaTOM, XHIIEPEMHS, TOILUIU BhJIHH
PecnimparopHu, Jucnnes, Benonpoben eM00IM3bM, XeMOPArus B WurepcTuimany
TPBJIHU U €MHCTAKCHC, JIHMXaTEeITHUTE MTBTUINLA, 3a1yX MPH a GermonpoOHa
MeINaCTUHAIH XbJLaHe, KalUTMIa | ycuiue, papuHroJlapuHreantHa 0onka, Gonect

1 HapyIICHHs

puHOpes, hapuHTealleH epUTeM,
aJIeprU4eH PHHUT, TUCHOHUS,
MIPOJYKTHBHA KallUIUIA, HOCHA
KOHI'€CTHS

CromariHo- Huapusi, CromariHo-upeBeH | CTomaliHO-YpeBHA TEPHOpAITHs, Octbp
YPEBHU MOBPBILAHE, KPBbBOU3IINUB, e30(arut, CToMalIHo-4peBHa MHOEKLNS, | MaHKPEaTHT,
HapyLICHUS TajJieHe, 3amneK | CTOMAaTHT, HIIEYyC, CTOMAITHO-YpEBHA 0OCTPYKIHS, TepMUHAJICH
CTOMAITHO-YPEBHO | ACLUT, €M Ha yCTHATA, CIa3bM Ha HIIEUT
BB3IIAJICHHUE, XpaHONpoBO/a, cToMaliHa s138a, ' EPB,
¢maTynenmys, pedirykc racTpuT, peTponepuToHeaHa
KOopeMHa 0oJIKa, ¢ubpo3a, CTOMAIIHO-YPEBHO
nucdarys, KopeMeH | HapylIeHHe, aHaJIHa XeMOoparus,
JTMCKOM(OPT, XEMOPOH/IH, CIIOHYEHA XUIIEPCEKPELns,
JHCHETICHs, CyX0Ta | rajeHe, HapyLIeHHs Ha CIIOHYEHHUTE
B ycTaTa XJIe3H, XSWIHT, aepodarus, OpursaHe,
TIIOCOANHMS, OOJIKa B yCTaTa, UyILIHBU
3601
XemaToounuap Xunepounmupy6une | OTKIOHEHUS B UepHOAPOOHUTE Octpa
HU HapyIICHUS MU, YBEITHICHHE (YHKIMOHAJHU TECTOBE, yBEJIMUCHUE Ha | 4epHOAPOOHA
Ha AJIAT, raMa-riayrammitTpascgepasara HEZOCTaTbYHOCT
yBEIMYEHHE Ha
ACAT
Hapymenus na Cunzpom Ha Excdonmatisen oOpuB, JoNICHE HA Tokcuuna
KOXKaTa 1 HaaMapHoO- KO’KaTa, HeKPOJIMTUYCH MUTPHPAILL enuaepMaHa
TIOJIKO>KHATa IUTaHTapHa epuTeM, KbpPBaBU MeXypdUeTa, aJlepruieH | HEeKpoJIu3a,
TBHKaH epUTPOIU3ECTE3Ns], | AEPMATUT, KOKHA PeaKuus, CHH/IPOM Ha
00puB, akHer()OPMEH JepPMaTHT, CPUTEMA, Stevens-
XUIEPIUTMEHTAIMsl | MOBHIIEHA CKIOHHOCT KbM 00pa3yBaHe Johnson,
Ha KOXarTa, cyxa Ha XeMaTOMH, MypIlypa, XUMEPXUAPo3a, | peakius Ha
KOXa, ChpOeK, HOIITHM U3NOTsBaHuUs, aTpodus Ha (horouyBcTBUTEN
aJomnenus HOKTHTE, HapyIIeHUE Ha HOCT,
MIUTMEHTAIHATA, TPOMSHA B I[BETA Ha HapyIIeHHe Ha
KOJKaTa, XUIepTpruxo3a HOKTHTE
Hapymenus na MyckymnHo- MycKyITHH CIIa3MH, apTpajrus, 60Jika B Pabnomuonuza

MYCKYJHO-
CKeJlleTHaTa
cucTeMa u
CheANHNTEITHAT
a TbKaH

CKeJleTHa 0oJKa

KpaiiHHK, Ooska B rpp0ba, Ooska B
IHsATa, OOJIKA B KOCTHTE, OTOK Ha CTaBa,
IUCcKOMMOPT B KpaiHUK, HATIPEKCHHE B
MYCKYIJIHTE, MyCKYJIHa CI1abocT
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Cucremo- MHoro yecTn Yecrn HeuecTn Penxu / Muoro
OpraHHH penku
KJIacope”
Hapymenus na Brb6peuna TokcuyHa HeponaTHs, OIUTYPHsL,
OBOpenuTe U HEIOCTaThYHOCT, xeMaTypusi, 0b0pedHO yBpeKIaHe,
TTUKOYHHUTE YBEIHYEH CEPYMEH | MOJAKUYpPHs, HOBHIIEH CEPYMEH
IIBTHUIA KpeaTHHHH, KpEeaTHHHH, TOHIKEH KPeaTHHHH B
HaMaJIeHa KpPBBTa
rJIOMepyJiHa
¢duntpanys,

yBEIHMYEHa ypes B
KPBBTa

Hapymenus na

Epekruina nuchyHKms,

BB3IPOU3BOIUT YyBCTBUTEIHOCT HA I'bPJHUTE, OOIE3HEHO
eJIHaTa CHCTeMa 3BPHO
U rbpaata
O6uwm Ymopa, Bw3nanenue Ha MynTuoprania HeJOCTaThYHOCT,
HapyLICHUS 1 acTeHus JMraBHIaTa, BJIOIICHO ()YHKIIMOHAIHO ChCTOSHHUE,
edexTn Ha MTUPEKCHSL, 0oJKa, OTOK, rpbAHA 0OJKA, TPBICH
MSICTOTO Ha HaMaJIeHO TerJo, JTHCKOMGOPT, FeHEPAIU3UPaH OTOK, OTOK
MIPUIIOKEHHE nepuepeH 0ToK, Ha JIMIETO, JIOKAJIM3UPaH OTOK,
TPBIIKH yBEIMYEHHE Ha TETJIOTO, OBP30
HACHIIAHE, YCEIaHe 3a CTY/l, PeaKLus
Ha MSICTOTO HA HH)KEKTHUPaHe, 0010
HepasIoJI0KeHNE
HapansBanus, KoHTty3usl, tekapcTBeHa rpelika
OTpaBSIHUS U
YCIIOXKHEHHUS,

BB3HUKHAIN B
pe3ynTar Ha
WUHTEPBEHIINU
2 HexkenmaHUTe peakIiy B CHCTEMO-OpraHeH kiac (system organ class, SOC) ,,3cnenBanns™ ca mpeMecTeHH B
CHOTBETHHUTE KJIMHUYHO MOAXOJSIIN CHCTEMO-OPTaHHU KIIACOBE, CBbP3aHH C TEXHUSI TAPTeTEH OpraH.

Paznmunnte npeamountanu MedDRA TepMuHH, KOUTO ce TpHEeMaT 3a KIIMHUYHO OA00HY ca TpyNUpaHi B €IUH
TEpMHH.

% g, JedeKT Ha pOTOBHYHUS EIHTEN, €pO3Ust Ha POTOBHIIATA, JIE3UsI Ha POTOBHIATa, HIOMBTHSIBAHE Ha POTOBHUIIATA,
nepQopanus Ha pOroBULATa, KEPATUT, TOUKOBUIEH KEPATUT, YIIIIEPO3EH KEPATHUT, NeDUINT Ha TUMOATHU CTBOJIIOBU
KJIETKH, HaMaJIeHa 3pUTENHA OCTPOTA, YBPEJIEHO 3PEHHE, 3aMbIJIEHO 3pEHHE.

Jlpyeu kaunuuyHyu npoyvysanus ¢ Teysuno 6 KoMoOuHayus ¢ YUCHJIamuH

Brmpexu ge npu npoy4BanusTa Ha Teysuno B KOMOWHAINS C [IUCIUIATHH, TPOBEJeHN B SMOHMS, ce
M3M0JI3BAT JIO3M U CXEMU Ha MPHIIaraHe, pa3iudHU OT TO3H PEKUM, MPOPHIBT HA 0€30MACHOCT OT TE3H
MIPOYYBaHUS € MOJA00CH, KaTO Hali-ueCTHTE MPOSBU Ha TOKCHYHOCT Ca XeMaTOJIOTUYHA, CTOMAIITHO-
YpeBHA TOKCHYHOCT, OTIIaJHAIIOCT U aHOPEKCHSL.

Onum om nocmmapxkemunzo60 Habaoenue npu nayuermu ¢ pak Ha cmomaxa

[IpodmreT Ha G6e3omacHOCT Ha Teysuno mpu MOCTMAapKETHHTOBO IIPOYYBaHE 3a HaOI0IeHEe Ha
oe3omnacHoctTa B Smonus mipu 4 177 nmarnuenTH, JeKyBaHu ¢ Teysuno 3a pak Ha CToMaxa B HaIllpeIHa

CTa/Inii, KaTo LSUI0 € MoJ00EH Ha TO3M, HAaOII0JaBaH MPU TO3H PEXUM, U B STIOHCKUTE TIPOYUYBAHUS IO
perucTsp (T.e. OCHOBHHUTE NPOSBU HA TOKCUYHOCT Ca JIEBKOLUTOIICHHS, aHOPEKCHS
rajieHe/oBpbIIAHE).

Bezonacnocm na Teysuno npu nayuenmu ¢ memacmamuyen KoaopeKmaiel paKk, npu KOumo e
HeEB3IMOMCHO NPOOBJIHCABANHE HA JIeYeHUemO ¢ 0PY2 hayoponRUpUMUOUR ROPAOU CUHOPOM DbKA-
KPaK Uiy copoeuno-cv006a MOKCUUHOCH

B noarpyna ot 53 mCRC natueHTH, B paMKUTE Ha KOXOPTHO Npoy4BaHe Ha 200 nmaruenTa ¢ pa3inyHu

IUTBTHA TYMOPH, MHO3UHCTBOTO OT nauueHtute ¢ mCRC (92%), kouto nposiBsiBaT ChpAE4YHO-CHI0BA

TOKCHYHOCT, IOKaTo IpuemMar kaneuntabus- mwiu 5-FU-6a3upana xumuoTepanusi, Morat 6e30macHo Ja

IpeMHHaT Ha S-1 1 A3 MpoABIIKAT JIedeHHe, C MOBTOPHA I0sIBa Ha ChPJIEUYHO-CHI0BA TOKCUIHOCT (Kiac 1),
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HabOmogaBaHa mpu §%.

Jpyru He)xenaHu chOUTHS [0 BpeMe Ha JISYEHHETOo ¢ S-1 Ha Ta3u NoArpyIa BKIOYBAT XEMAaTOJOTHYHA
TOKCHYHOCT OT KJac 3-4 mpu 8% 1 HEXeMaTOJOTHYHHU HeXKelaHu ChbOUTHs OT Kiac 2-4 mpu 36%
(ueBponarus 15%, nadexuus 7%, TpomboeMbonnuHO crouTHE 6%, NMapus 4%, ragene 2%, CHHAPOM
pBbKa-kpak 2%).

B perpocnekTHBHO KOXOPTHO NMpoy4BaHe Ha 47 ManyeHTa ¢ MeTacTaTHYEeH KOJIOPEKTAJIeH PaK OT
Hunepnannckust peructsp 3a konopekraieH pak (PLCRC), npu npemunaBaneTo kbM S-1 mopaau
NpeAU3BUKaH OT KaleuuTaOuH CHHAPOM PbKa-Kpak (n=36) WK cbpAevYHO-ChI0Ba TOKCHIHOCT (n=10),
oCTpoTaTa Ha CHHAPOMA PbKa-KpakK ce € MOHMKUIIA WIN € CBOUTHETO € OTIIYMSUIO HAITBJIHO MPH
JeuyeHueTo ¢ S-1 1 HAMa IOKJIaIBaHY CIy4au 3a PEeUUIUB Ha ChPJEYHO-ChA0BA TOKCUYHOCT OT 10-Te
MaIenTa, KOUTO ca MpeMUHaNM Ha S-1 mopaau HeKenaHu CbOUTHS, CBBP3aHH ChC ChPJIEYHO-ChI0BATA
cucrema.

Onucanue Ha I/I36D8.HI/I HCXCJIaHU pCaKIINn

Ouna mokcuunocm

TepMmuHuTE 32 CBBHp3aHa C JICUCHUETO OYHA TOKCHYHOCT ca KOMOMHHMPAaHU KaKTO CIIe/Ba.

EnnHcTBEHAaTa He)keslaHa peakuus OT CTETEH 3 MM N0-BUCOKA € HaMaJleHa 3pUTEIHA OCTPOTa.

e 3pUTENTHOTO HapyLIeHNE BKIIOYBA HEXKEJIAHU PEaKLUN KaTO 3aMBbIJICHO 3peHHE, AUILIONUS,
¢ororcus, HamMaIeHa 3pUTeNIHA OCTPOTA U CIIETIOTa;

e HapyImieHneTo Ha CITb3HUTE KIIE3U BKJIIOYBAT HEXKEJIAHU PEAKLMHU Ha 3aCHIICHO ChJI300TACISHE,
CYXO OKO U IIpu100UTa JaKPUOCTEHO3a;

e HapymeHnueTo Ha ounTe BKIIOYBA HEXeJaH! PEakii Ha ChpOeX B OKOTO, OUHA XUIIEPEMUS,
JIpa3HEeHEe Ha OKOTO, OYHO HapyIIEHHE U yCellaHe 3a TyXk/10 TSJIO B OKOTO.

Hesponamus

Cro0miaBa ce 3a IeHTpaJlHa U neprudepHa HEBPOIIATHS TIPH MMAUEHTH, JeKyBaHU ¢ Teysuno B
KOMOWHAIUS ¢ MUCIIATHH. TepMUHBT nepudepHa HEBPOTIATHS BKIFOUBA CIIETHUTE CHOOIICHN
HEXeNIaHW peakiuu: nepudepHa CeTUBHA HEBPOIATHS, TAPECTE3HsI, XUTIOSCTe3us, IepudepHa
HEBPOMATHSI, TOJMHEBPOMATHUS, HEBPOTOKCUYHOCT U TU3ECTE3HS.

Crenuanaiy HoIyJIaun

Cmapuecka év3pacm (BX. ToUka 4.2)

[IpoyuBanero FLAGS, cpaBusBario 6e3onacHocTTa rpu 71 maruenTy >70-roIuiHa Bb3pact
(cTapuecka BB3pact) u 450 nmanuenTy <70-TOMUITHA BB3PACT, JICKyBaHU ¢ Teysuno B KOMOWHAITUS C
LMCIUIATHH, MTOKa3Ba, Y€ 4eCTOTaTa Ha BCUYKH HEXEJIaH! PEeakliu OT CTeleH 3 U mo-Bucoka (62%
cpsMo 52%), BCUUIKH cepruo3HM Hexxenanu peakuun (30% copsamo 19%) u yectoTara Ha
MIPEXIEBPEMEHHOTO NPEKpaTIBaHE MOPAAX HEeKellaHu peakuuu ot Teysuno u nucmiatud (21%
cupsamo 12%) ce okas3Ba mo-BUCcOKa Ipu naruenTute >70-rogumHa Bp3pact. [lomynanmonen
(hapMaKOKMHETHYEH aHaJN3 10Ka3Ba, 4e eKcrno3unuara Ha 5-FU mokasBa TeHIEHIHNS 32 YBEIMUCHHUE C
BB3pACTTa, HO CTEICHTA HA YBEJINYCHHUE € B PAMKHUTE Ha MHIUBUIyaHaTa BapHaOMIHOCT. Te3u
IIPOMEHU C Bb3PacTTa ca CBbP3aHH ¢ ObOpeuHaTa (QyHKIMs, H3MEPEHA C KPEaTHHUHOBUS KIIUPBHHC
(BX. TOUKa 5.2).

Llon

He ca ycraHOBeHN KITMHUYIHO 3HAYMMH Pa3INKHU 332 0€30macHOCTTa MeX Iy Mbxke (N=382) 1 xeHH
(N=139) npu npoyusanero FLAGS.

Hayuenmu ¢ 6v6peuno yepeocoane (Bx. Toukn 4.2, 4.3,4.4u5.2)
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CpaBHenye Ha 218 manueHTH ¢ Jieka cTerneH Ha 0b0peuHo yBpexxaane Ha n3xonHo HuBo (CrCl ot 51
10 80 ml/min) ¢ 297 nauueHTH ¢ HopManHa 0b0peuHa QyHKus Ha n3xoaHo HUBO (CrCl >80 ml/min),
nexyBaHd ¢ Teysuno B KOMOMHAIWS C IUCIUIATHH, B mpoy4BaneTo FLAGS coun, 4e He ChIecTBYBaT
KJIMHAYHO 3HaYMMU PA3JIMKU 110 OTHOLIEHHE Ha 0€3011aCHOCTTa MEX/y ITAIIUEHTH C JIeKa CTETEH Ha
O0BOpEYHO YBpEeKAaHE U NAMEHTH C HOpMaliHa ObOpedHa QpyHKIHS.

B npoyuBase, mpoBeieHO MpH MAIUeHTH ¢ 0BOPEUHO YBPEkKAaHe, HA-UECTUTE HEXKEIIaHU
JIEKapCTBEHU PeaKInH, ChOOIIeHN MTPH BCUYKH IUKIIM BHB BCUUKH TpynH ca omn quapus (57,6%),
ranene (42,4%), nopemane (36,4%), ymopa (33,3%) u anemus (24,2%). B ToBa mpoyuBane, 7
HalMEHTH ¢ yMEPeHo ObOpeYHO yBpexkaane ca 6umu nekysanu ¢ 20 mg/m? Teysuno Ba bTH JHEBHO,
J0KaTo 7 TALMEHTH ¢ TEXKO ObOpeuHo yBpexkaane ca nomydasaiu 20 mg/m? Teysuno BeHbxkK
nHeBHO. He e HaOmromaBana orpaHnyaBaia 103ata TOKCHYHOCT B Llukba 1, mpu manueHTH ¢ yMepeHo
WM TEXKO ObOpeuHo yBpexnaHe. UecToTara Ha HeXeaHUTE JIEKapCTBEHN PEaKMi Ha KPhbBHATA U
muM¢HaTa CUCTeMH, HaOII0aBaH! BbB BCUUKH [TUKIIH, [IPH MAIUEHTH C YMEPEHO B TEXKKO ObOpEeYHO
yBpexXIaHe, ca cboTBeTHO 28,6% u 44,4%. Jlo3aTa Ha eIMH MAlMEHT, B TpyMHaTa ¢ TeXKO YBpEXIaHe,
e 6w1a HamaneHa 10 13,2 mg/m? BeHbX IHEBHO, B Ha4anoTo Ha L{uksa 12, mopaau Hexenana
JieKapcTBeHa peakuus (auapus cteneH 2) B Lluksa 11.

Heduamnuuna nonyaauus

He ca mpoBexxaanu npoyuBanus ¢ Teysuno, IpHUiI0KeH CaMOCTOATEITHO WU B KOMOMHAITHS C
LMCIUIATHH, IPH NEAUATPUYHU MTALTUEHTH.

Cro011aBane Ha IO03WPaHK HEXeaH! PEeaKIIuu

Cro0maBaneTo Ha IOJJO3MPAHH HEXEJIAHU PeakIlny CIie/l pa3peniaBane 3a yrnoTpeda Ha JIeKapCTBEHHS
MPOAYKT € BaskHO. ToBa MO3BOJISIBA A3 POIBIIKH HAOIIOICHUETO Ha CHOTHOIIEHUETO MOI3a/pUCK 32
JeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIISITUAIMCTH CE U3UCKBA Ja ChOOIIaBaT BCSIKa
MO/I03MPaHa HeXKeIaHa PeakIys Ype3 HAI[MOHAIHATA CHCTEeMa 3a ChoOIaBaHe Ha HeXKETaH!
JIEKapCTBEHM peakiuu, onucana B [Ipunoxenue V.

4.9 IIpeao3upane

Haii-Bucokara ennokpartHo mpuera go3a Teysuno e 6una 1400 mg; To3u ManyueHT € pa3Buil
neBkorienns (cremneH 3). Cro0mMeHnTe IposSBH Ha OCTPO TIPEI03UPAHE BKIIOUBAT TaJicHe, IOBPBINAHE,
IMapHs, MyKO3HUT, CTOMAIIHO-YPEBHO JApa3HeHe, KbpPBEHe, MOTUCKaHe Ha KOCTHUS MO3BK M AMXaTeIHa
HEIO0CTAaThYHOCT. MEIULIMHCKOTO JICUEHUE Ha MPeI03UpaHeTo TPAOBa a BKIIOUBA OOMYaHUTE
TEpaNeBTUYHU U MOJABPKALIM MEPKHU C 11eJI KOPUTUPAHE HAa HATMYHUTE KIMHUYHY IPOSIBU U
MIpeI0TBpaTsIBaHE Ha Bb3MOXKHUTE YCIOKHEHUS.

Hsama noznat AHTHUA0T B cnyqaﬁ Ha Ipeao3rupaHe.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoaMHAMHYHHU CBOMiCTBa

dapmakoTepaneBTHUHA IPyNa: aHTUHEOIUIACTUYHU CPEICTBA, aHTUMeTabonuTHH cpeactsa, ATC kox:
LO1BCS53.

Mexanus3bsM Ha JEUCTBUE

Teysuno e nepopaneH ¢GayoponupuIMHOB IPOTUBOPAKOB JIEKApCTBEH NPOLYKT. ToH mpeacraBisaBa
KOMOWHAITHS OT TPH aKTUBHHM BeIeCTBa ¢ (PUKCHpaHa fo03a: Teradyp, KOWTo ciren abcopOnus ce
MIpeBpBIIa B MPOTHBOPAKOBOTO BemecTBO S-FU; ruMepanni — HHXUOUTOP Ha TUXUIPOIHPUMHUANH
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nexunporenasara (DPD) 3a npenoTpatsiBane Ha pasrpaxnanero Ha 5-FU B oprannsma; u orepanu —
WHXUOUTOP Ha oporaT-hochopudo3mnrpanchepasara (orotate phosphoribosyltransferase, OPRT),
KOSITO HaMaJIsiBa akTuBHOCTTa Ha 5-FU B HOpMaiiHa cToMaliHo-upeBHa uraBuia. KomOuHanusata Ha
teradyp, THMEpaIuiI 1 OTepaIliI € OIpe/ielieHa KaTo ONITUMAITHO MoJIapHO choTHomIenne 1:0,4:1 3a
obprKaHe Ha ekcro3unusTa Ha 5-FU kato 1o To3u Ha4MH Aa ce MOoAabpKa MPOTUBOTYMOpHATa
AKTHBHOCT IIPY HAMAJIIBAHE Ha TOKCUYHOCTTA, CBBP3aHa ChC CAMOCTOSITEIHOTO IpwiIokeHue Ha 5-FU.

Teradyp e npennexapctso Ha 5-FU ¢ no6pa nepopanna Ouonannuynoct. Crex nepopaiHo
npuiiokeHue Teradyp mocrerneHHo ce npespsbuia B 5-FU in vivo, ocHoBHO upe3 CYP2A6 ensumua
aKTHBHOCT B uepHus 1pod. 5-FU ce metabonusupa upes uepHoapobuus ensum DPD. 5-FU ce
aKTHBHpA B KJIETKUTE upe3 (ochopuiinpane 10 aKkTUBHUS My MeTaboIuT S5-(h1yopo-1e0KCHypUANH-
mouodochat (FAUMP). FAUMP u pexynupanust ¢oyat ce CBbP3BaT ¢ TAMUAWIAT CHHTa3aTa, KOETO
BOJIM J10 0Opa3yBaHe Ha TEpLUUEPEH KOMILIEKC, KoiTo naxuoupa cunresa Ha JJHK. OcBen ToBa 5-
dbayopypunua-Tpudocdart (5-fluorouridine-triphosphate, FUTP) ce uakopmopupa B PHK, kato
Mpeau3BUKBa HAapyllIleHHEe Ha QyHKIUUTE H.

INumepanunst nHXMOUpa Metabonusma Ha 5-FU, kaTo nHXuOMpa o6patumo u cenektuBHO DPD —
OCHOBHHS MeTa0onm3upani en3um 3a 5-FU, Taka ye ce mocTurar mo-BUCOKH Iia3MeHu HuBa Ha 5-FU ¢
TIpUIarafne Ha mo-HUCKa 1o03a Teradyp.

CJ'IC,E[ NEepopaaHo MPUIIOKEHUEC, OTECpAlIUII CC PA3HPECACIId BbB BUCOKU KOHICHTPAIIUX B HOPMAJTHUTC
ThKAaHU Ha CTOMAIIHO-YPCBHU TPAKT, JOKATO B KPbBTA U TYMOpPHAaTa ThbKaH IIPHU NPOYUYBAHUA BbPXY

JKNBOTHH Ca Ha6J'IIO,I[aBaHI/I S3HAYUTECIIHO IMO-HUCKH KOHICHTpaluHn.

dapMakoIMHAMUYHU Cd)eKTI/I

B npoyuBane ¢ yBennuaBaHe Ha 7j03aTa, cpaBHsABaIo noHnocumoctTa Ha 5-FU B Teysuno u Teradyp +
rumeparui (6€3 OTepanmiI), 1030BOTO HUBO 25 mg/m?* He MOKe 1a ObJIE JOCTUTHATO IPU OTCHCTBHE
Ha OTepauui, Iopagu HATM4YMe Ha TOKCHYHOCT, OTpaHNyaBalia f1o3ara (Iuapus cTerneH 3 mpu 2
MalMeHTa U KapAXOPECTIMPATOPEH apecT Npy | MalueHT) B paMOTO Ha Teradyyp+ruMeparii.
dapmakokuHeTHIHUAT podu Ha 5-FU e nogo6eH npu Hanu4ue Uix OTChCTBHE HA OTEPALHIL.

CrofiHocTHTE Ha cCpemHaTa MakcuMatHa KoHieHTpanus ga 5-FU (Cmax) ¥ Ha TUTOIITA IO KpUBaTa
koHneHTparnus-speme (AUC) ca npuOan3uTenHo 3 mbTH [I0-BUCOKH CJIE MPIIIOKeHUE Ha Teysuno,
OTKOJIKOTO CJIe]l CAMOCTOSATEIIHO NPUIIOKEHHE Ha Teradyp, BIPEKH 16 IbTH MO-HUCKATa 1032 Ha
Teysuno (50 mg Teradyp) B cpaBHeHHE ¢ Teradyp, npuiiokeH camoctoarenao (800 mg), u ce
obscHsBaT ¢ mEXHOMpaneTo Ha DPD ot ruMepanni. MakcumanHarta mia3MeHa KOHIISHTPAHs Ha
ypauui ¢ HaOJIoaBaHa Ha YeTBBhPTHUS Yac C Bb3BPBIIIaHE KbM M3XOJIHUTE HUBA 332 0KOJIO 48 Jaca ciief
npuiarane Ha 103aTa, KaTo MoKa3Ba oOpaTuMocTTa Ha nHxuOupaneto Ha DPD oT rumeparui.

[IpoyuBane Ha ehekta Ha Teysuno BbPXY ChpJIcUHATA PEHOJISPU3ALINS, TIPOBEACHO MPH MAIUCHTH C
pak B HampeaHAa CTaMiA, OTTOBAPS Ha OTPEACICHUETO 32 OTPULIATEITHO MTPOYYBAHE CHIVIACHO
yKasaHusaTa Ha MexayHapoaHaTa koHdepenius mo xapmonusanus (International Conference on
Harmonisation, ICH). He e HabmonaBana ch0TBETHA BPb3Ka MEXIY a0OCOTIOTHUTE CTOMHOCTH Ha
QTcF unTepBana uiu NMpOMEHU CIPSMO U3XOIHUTE CTOMHOCTH U MAaKCUMAITHUTE TIa3MCHH
KOHIICHTpAIMU Ha ChCcTaBKUTe Ha Teysuno.

Kinnnnubga eeKTUBHOCT U OE30I1aCHOCT

[IpoyuBane ¢a3za [ ycraHOBsIBa aKTya HHS PEXUM, KaTO OLIEHsABAa KOXOPTH ¢ Teysuno u IUCIIIaTHH OT
30 mg/m? u 60 mg/m? (HabmoaBaHUTE OrpaHHYaBaIIy Jo3ata Tokcuaroctd (DLT) ca 6unm ymopa,
nuapus U aexuaparanus); 25 mg/m? u 60 mg/m%; u 25 mg/m* u 75 mg/m?. BeIpeku OTChCTBHETO HA
DLT B mocneanara KoxopTa, 103aTa Ha [UCIDIATHH He € Ouiia MOBUIIIeHa TToBede OT 75 mg/mz.

B npoyusane FLAGS ¢a3a Il ne ce ycranoBsiBa Buanma Bpb3ka mexay AUC na 5-FU (pamo
Teysuno/mucmnaTtun) 1 KoHIeHTpanuaTa Ha 5-FU (pamo 5-FU/nucnnatis) mo Bpeme Ha UK | 1
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pesynraTtute 3a eeKTUBHOCT 3a o0111a nmpexxussiemoct (overall survival, OS) niu nmpexxuBsemoct 6e3
nporpecus (progression-free survival, PFS).

[Iposeneno e daza I npoyusane, 3a ouenka Ha OK Ha cbecraBkute Ha Teysuno U TEXHUTE METa0OJIHTH,
IIPH MAIUEHTH C KapIMHOM, C HapylleHa ObOpeuHa QyHKIUs, B CpAaBHEHHE C Te3U C HOpMaJTHa
0b0peuna pyHkmus. B ToBa nmpoyuyBaHe, aHTUTYMOpPHA aKTHBHOCT € U3MepEeHa Upe3 Hal-100bp IThIeH
TyMopeH otroBop. IloBedero ot marmentute (70,4%), ca umanu cTabmiIHO 3a00JsIBaHE KaTO Hall-
n00Bp OTTOBOP (BB3 OCHOBA Ha oueHKaTa Ha nscienosatens no RECIST kpurepus) u 29,6% ot
MAIUEeHTHTE Ca UMAJH TIPOTPECHPAIIo 3a00IsIBaHe, KaTo Hail-100Bp 0011 oTroBOp. B mbpBus mUKbBI
Ha JIedeHne He € HabojaBaHa TOKCHYHOCT, OTpaHuYaBalla 103ata.

Pak Ha cToMaxa B HanpeaHaJI CTaui

JlaHHNTE OT MHOTOLIEHTPOBO, MHOTOHAIIMOHAIHO (M3KJIIOYBAIO A3us), paHIOMHU3UPAHO,
KOHTPOJIMPaHO, 0TBOpeHO KIMHIYHO npoyuBaHe daza I (FLAGS) nogkpensT ynotpedarta Ha
Teysuno B koMOMHAIMA ¢ HMCIUIATHH 32 JIeUeHHE Ha MAIMEHTH C paK Ha CTOMaxa B HarpeaHal
craauii. B ToBa npoyusane 521 MalMEHTH ca paHIOMH3UPaHHK Ha jiedeHue ¢ Teysuno (25 mg/m?
MIEpOpaTHO JBa ITbTH JHEBHO B MPOABIKEHUE Ha 21 IHU, MOCNEBAaHU OT 7-IHEBEH MepHo Ha
HOYMBKA) M HUCILIaThH (75 mg/m? naTpaBeHo3Ha MH(Y3H Ha BeekH 4 cenmuim); a 508 manuenra ca
pangomusupanu Ha nedenue ¢ 5-FU (1000 mg/m?/24 gaca nox ¢opmara Ha HPOABIKATEIHA
WHTpaBeHO3Ha HH(DY3Us oT AHM 1 110 5, KOUTO Ce TMOBTApAT Ha BCEKH 4 CEIMUIIN) U IUCIDIATHH

(100 mg/m? xaTo MHTpaBeHo3Ha MH(Y3HUs Ha JIeH |, MOBTapsHA HA BCEKM 4 CEAMUIIN).
XapakTepUCTUKUTE Ha MAlUCHTUTE ca MpeAcTaBeHn Ha Tabimua 10.

Tab6muma 10: Jemorpadcku M U3XOHHA XapaKTEPHUCTUKH HA MAalMEHTUTE B TpoyuBaHeTo FLAGS

Teysuno + Hucmiaruu 75 mg/m? 5-FU + Hucmiarun 100 mg/m?
(N=521) (N=508)
[omn, n (%)
Mpnxe 382 (73) 347 (68)
Kenn 139 (27) 161 (32)
Bws3pact, ronunu
Menuana ([Inana3son) 59 (18-83) 60 (20-85)
>65, n (%) 160 (31) 164 (32)
Paca, n (%)
bsta
UYepHa miy appoamMepruKaHcka 447 (86) 438 (86)
Aszuatcka 5(1,0) 7(1,4)
AMEpUKaHCKU MHIUAHIN 1IN 4(0,8) 4(0,8)
CCKUMOCH 4(0,8) 6(1,2)
Hpyru 61 (12) 53 (10)
dynknuoHanHo crerosinue no ECOG,
n (%)
0 226 (43) 200 (39)
1 295 (57) 308 (61)
Jlokanu3aiys Ha IbPBUYHATA JIC3HS, N
(%)
Cromax
MsicTo Ha ChbeMHEHHE Ha CTOMaxa 438 (84) 417 (82)
¥ XpaHOIIPOBOJA 82 (16) 88 (17)
JlBere 1(0,2) 3(0,6)
MertacTtatuuno 3adoisBane, n (%) 497 (95) 488 (96)
>2 MeTacTaTU4YHU MeCTa 340 (65) 327 (64)

[To oTHOIIEHNE Ha MFPBUYHATA KpaliHa TOYKa Ha 00IIa MPEXUBSIEMOCT, Teysuno B KOMOHHAITHUS C
[ACIIATHH ITOKa3Ba He To-Majka eeKTUBHOCT OT 5-FU B KOMOWHAITHS ¢ ITUCIUTATHH (BXK. TaOIHIIa
11). ITo Bpeme Ha OCHOBHUS aHAJHN3, MEIUAHATA Ha TTEPHOJa Ha MpOoCeasBaHe 3a o0mIa
MPEXUBIEMOCT MPH IBJIHKUS HaOOp NaHHM 3a aHanu3 e Owi 18,3 mecena.
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Tabawma 11: O6ma npexxuBsieMoCT U IpexuBsieMocT 6e3 nporpecust BbB FLAGS

Teysuno + Lucnnatun 5-FU + Hucmnatua
Koedumuent
Kpaiina Touka Menuana [95% Menuana [95% Ha puck [95%
Iomynanus N JAU]. meceun N JU]. mecenu JU]
O6mma
MIPEKUBSIEMOCT

L lTaHupanu 527  8,5[7,9,9,3] 526 7,91[7,2,8,5] 0,94 10,82,
3a JIeUeHHe" 1,07]

[Ienen Habop 521 8,6[7.9,9,5] 508  7,91[7.2,8,5] 0,92 10,80,
JAHHU 32 aHaJIn3 1,05]
[IpexuBsiemocT 6e3
Tporpecus

IIenen mabop 521 4,8 4,0, 5,5] 508 5,5[4,4,5,8] 0,99 [0,86,
JIAaHHU 3a aHaInu3 1,14]

JIN = noeputeineH uuteppai; [IbieH HaOOp JaHHHM 33 aHAIN3 = BCUYKH PaHIOMHM3UPAHH JICKYBaHU NALMEHTH, aHAIM3HPaHH
crope]] pasnpeieeHHeTo (ToIyIays Ha OCHOBHUS aHAIIU3)

IlequarpudnHa momyaamus

EBporneiickaTa areHmus o jJekapcTBaTa 0CBOOOXKIaBa OT 3aIbDKCHUETO 32 IPEOCTaBsHE Ha
pe3yATaTHTE OT MPOyUBaHUATa ¢ Teysuno BbB BCUYKH MOATPYITH HA MEAMATPUIHATA MOMYJIAINS TPU
CTOMAIIICH aJcHOKapIIMHOM (BX. TouKa 4.2 3a HHGOpMAIHI OTHOCHO yIoTpeOda B MeUaTPUSITA).

IIpu MeTacTaTHUCH KOJIOPEKTAJICH pakK, clIea NpeMHuHaBaHeTo Ha Teysuno, KoraTo € HEeBb3MOKHO
OpoabKaBaHC Ha JICYCHHUECTO C APYT d)J'IVODOHI/IDI/IMI/IHI/IH nopagu CUHAPOM PBKa-KpaK HJIN
ChpACYHO-CbA0BA TOKCHUYHOCT.

B pamkute Ha eBponeiicko KoXxopTHO npoy4uBaHe Ha 200 maiueHTH, KOUTo ca mpemuHanu ot S-FU
nnu 6a3rpaHa Ha KaneuuTaOuH Tepanus Nopaad ChbpAeUHO-ChA0Ba TOKCHYHOCT U ca TIPOIBIDKUIIN C
Tepamnus ¢ Teysuno, uMa moArpyna naueHT ¢ MeTacTaTHdeH KoJopeKkTaieH pak (n=53). B Ta3u
noarpyna namuerTr ¢ mCRC, MEO3UHCTBOTO OT manueHTHTe (92%) ca ycnenn ycrentHo aa
IpeMHHaT Ha Teysuno ¥ J1a IpoabKaT CBOETO JIEYEHHE, HE3aBUCHUMO OT TepaneBTHUHU
KOMOWHAIWH, KaTo MOBTOPHA MOsIBa HAa CHPACYHO-CHI0BA TOKCUYHOCT ce HabronaBa mpu 8%
(Bcuukwm ciydau ca ot knac 1). Cien u3pbpuiBanero Ha ToBa npemunasane 100% ot nauueHTuTe
yCIIsIBaT Jja 3aBbpIIAT IUIAHMPaHaTa 3a TAX XuMuoTepanus. B nonenHenne, 3a nanuentute cb¢c CRC
C MeTacTaTH4YHO 3a00JIsiBaHe, cpe/iHaTa 001a npexuBsieMocT € 26 mecena (95% noBeputelieH
uHTepBan 22-31), ¢ S-roguiiHa npexxuBseMocT ot 12%.

B peTpocnekTHBHO KOXOPTHO NMpoy4BaHe Ha 47 malueHTa ¢ MeTacTaTU4eH KOJIOPEKTaIeH paK OT
Hunepnannckus peructsp Ha konopektaneH pak (PLCRC), mpu npemunaBane kbM S-1 nmopaau
Mpeau3BUKaH OT KaleUuTaOuH CHHIPOM PbKa-Kpak (n=36) WK CbpPAECYHO-CHI0BA TOKCHYHOCT
(n=10), cpemHOTO BpeMe OT 3arovYBaHe Ha JICICHUETO ¢ KaleUTa0nH 0 IbPBOTO TOKYMESHTHPAHO
pa3BUTHE HA 3a00JIIBAHETO CIIE]] 3all0YBaHeTo Ha jJedeHue ¢ S-1 e 414 nuu (95% nosepureneH
nHTepBan 332-568 aun).

5.2 @apmakoKUHETHUYHH CBOHCTBA

dapmakokuHeTnkaTa (PK) pu eqHOKpaTHO M MHOTOKpaTHO Npuiiarane Ha Teysuno B KOMOWHALKS C
LMCIUIATHH € OIIeHeHa B TPU mpoy4BaHud. [IpoBeseHn ca oceMHaIeceT JOITbIHUTEIHN
(hapMaKOKMHETHYHHU MPOYUYBAHUS C IPHUJIaraHe Ha ChOTBETHIHSI PEXXUM KaTo MOHOTepamnus. Beraknre
MIPOYYBaHUS ca IIPOBEEHH MPH PAKOBOOOIHH MAI[UEHTH.

AOGcopOrus

Cnen npunaraHe Ha efHOKpaTHa 7032 oT 50 mg Teysuno (u3pa3eHa KaTto ChIabpkaHue Ha Teradyp)
npu Mbxke (mpubmsuTenso 30 mg/m? Bb3 OCHOBA Ha TeJleCHA MOBLPXHOCT OT 1,56 10 2,10 m? 3a
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TunuueH nanueHt; N=14), menuanata Ha Tmax Ha KoMIoHeHTHTE Ha Teysuno Teradyp, TMHMEpaInI
u oTepanui e choTBeTHO 0,5, 1,0 m 2,0 gaca, a cpeanara + crangaptao otkionenue (SD) AUCQ-inf u
Cmax ca 1 4595 + 4 340 ng wac/ml u 1 762 + 279 ng/ml Ha teradyp, 1 884 + 640 ng wac/ml u 452 +
102 ng/ml Ha rumepanmi, 556 + 281 ng yac/ml u 112 + 52 ng/ml na orepaumin. Menuanara va Tmax
Ha 5-FU e 2,0 uaca, a cpennata AUCQ-inf 1 Ha Cmax ca 842 + 252 ng yac/ml u 174 = 58 ng/ml.
Husara na Teradyp, rumepanni, oteparu u 5-FU ca uamepumu B mpoabpkenue Ha 10 gaca cien
npurarane Ha jpo3ara. CTallHOHAPHOTO ChCTOSHUE Ha Teradyp ce JOCTUTa Hal-KBhCHO JI0 JIeH 8, cien
HpHIIaraHe Ha THMEPAIUI U OTEPaMII B 1031 oT 30 mg/m?,

Cne mpusiaraHe Ha MHOTOKpaTHa j103a (30 mg/m?, u3paseHa KaTo ChIbPKaHUE Ha Teradyp ABa IIbTH
THEBHO B mpoabinkeHue Ha 14 qau; N=10), mennanata Ha Tmax Ha Teradyp, THMEpamuia H OTepaIiI
e ceorBetHo 0,8, 1,0 u 2,0 4aca, a chorBetHaTa cpeana = SD AUC(0-12h) 1 Cmax ca 19 967 + 6 027
ng gac/ml u 2 970 + 852 ng/ml Ha teradyp, 1 483 £ 527 ng yac/ml m 305 + 116 ng/ml Ha rumepart
u 692 £ 529 ng yac/ml u 122 + 82 ng/ml Ha orepanmn. Menuanara Ha Tmax 3a 5-FU e 2,0 gaca, a
cpennara AUC(0-12h) u Cmax ca cbotBeTHO 870 + 405 ng wac/ml u 165 + 62 ng/ml.

[Ipunoxenuero Ha Teysuno ¢ xpana Bogau a0 Hamanenne Ha AUC(Q-inf Ha oTepanui ot
NPHOTU3UTENHO 71%, a Ha TUMEPALII — IPUOIU3UTETHO 25% CIPSIMO MPUIOKEHUETO MM Ha TJIaJIHO.
EnHoBpeMeHHOTO NpuUIiIarane Ha HHXHOUTOP Ha MPOTOHHATA momIia (proton pump inhibitor, PPI)
HamauisiBa e(heKTa Ha XpaHaTa BbpXY (papMaKOKWHETHYHUS PO Ha OTEpPAIHII, HO HE B IOCTAThYHU
TpaHUIM, 32 J]a 3aJIMIH HAITBbJTHO edekTa Ha xpaHaTa. Habmonasa ce 15% namanenue Ha AUC(-inf Ha
5-FU B npuchCTBHETO Ha XpaHa CIIPSMO yCIOBHATA Ha TIIaTHO, a eKCIIO3UIUATa Ha Teradyyp He ce
MOBJIMSIBA OT XpaHaTa (KOSTO MOKa3Ba JIMICa Ha e)eKT Ha XpaHaTa).

Cpemnata AUCQ-inf 1 Cmax Ha 5-FU ca Ommw mpuOIM3UTENHO 3 THTH MO-TOJIEMH CIIC]] TIPHUIIOKCHUE
Ha Teysuno (50 mg u3pa3eHn KaTto chAbpKaHue Ha Teradyp), OTKOJIKOTO CIIe]] MPUIIOKEHNE caMo Ha
teradyp (800 mg), nokato AUCQ-inf u Cmax Ha Mmerabonura Ha 5-FU a-¢uyopo-B-ananun (FBAL)
ca OMJIM mpUOIM3UTETHO OT 15 10 22 IBTHU HO-HUCKHU Clle]] NpHIokeHneTo Ha Teysuno, B cpaBHEHHE
CJIe]] MPUIIOKEHUETO Ha Teradyp.

KommnonenTsT Ha Teysuno oTeparu He mpoMeHs ¢apMakokuHeTHIHUTE podunu Ha 5-FU, Teradyp,
rumepart, FBAL unmn ypannin. KoMnoHEHTHT ruMepanui He oBIHABa (hapMaKOKHHETUIHUS
npodwmt Ha Teradyp.

Pasnpenenenue

Ortepaunn, rumepanmi, 5-FU u teragyp ce cBbp3Bar ¢ NpoTeMHUTE CHOTBETHO 8,4%, 32,2%, 18,4% u
52,3%. CBbp3BaHETO C MIPOTEHMHUTE B YOBEIIKHS CEPYM HE 3aBUCH OT KOHIIEHTPALMATA B AUAIA30H OT
0,1 mo 1,0 ug/ml 3a orepaumi, rumepar u 5-FU, u 1,2 no 11,8 pg/ml 3a teradgyp.

Hsma HanMvHM KIMHUYHY JaHHY 32 Pa3lpelielieHHeTo Ha Oelsi3aHu ¢ M30TOMH KOMIIOHEHTH Ha
Teysuno. Benpeku yue 3a Teysuno, mpuiioxeH HHTPABEHO3HO IIPU XOpa, HIMa HAJIMYHU JJaHHU, OT
JTaHHHTE 32 IPUBUAHUS 00eM Ha pasmpeielieHne U eKCKpeLusTa B ypuHaTa 00eMbT Ha paslpe/ieieHue
MosKe Ja Obie u3umcieH rpy6o, Ha 16 1/m%, 17 I/m? u 23 1/m? choTBeTHO 3a Teradyp, rUMeparui 1
oTepaI.

Buorpanchopmars

OCHOBHHAT MeTAaOOIUTEH IBT 3a Teradyp e npe3 npespbiuane B 5-FU upe3 CYP2A6 B uepuus apo0,
JTIOKATO TUMEPAITHII € CTAaOMIICH B XOMOT€HAT Ha YOBEIIKH YepeH npol (ppakmus S9) ¢ anero3uH 3'-
docdar 5'-pochocyndar muruera con (phosphosulfphate lithium salt, PAPS; kodaxTop 3a
cyndorpancdepasa) Wi HUKOTUHaMH]T aficHuH nunykieotus pocdar (NADPH). Bb3 ocHoBa Ha
pe3yNTaTH OT MPOYYBAHUS in Vitro, €lHA 4aCT OT OTepaIiiia ce pa3rpaxaa HEeH3UMHO JI0 S-a3aypariui
(5-AZU) ot cTomamnrHus COK, a CJIe]] TOBa ce MPEBPhINa B IMaHypHHOBA KucenuHa (cyanuric acid, CA)
B XpaHocMmuiatesiHus TpakT. 5-AZU u CA He nuaxubupat enzumuara akrusHocT Ha OPRT. Camo
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MaJIKO KOJIMYCCTBO OTCpALUII CC MeTa60J’II/IBI/Ipa B UCPHUA ,Z[p06 nopaau HUCKU My HepMea6I/IHI/ITCT.

In vitro olieHsIBaHe IIOCPEICTBOM YOBEIIKH YePHOAPOOHN MUKPO30MH IMOKa3Ba, Y€ HUTO Teradyyp,
HUTO THMEpPAIWI HIIK OTEPALIMII TOKa3BaT HIKAKbB CBbP3aH HHXUOUpAI e(h)eKT BbPXY CH3UMHUTE
AKTUBHOCTH Ha m3clienBanuTe uzodopmu Ha ruroxpom P450 (t.e. CYP1A1/2, CYP2A6, CYP2C8/9,
CYP2C19, CYP2D6, CYP2EIl u CYP3A4).

In vitro onieHABaHe ¢ U3MOJI3BaHE HA MBPBUYHH KYJITYPH OT YOBEUIKH XEMATOLUTH IMOKa3Ba, 4e
teragyp (0,7-70 uM), rumepanuin (0,2-25 pM) u orepaumi (0,04-4 uM) npuTexaBaT MaTbK WIN HE
MIPUTEXaBaT UHAYKTUBEH epeKT BbpXy MeTabonuTHaTa akTuBHOCT Ha CYP1A2, CYP2B6 u
CYP3A4/5.

[Ipu m3non3Bane Ha TUIA3MEHUTE KOHICHTPALUMK Ha YPaLI 3a OLICHsABaHe Ha akTuBHOCTTa Ha DPD B
KJIMHAYHU TIPOYYBaHUs, HE ca HaOJII0AaBaHU U3Pa3eHU IPOMEHH B IUIA3MEHHUTE KOHICHTPALUH Ha
ypalu ciie]] IpuiaraHe Ha eIHOKpaTHa j03a ot 800 mg Teradyp, T0KaTO IIa3MEHUTE KOHIICHTPAITUU
Ha ypalui ce yBeJanyaBaT 3HauUTeHO clie]l IPUIIoKeHHE Ha efHOKpaTHa 103a S0 mg Teysuno
(oTpazsBa muaxubupanero Ha DPD ot rumepanmn). Cnen ennokparso (50 mg) 1 MHOTOKPaTHO

(30 mg/m? 1Ba nbTH JHEBHO) TIpWiIarane Ha Teysuno Npu MbKE, MAKCUMATHUTE KOHIIEHTPAIIMU Ha
ypatmi, oTpassBammu naxuoupanero Ha DPD, ca HabmonaBanu npuOIM3UTENHO 4 Yaca clie]] 103aTa.
Cren eqHOKpAaTHO M MHOTOKPATHO MpUiiarane € HabIroaBaHo cXOJHO HHXuOupane. [Inasmennte
KOHIIEHTPAIMK Ha ypalui c€ Bb3BPBIIAT KbM U3XOJHUTE HUBA NPpUOIN3UTENIHO 48 yaca ciexn
Mpujiarane, KoeTo rmokassa oopaTuMoct Ha HHxuOupanetro Ha DPD ot rumepanu.

Eanmunupane

[Ipu YoBeka MPUBUAHUAT TEPMUHAJICH eMMHUHAIMOHEeH oy kuBoT (T1/2) Ha 5-FU, HabmonaBan

cieq mpuiokeHue Ha Teysuno (cbabpaxaiy teradyp, npeaiekapcerso Ha 5-FU), e mo-apaer
(mpubmmsutenso 1,6 — 1,9 gaca), oT T031, CHOOIABAH TIPEIX TOBA, CJICA MHTPABEHO3HO MPUIIOKECHUE
Ha 5-FU (ot 10 mo 20 munytn). Cien eqHokparHa no3a Teysuno, croiiHoctute Ha T1/2 ca B quanazon
ot 6,7 no 11,3 gaca 3a teradyp, ot 3,1 no 4,1 yaca 3a rumepanun u ot 1,8 10 9,5 yaca 3a orepanu.

Cnen enHokpartHa n03a Teysuno, npudausutento ot 3,8% 10 4,2% ot npunoxkenus Teradyp, ot 65%
10 72% ot mpumnoxeHus rumepaiiil ¥ ot 3,5% 110 3,9% ot npuioxkeHHus oTepaniil ce eKCKpeTupar
HEeTMpoMeHeHHU B ypuHata. OTHOCHO MeTabonuTute, ot 9,5% 1o 9,7% ot npunoxenus teradgyp ce
exckpetnpa B ypurara kato 5-FU u npubnuzurtenno ot 70% mo 77% karo FBAL, koeto e
npubm3uTenHo ot 83% 10 91% ot npunoxenara no3a Teysuno (00mio Teragyp + 5-FU + FBAL). He

¢ HaOmonaBaH eekT Ha THMepall BbpXy 0b0peunus kiupbHe Ha Teradyp, FBAL u 5-FU crnen
npuiokeHue Ha Teysuno, B CpaBHEHHE ¢ TEXHHS KIMPBHC clie]l IPUIIOKeHNEe caMo Ha Teradyp.

JInHelHOCT/HeNMHENHOCT

B smoncko mpoyuBaHe ¢asa [, koeTo u3nona3sa 5 1030BU TPYIHU C I03U B TMANa30H OT 25 10

200 mg/doBeK, € HaIMIIe IPONOPIIMOHAIHO Ha JI03aTa YBEJIMUCHUE HAa SKCIIO3UIMITA 3a Teradyp,
TUMEpAII U OTepalliil. Y BEIMYCHUETO Ha ekcno3unusara Ha 5-FU obaue mokaspa TEHACHIUS KbM I10-
TOJISIMO OT MPOTIOPIIMOHAIHOTO YBEIMUEHHE CIIPSIMO YBENIWYaBaIara ce j103a reragyp.

DapMaKOKMHETHKA IIPH CIICIUATHU HOITYJIaIlui

[Tonrymanmonen PK ananm3 Ha koMmmmoHeHTHTE Ha Teysuno U TeXHUTE METAO0OIUTH OIICHSBA
BIUSHUETO HA Pa3NWIHH (AKTOPH, BKIIOYUTEITHO TOJ, BB3paCT, XpaHa, ETHHYECKa MPUHAIIEKHOCT
(bsima cpaBHEHa ¢ azuaTcka), 0b0peuHa u yepHoApoOHa ¢pyHkuus npu 315 naunentu. bropeunarta
(hyHKIHS, OTpa3eHa OT KPeaTHHUHOBUS KIMPBHHC, € OCHOBHHAT (DaKTOP, KOWTO IMOBIHSIBA
ekcrio3unusTa Ha ruMepanmi ¥ 5-FU. C Hamanenune Ha Oh0peuHaTa GyHKITHSA ce Habo1aBa
yBenMueHne Ha excriozunusara Ha 5-FU B cranmonapHo cherostHre. To3M aHamu3 MoKa3Ba ChINO Taka,
4ye TeHJCHLUATa B IPOMEHUTE Ha (hapMaKOKHHETHKaTa Ha Teysuno, HaOM0aaBaH ¢ YBEIHYCHUETO Ha
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BB3paCTTa, Ca CBhP3aHH C IPOMEHH B ObOpeuHaTa (hyHKIHS, KaKTO € H3MEPEHO C KPeaTHHUHOBHS
KITUPBHC.

Bvbpeuno vepesrcdane

B npoyusane (aza | Ha MmoHOTepanus ¢ Teysuno, koeTo n3ciiensa hapMakOKHHETHKATa Ha
KOMITOHEHTHUTE ¥ METa0OJINTUTE TIPH MMAIHEHTH ¢ HOpMaTHa M HapyIIeHa Ob0pedna QyHKIHs,
naruenTuTe ¢ Jexo 6p0peuno yBpexaane (CrCl ot 51 mo 80 ml/min), momyyaBamm MOHOTEpAHS C
enHakBa 1103a ot 30 mg/m? 1Ba MbTU JHEBHO (MAKCHMAIHO MOHOCHMA /1032 32 MOHOTEPAITHS) KaTo
nanuerTuTe ¢ HopMmanaa obpueHa ¢ynknus (CrCl >80 ml/min), uma yBennueHne Ha cpeHaTa
AUCOQ-inf Ha 5-FU cnpsaMo Ta3u Ha HOpMaJHUTE HauueHTu. [lanuenture ¢ ymepeHo 6b0pedHo
yepexaane (CrCl ot 30 1o 50 ml/min), kouTo nosTy4aBat HamaseHa go3a or 20 mg/m? 1Ba NbTHU
JTHEBHO, HE MTOKa3BaT 3HaunMo yBenndenue Ha cpennara AUCQ-inf Ha 5-FU B cpaBHEeHHE ¢ TOBa Ha
HOpMaJjHaTa rpymna. ¥ BeJIMUeHUETO Ha eKcro3uiusaTa Ha 5-FU npu maiueHTy ¢ jieka cTerneH Ha
OBOpeUHO yBpEeKAaHE B TOBA IPOYUBAHE, 3a€HO C PE3YJITATUTE OT CUMYJIALUATA BbB
(papMaKOKHHETHYHHS aHAJIU3, Npe/monara, 4e no3a Teysuno or 25 mg/m? aBa bTH THEBHO MPU
MAIMEHTH C JIEKa CTeTeH Ha ObOPEeUHO yBpPEeXKIaHe MOXKE 1a IIOCTUI'HE IUIa3MEHH KOHLIEHTPAaLy Ha 5-
FU, nonoOHu Ha Te3u, MOTyYEeHHU NPH MAIMEHTH ¢ HopMaliHa Ob0pevHa QYHKIHS, NOTy4YaBalin

30 mg/m’ 1Ba bTH THEBHO KATO MOHOTEPAIHS, & CBIIO U TE3H C yMEPEHO OBLOPEUHO yBPEXKIAHE,
nosyyasarmy 20 mg/m? 1Ba IIbTH JHEBHO.

Cnen namanena no3a ot 20 mg/m? Teysuno, IpuIarana BeIHbK JHEBHO MPH IPYIATa ¢ TEKKA
0b0peuna HegoctaTbyHOCT (CrCl < 30 ml/min), AUCQ-inf Ha enuanyHata no3a u AUC(-t Ha
MHOTOKpaTHaTa J1o03a 5-FU, ca mpuOau3nuTeHO 2 ThTH MO-BUCOKH B TPyTaTa ¢ TeXKKO 0BOpedHO
yBpeKIIaHe, B CpaBHEHHUE C T€3H, HAOIIOJaBaH! IIPH TpyIiaTa ¢ HopMaiTHa 0h0peuHa QyHKITHS,
noayuasanu 30 mg/m? 18a mbTH AHeBHO. CIIeI0BaTENHO, OM MOIJIO JIa CE OYaKBa , Y€ €XKeIHEeBHATa
excrio3uiust Ha 5-FU 1mie Ob/1e cpaBHUMA B TE3U TPYIU, KaTO JHEBHATA €KCIIO3UIIUS IPU TAIIUCHTUTE B
rpymnata ¢ TeXKo 0bOpeuHO YBpPEKAaHE ce OCHOBABA Ha MpuiiaraneTo Ha Teysuno BeIHBK THEBHO,
JIOKaTO JHEBHaTa ekcro3uiys Ha 5-FU mnpu manueHnTure B rpymnara ¢ HopMajiHa 0b0peuHa QyHKIus,
Ce OCHOBaBa Ha MpWJIaraHeTo Ha Teysuno aBa mbTH AHEBHO. TpsOBa ma ce ordenexu obaue , ue
excrio3unusTa Ha 5-FU Moxke 1a Ob/ie IpOMEHIMBA ¥ HEOUAKBAHO MMO-BUCOKA, TIPU MAIIMEHTH C TEXKO
OBOpEUHO YBpEKIaHe, MOPAJIH BB3ICHCTBUETO Ha KoyieOaHusATa B ObOpeuHaTa (GyHKIHUS TIPH TE3H
IIanuCHTH.

Yeproopobro yepedicoane

Hswma 3naunmu pasznununs B AUC Ha 5-FU, teradyp, rumepannn unm oTepaiui ciel] eJHOKPaTHO WK
MHOTOKpaTHO npuiarane Ha Teysuno ot 30 mg/m? aBa IbTH AHEBHO NPH TALMEHTH C JIEKO, yMEPEHO

WM TEXKO YepHOIPOOHO YBpEXKIaHe, B CPABHEHHUE C TE3W C HOpMaliHa yepHoapoOHa pyukus. Cren
TIpUIarane Ha eTHOKpaTHA 1032 NMa CTAaTUCTHIECKH 3HadnMMo HaMajeHue Ha Cmax Ha 5-FU u
TUMEpAII B TpyIaTa ¢ TeKKO YepHOAPOOHO yBpEKIaHe CIIPSMO Ta3u HAa HOpMaIHATa rpyma, HO Ta3H
pasivka He e HaOIro/1aBaHa Clie]] MPUIIOKEHUE Ha MHOTOKpAaTHA J103a.

Emnuuecku paznuuus

[IpoyuBane ¢a3za [ u3cnenpa papmakoKHHETHKATA TIPU MOHOTEpanus ¢ Teysuno npu manueHTH oT
aszuatcku (Kuraii/Mamnaiizus) npousxoxn u 6enu (CAILL) nanmentu. B croTBeTCTBUE € MTO-HUCKATA
aktuBHOCT Ha CYP2A6 nipu manmenTuTe ot a3uarcku npousxon, AUC(-12 Ha Teradyp e Omia mo-
BHCOKa, a T1/2 e 010 mo-abJIro Npu a3uaTckaTa rpyra, B cpaBHeHue ¢ rpynara oenu. AUC(Q-12 3a
TEMEpAIWI ¥ ypalyi ca O CpaBHHUMH MEXTy JBETE TPYIH, KOSTO MPEIoiara, e HHXUOHPaHEeTo
Ha DPD e nonoGHo npu a3uaTckara rpyna u npu rpymnata 6enu. Pasznukara B ekcnozunusira Ha 5-FU
NP JIBETE TpyNu He € ctaTucTuuecku 3Haunma. AUC(-12 Ha oTepaluii IIpy a3uaTckara rpymna e
MPHOIM3UTETHO MOJIOBIHATA OT Ta3H Ha Tpymara Oenw, BIPEKH 9e Ta3h pa3linKa He € CTAaTHCTUYECKH
3HA4YMMa MOPaJIY ToJIsIMaTa i HHAWBUIYalTHa BapUaOHUITHOCT.
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[Ipoy4uBaHus npy AMOHCKH MAIMEeHTH ojicka3Bat epekT Ha CYP2A6*4 momumophuszsM BBpXY
(hapmakokmHeTHKaTa Ha Teysuno. Beipeku de Bapuantute Ha CYP2A6 ca cBbp3aHu ¢ BapHaOWITHOCT
Ha papmakokuHeTnKaTa Ha Teragyp, AUC Ha rumepanui, KoiTo ce Biusie oT Ob0peunaTa GyHKuus, e
KJII0YOBAaTa AeTepMUHAHTa IpY BapuaOmiHOCTTa Ha papmakokunerukaTa Ha 5S-FU. B mpoyuBane ¢asa
IIT (FLAGS) AUC na teradyp € 3HauUMO 10-BHCOKa TpH manueHTH ¢ anel CYP2A6*4, Beripexn de
HE Ce€ yCTaHOBsBa 3HauMMa pasnuka mo otHomerne Ha AUC Ha 5-FU u uectoTaTa Ha HeXKEIaHUTE
peakuuu. CnenoBarento pasnuuusita B CYP2A6 nonuMopdusmMa Mex Iy azuarckara Momyianus 1
nonynanusata o CALL He u3rnexaa ae e KI0YoBa JCTEPMUHAHTA 32 Pa3IndMATa MEXIY
MIOMYJTAlIMUTE B MAaKCUMAaJIHO ToHOcuMara no3a (MTD). Hannuaute orpannyeHn JaHHU 32
CYP2A6*4/*4 reHoTuna npu sIMOHCKU NallMEHTH, JieKyBaHH ¢ Teysuno, obave, mpeanoiarat 3Ha9uMo
Hamasenu HuBa Ha 5-FU npu ta3u cyOnomynauus. He Moxe na ce qane npenopbka 3a go3aTa npu
taszu cyonomymnamus. Tozu CYP2A6*4 anen e psaabk npu Osu1aTa Moy Tams.

Heduamputma nonyaayus

He ca mpoBexxnann hapMakOKHHETHYHHU pOy4YBaHUs ¢ Teysuno npu nequaTpuyHy MaIleHTH.
5.3 IpenkJMHUYHHU JAHHU 32 6€30MACHOCT

[Ipoy4uBaHuUsATa 32 TOKCHYHOCT [P MHOTOKPATHO IMPHJIAraHe MpH TUIbX0BE, KydeTa U MaiMyHHU
MTOKa3BaT U3MEHEHHS, TUITMYHO CBBP3aHH C TIPUIIOKEHUETO Ha IPOTHBOPAKOB JIEKAPCTBEH MPOIYKT,
Pa3KpHUBAIIK [TATOTOKCUYHUTE e(DEKTH BHPXY MOIMYJIAlUU OT ObP30 ACIAIIH Ce KJICTKH, KaTo
aHeMmusl, HamalleHue Ha (yHKIMITa HA IMyHHATa U XPaHOCMUIIATEIIHATA CUCTEMA, TPEKhCBaHEe Ha
criepMaToreHes3ara u arpoust Ha MBKKHATE M JKEHCKH PENPOAYKTUBHU OpPTaHH.

Jleuenmero ¢ Teysuno mpeau3BUKBa pa3IMIHU KOXKHU €(DEeKTH MPH TUThXO0BE (KepaTo3a Ha JIAInTe ’
olmamiKaTa) ¥ mpu Kydera (KpycTH 1o Koxata u epo3un). OCBEH TOBa CJie]] MHOTOKpPaTHO TIpUJIaraHe ca
HaOII0JaBaH! XUTIEPITUTMEHTAIIHS Ha KOJKaTa M OYUTE, KAKTO ¥ IIOMBTHABAaHE Ha POTOBHIIATA TIPU
KydeTa ¥ KaTapaKTH MPH IIHX0BE. Te31 N3MEeHeHHs ca 00paTHMH.

Teysuno u3riex/a He 3acsara MbXKHUS (PEPTUIIATET MPH ILTHXOBE; BHIIPEKU TOBA, MPHIIOKESHUETO 110
BCSIKO BpEMeE CJie/ 3aUeBaHe BOIU JO PEANIIA BHHITHHU, BUCIICPATHN U CKEJICTHH aHOMAJINH Ha (eTyca
IIpH TUTEXOBE U 3aiiu. ClieTOBaTEIHO, CHIIECTBYBA BUCOK PUCK 33 PA3BUTHE HA TOKCHIHOCT IIPH
KJIIMHUYHY JI034, OCHOBHO JbJDKaIia ce Ha teradyyp (5-FU) u B mo-maJika CTENeH Ha OTepaInil.

Teysuno He € KapIMHOTEHEH HATO NIPH ITBXO0BE, HUTO Ipy MUIIKH. He e ycranoBeno Teysuno na e
MyTareHeH MpH in vitro npu Tecta Ha Ames. Teysuno e KJIacTOreHeH in Vvifro Ipu U3MOoI3BaHe Ha
KJIETKH OT 05171 Jpo0 Ha KUTAHCKU XaMCTep U € cJ1ab0 KJIACTOTEHEH i Vivo TIPU KOCTEH MO3BK OT
MUIIKA.

6. DOAPMAIEBTNYHU JAHHHA
6.1 Chnucbk HAa NIOMOIIHHUTE BelllecTBA
KancyinHo ¢cbIbpKuMo

JlakTo3a MOHOXUIpPAT
MaruesueB cteapar

CbcTaB Ha Karcyaa

Kenatun

Kenesen oxcun, uepsen (E172)
Turanos nuoxcun (E171)
Hatpues naypuncyndar

Tank
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Mactuio

Keneszen oxcun, uepser (E172)

XKenezen oxcun, xbar (E172)
WNumurokapmus (E132)

Kapnay6cku BOChK

N3benen memnak

I'muneponoB MoHOONEAT

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpok Ha roaHoOCT

5 roguHu

6.4 CuoenuajHu ycJ0BHUS HA CbXPaHEHHE
To3n JICKaApCTBCH NMPOAYKT HC M3HMCKBa ClICUAIHN YCJIOBUA Ha CbXPaHCHUEC.

6.5 lanHu 3a omakoBKaTa

PCTFE/PVC/Al Henpo3paunu Onuctepu, chabpskaimy 14 kancynu Bceku. Besika onakoBka Chabpika
42 xancymnu, 84 xancynu unu 126 xancynu.

He Bcuuku BHIOBE OMTAKOBKU MOTaT Ja ObJAT IyCHATH B IPOAAKOA.

6.6 CroemuajHu NpeINa3Hu MepKH MPH U3XBBPJIsIHE U padoTa

Cnen pabota ¢ KancyjiauTe pbleTe TpsSOBa Ja ce U3MHUBAT.

HewnsnomsBaHuaT MeUIIMHCKY TPOAYKT WK OTHAABYHUTE MaTepHalid OT Hero TpsOBa 1a ce
M3XBBPIAT B CHOTBETCTBUE C MECTHUTE N3MCKBAHNA.

7. NPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Nordic Group B.V.

Siriusdreef 41

2132 WT Hoofddorp
Hunepnangus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA
EU/1/11/669/001

EU/1/11/669/002
EU/1/11/669/005

9. JATA HA ITbPBO PAZPEIIABAHE/TIOJHOBABAHE HA PASPEIHLIEHUETO 3A
YIHOTPEBA

Jara Ha mepBO pazpemanane: 14 mapt 2011
[Hata Ha nmocnenHoTo noaHossiBane: 19 Hoemspu 2015
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10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

[Monpo6Ha uH(bopMaIus 3a TO3U JICKAPCTBEH MPOYKT € MpeJocTaBeHa Ha yeOcaiita Ha EBporelickara
areHIus 1o JiekapcTsa http://www.ema.europa.eu.
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1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Teysuno 20 mg/5,8 mg/15,8 mg TBbpaM Karcynm

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Bcesika TBBpaa kamncyna ceappxka 20 mg teradyp (tegafur), 5,8 mg rumepanmn (gimeracil) n 15,8 mg
oteparmi (oteracil) ( kKaTo MOHOKaJTHI).

IToMomIHO BEIECTBO C U3BECTHO NECHCTBUE
Bcesikxa TBBpaa Kamncymna ceabpxa 93,6 mg nakro3a MOHOXUAPAT.

3a IBJIHASA CIIMCHK HA ITOMOIIHUATE BEIIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

TeBpaa karcyna (karcyma)
Karicynara e ¢ Hemmpo3pa4yHo 05110 TSJIO ¥ HETIpO3pavHa Osiyia Kamadka ¢ oTrevaraHo ,,1C442 B cus
LBSIT.

4. KJIMHUYHU JAHHU
4.1 TepaneBTHUYHH NOKA3AHUS

Teysuno e rnokasaH npu Bb3pacTHU:

- 3aJIeYCHHUE Ha pakK Ha CTOMaxa B HaIpeAHAN CTaJHii, KOTaTo ce Mpuijara B CbueTaHue ¢
[HCIDIATHH (BXK. Touka 5.1).

- Karo MoHOTepamnus uiv B KOMOUHAITUS ¢ OKCATHIUIATHH WM UPUHOTEKAH, ChC WK 0e3
OeBau3yMa0, 3a JieueHHe Ha MAIllMEeHTH C METACTATHYCH KOJIOPEKTAJICH PakK, 33 KOUTO €
HEBB3MOKHO MPOABIKABAHE HA JICYSHUETO C APYT HIyOPOMUPUMUINH OPATU CHHAPOM
PBKa-KpaK WM ChPICYHO-CHI0OBA TOKCHYHOCT, KOSITO CE MPOSIBSIBA B /IFOBAHTHA W
MeTacTaTu4Ha cpesia

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

Teysuno Tpr6Ba Ja C€ HadHa4dYaBa CaMO OT KBaJ'H/I(I)I/ILII/IpaH JICKAp C OIIUT B JICUCHUCTO HA paKOB06OJIHI/I
MAaIMUEHTH C aHTUHCOIINIACTUYHHU JICKAPCTBCHU ITPOAYKTH.

Ha nmanmenTtute TpsiOBa fa ce OCUTYPST PelenTH 3a aMOyIaTOPHO JICYSHHE C aHTHEMETHIHH U
AHTUIUAPUIHU JIEKaPCTBEHU MPOAYKTH.

Tenecnata NOBBPXHOCT Ha MAILMEHTa TPSAOBA J1a C€ N3YUCIU OTHOBO U J103aTa Ha Teysuno CbOTBETHO Ja ce
KOpHUTHpa, aKo TErJI0TO Ha MalMeHTa ce € YBEeIHMYMWIOo WK Hamanwio ¢ >10% crpsMo ToBa, KOeTo €
U3M0JI3BAaHO TIPH MPEIIECTBALIOTO H3UNCIICHHE Ha TeJIECHATa MOBBPXHOCT, & MPOMSHATA OYEBUIHO HE CE
ABJDKW Ha 3aIbpPKaHC HAa TCUHOCTH.

EO3H[!OBK3

Pak na cromaxa B HampeaHal CTaHHﬁ, KOraro ce¢ npuemMa B KOM6I/IHaLII/I$I C OUCIIIaTUH

CranmapTHaTa npenopbuBaHa g03a Teysuno, korato ce mpujara B CbUeTaHHe C [IUCIUIATHH, €
25 mg/m?* (M3pa3eHo KaTo ChbpKaHKUE Ha Teradyp) JBa IbTH HA JICH, CYTPHH M BEYEp, B
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MIPOJbIDKeHNE Ha 21 JHH MOCIeI0BaTEIHO, TTOCIeIBaHN OT 7 THU rodnBKa (1 geueden nukbi). To3n
nedeOCH IMUKBII Ce TIOBTAPS HA BCEKH 4 CEIMMIIH.

CranpapTHUTE U HAMaJEHHUTE 103U Ha Teysuno U MHUCIUIATHH, KaKTO U U3YHMCIIEHUSITa Bb3 OCHOBA Ha
TenecHarta noBbpxHOCT (body surface area BSA) 3a nosure Teysuno, NpuiokKeHH B ChUETAHUE C

[ACIIIATHH, ca MPEJICTaBeHN ChOTBETHO B Tabnwma 1 u Tabmuia 2.

I[Ipenopbyanara 103a NUCIUIATHH PH Ta3d CXeMa € 75 mg/m?, NpHUIIOKeHa Ype3 HHTPABEHO3HA
nH(Yy3us eIUH BT Ha Bceku 4 ceqmuiu. [IpunokeHNeTo Ha MUCIUIATHH TPsiOBa Ja Oblie IPEKPaTCHO
cien 6 Oe3 cimpane Ha mpreMa Ha Teysuno. AKO IACITIATHHBT C€ CIpe Mpeau 6 IMUKbIa, TO
CaMOCTOSATETHOTO JeueHue ¢ Teysuno Moxe fa Obae Bb30OHOBEHO, KOTATO C€ TOKPHUAT KPUTEPUNTE
3a Bb30OHOBSIBAaHE Ha JICUCHUETO.

[TanmenTtuTe, ekyBaHu ¢ Teysuno B chueTaHUE C IUCIUIATHH, TPsIiOBa /1a ObIAT CTPOTO HAOIIO1aBaHH,
U TpsiOBa YECTO J1a ce U3BBPIIBAT Ja0OpATOPHHU H3CICIBAHHS, BKIIOUBAIIN XEMaTOIOTHS,
yepHOIpoOHa 1 ObOpeyHa QPyHKIUS 1 CEpyMHU eNeKTPpOoNuTH. JleueHnero TpsOBa na Ob/e
IPEYCTaHOBEHO, aKO ce HaOJIo1aBa MporpecupaHe Ha 3a00JIIBaHETO WIM HEHOHOCHMA TOKCHYHOCT.

Hampasere cripaBka ¢ kpaTtkara xapakrepructuka (KXII) Ha ITucIIaTiH 3a XUTIepXHUIApATAIHS TIPEITH

JICYCHHUCTO.

JHozu na Teysuno npu pak Ha cmomaxa 6 HanpeoHal cmaouul

Tab6muma 1: CtangapTHa 1032 U ITO3BOJICHN HAMAJICHUS Ha J03aTa 3a Teysuno W/WiH 3a IUCIUIATHH

JlekapcTBeH CranaapTHa 103a Hamanenue Ha Hamanenne Ha go3ara 2
NPOAYKT (mg/m?) mo3ara 1 (mg/m?) (mg/m?)
Teysuno 252 — 20* — 15°
n/unm
Hucnnatun | 75 | — | 60 | — | 45
2 M3pa3eHo KaTo ChbpP)KaHUE Ha Terayp.

HW3zuyucnenus na 0ozama na Teysuno npu pax Ha cmomaxa 8 Hanpeonal Cmaoutl

Tabmuna 2: V3uncnenus Ha CTaHAapTHA M HaMaJleHa /103a [IPH PaK Ha cToMaxa B HallpeIHal CTalui
CTIOpE]] TENlECHATa MOBBPXHOCT (m?)

Jo3a Ha Teysuno Besika no3a B OO0wma n1HeBHA Bpoii kancysu 3a Besika j103a
mg (BCAKO A03a B mg* (2 no3u/nen)
npuJjarade)?
CranpapTha 103a*; 25 mg/m? 15 mg kancyna® | 20 mg kamcyJaa®
(kadsBa/osia) (0s11a)

BSA >2,30 m? 60 120 0 3
BSA =2,10-2,29 m? 55 110 1 2
BSA =1,90 - 2,09 m? 50 100 2 1
BSA =1,70 - 1,89 m? 45 90 3 0
BSA =1,50 — 1,69 m? 40 80 0 2
BSA =1,30 - 1,49 m? 35 70 1 1
BSA <1,29 m? 30 60 2 0
IILpBo Hamajenne Ha g03a*: Ha 20 mg/m?

BSA >2,13 m? 45 90 3 0
BSA =1,88-2,12 m? 40 80 0 2
BSA =1,63 1,87 m? 35 70 1 1
BSA =1,30 - 1,62 m? 30 60 2 0
BSA <1,29 m? 20 40 0 1

Bropo namasienue Ha 103a%: na 15 mg/m?
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BSA >2,17 m’ 35 70 1 1
BSA=1,67_2,16m’ 30 60 2 0
BSA = 1,30 — 1,66 m’ 20 40 0 1
BSA<1.29m’ 15 30 1 0

BSA na ce uzuncigsa 10 2 3HaKa cjejl JeceTuyHarTa 3areTas.
2 3pa3eHo KaTo ChIbp)KaHUE Ha Teradyp.

Memacmamuuen konopekmaier paxK Kamo MOHOMepanus Uiy KOM6uHa14M}Z C oKcauniamuH ujiu UpuHoOmeKdH, cvC

uny 6e3 besayusymab, 3a 1evenue Ha NayueHmuy, nPu KOUmo € He6b3MONCHO NPOOBINCABAHE HA IEYECHUCIO C 0PV
dayoponupumudun nopaou CUHOPOMA PbKA-KPAK ULU CobPOHYHO-CbO08A MOKCUYHOCH

[Ipeanoxenara no3a, B mCRC, 3a monoTtepanus e 30 mg/m2 b.i.d. mau 1-14 ¢ may3a oT eqHa ceamuua (+
oepammzyMab 7,5 mg/kg B e 1). 3a komOnHMpaHa Tepanws (C OKCATUIUIATHH WIH HPHHOTEKaH) ce
npenopkuBa npueM Ha 25 mg/m? b.i.d. xau 1-14, mocneaBaHO OT eXHOCEAMUYHA MaYy3a.

Jloszu na Teysuno npu memacmamuyer KOJA0pPEeKmaieH pax

Tabnuma 3a: CrangapTHa 1032 U pa3pelieHo IOHWKEeHNEe Ha 1o3aTa Mpu MOHOTepamnus ¢ Teysuno Ha
METacTaTH4eH KOJIOPEKTAJICH PaK

JlekapcTBeH CranaapTHa Hamauienne Ha Hamausienne Ha
NPOAYKT 103a no3ata 1 ao3arta 2
(mg/m?) (mg/m?) (mg/m?)
Teysuno 30% — 252 — 202
# U3paseHo KaTo chAbp:KaHue Ha Teradyp

Tab6murma 36: CtarmapTHa 1032 U pa3pelIeHo MOHMKEHNE Ha 103aTa TPy KOMOWHUpaHa Teparus ¢
Teysuno Ha MeTacTaTH4eH KOJOPEKTAICH paK

JlekapcTBeH CrangapTHa Hamanenue Ha no3ara 1
INPOAYKT no3a (mg/m?) (mg/m?)
Teysuno 252 — 20%°
H/WIn
Oxcanumratua®®d 130 — 100°
Hpunorexan™ 150-225 — g

2 MI3pa3eHo Karo ChbpiKaHue Ha Teradyp.

° Chung KY, Saito K, Zergebel C, Hollywood E, Segal M, Saltz LB. Phase I study of two schedules of oral S-1
in combination with fixed doses of oxaliplatin and bevacizumab in patients with advanced solid tumors.
Oncology. 2011;81(2):65-72.

¢ Winther SB, Zubcevic K, Qvortrup C, et al. Experience with S-1 in older Caucasian patients with metastatic|
colorectal cancer (mCRC): Findings from an observational chart review. Acta Oncol. 2016;55(7):881-885.

4 Osterlund P, Kinos S, Pfeiffer P, et al. Continuation of fluoropyrimidine treatment with S-1 after
cardiotoxicity on capecitabine- or 5-fluorouracil-based therapy in patients with solid tumours: a multi-centre
retrospective observational cohort study. Manuscript Submitted 2021.

¢ Winther SB, Liposits G, Skuladottir H, et al. Reduced-dose combination chemotherapy (S-1 plus oxaliplatin)
versus full-dose monotherapy (S-1) in older vulnerable patients with metastatic colorectal cancer (NORDICY): a|
randomised, open-label phase 2 trial. Lancet Gastroenterol Hepatol. 2019;4(5):376-388.

f Tt kato onrumannara no3a WUPUHOTEKAH He € M3BECTHA U CE M3I0JI3Ba B KOMOMHawwms ¢ Teysuno B
I[I/Ial'[a230H Mexay 150-225 mg/m?, Hal-IIOAXOAAIIMAT OIIMT HBA OT JO3MPAHETO Ha HpHHOTEKaH Ha 180-200
mg/m

¢ He MO>ke J1a ce HalpaBu MPEnopbKa M HAMAISBAHETO Ha J103aTa Ile 3aBHCH OT HauyaJIHATa /1032

Uszuucnenue na 0oza na Teysuno npu memacmamuier KoJaopeKkmaieH pak

Ta6muua 4: M3uncienne Ha CTaHJApTHA U TIOHIYKEHA 1032 CIIOPE]] TeIeCHATa HOBBPXHOCT (m?) mpu
METacTaTU4YeH KOJOpEKTaleH pak
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Jo3a na Teysuno Besika no3a B O0ma nHeBHA Bpoii kancyau 3a Besika no3a (2
mg (BCAKO J103a B mg?* J1031//1eH)
npuiaarase)®

CrangapTna g03a*: 30 mg/m? 15 mg kancyna® |20 mg kancysaa®
(kadsiBa/on1a) (0n12)
BSA >2,30 m? 70 140 2 2
BSA =2,10 - 2,29 m? 65 130 3 1
BSA =1,90 - 2,09 m? 60 120 0 3
BSA =1,70 - 1,89 m? 55 110 1 2
BSA =1,50 - 1,69 m? 50 100 2 1
BSA =1,30 - 1,49 m? 40 80 0 2
BSA < 1,29 m? 35 70 1 1
ILpBo HamMajenue Ha 103a%; Ha 25 mg/m**
BSA >2,30 m? 60 120 0 3
BSA =2,10-2,29 m? 55 110 1 2
BSA =1,90 - 2,09 m? 50 100 2 1
BSA =1,70 - 1,89 m? 45 90 3 0
BSA =1,50 - 1,69 m? 40 80 0 2
BSA =1,30 - 1,49 m? 35 70 1 1
BSA < 1,29 m? 30 60 2 0
Bropo namasienue Ha 103a*: Ha 20 mg/m?
BSA>2,13 m? 45 90 3 0
BSA =1,88-2,12 m? 40 80 0 2
BSA =1,63 - 1,87 m? 35 70 1 1
BSA =130 - 1,62 m? 30 60 2 0
BSA <1,29 m? 20 40 0 1
BSA TpsibBa na ce uzumcisiBa 10 2 3HaKa CIICA JCCETUYHATA 3aIeTast.
2 [I3pa3eHo KaTo ChIbpKaHUe Ha Teradyp.
Kwakman JJM et al. Randomized Phase III trial of S-1 versus capecitabine in the first-line treatment of
metastatic colon cancer: SALTO study by the Dutch Colorectal Cancer group, Annals of Oncology 2017, 28;
6): 1288-93
7(# %5 mg/m? e cTanapTHa /103 B CJly4aii Ha KOMOMHMpAHa Tepanus ¢ OKCAMILIATHH WM HPUHOTEKAH

Kopuzupaﬁe 6 X00a HA JIeYeHUemo

Obuo

TokcuyHOCTTA, JBIDKAIIA CE HA MPUIOKEHUETO Ha Teysuno, TpssOBa 1a ObJe JICKyBaHa ChC
CHUMITTOMaTHYHH CPECTBA W/MIH NPEKbhCBAHE HA JICUSHUETO WIIM HAMaleHue Ha jno3ara. [laruenTure,
npuemany Teysuno, TpssOBa Ja ca MHPOPMHUPAHH 32 PUCKOBETE U JIa ca HHCTPYKTHPAHU JIa ce
CBBpKaT HEe3a0aBHO C JIEKaps CH, aKO Ce MPOSBU YMEPEHA MITH TEKKa TOKCUIHOCT.

I[OSI/ITC, IIPOITyCHATH Imopaau TOKCUYHOCT, HE C€ KOMIICHCHUPpAT, 4 aKO MAIMUCHTHT IIOBBPHE CJIC]
npueMaHe Ha 103aTa, Ta3u 103a HE TpH6Ba Ja C€ KOMIICHCHUPaA.

Cnen karo mo3ara Ha Teysuno e Ouiia HaMajeHa BEJHBXK, T HE TPSOBa Jla e yBeJIMYaBa OTHOBO.
Kpumepuu 3a npomsana na oozama na Teysuno

[IpomenuTe Ha n03aTa MOpaaArd TOKCHYHOCT TpsOBa 1a cTaBaT B ChbOTBETCTBHE ¢ Tabmuuu 1, 3,5, 6 u 7.
B ciyyaif Ha TOKCHYHOCT MOTaT Jia ce HalpaBsT MAKCUMYM JIBE MTOCIIE0BATEIIHA HAMaJICHHsI Ha
J103aTa 3a BCEKH JIEKapCTBEH MPOIYKT Taka, KaKTO € OMHMCaHo B Tabnuia 1, mpu pak Ha cromMaxa B
HanpeaHall CTaJuid, U B Ta0unIa 3, Ipu MeTacTaTHYeH KOJIOpEKTalleH pak. Besko oT HamaseHusTa Ha
Jo3aTa MOHMKaBa go3ata ¢ okoyo 20-25%.

B ciydaii Ha pak Ha cTOMaxa B HalpeIHa CTaauil BHKTE Ta0iuIa 2 3a MoaApoOHOCTH OTHOCHO Opost
karicynu Teysuno, KOUTo TpsgOBa /1a ce MpUeMar 3a BCAKO JI030BO HUBO.

B ciyuaii Ha MeTacTaTHYeH KOJOPEKTAICH PaK BIDKTE TaOiuIa 4 1o OTHOIIIEHHE Ha TIOJPOOHOCTH,
34



CBBp3aHu ¢ Opos karcynu Teysuno, KOUTO Aa ce MpUueMar MpH BCIKO J030BO HUBO. OTHOCHO
MUHUMAITHUTE KPUTEPUH 32 BH300HOBSIBaHE HA JICYCHHETO ¢ Teysuno BIKTe Tadnuma 8.

HpOMeHI/ITC B JO3UTC HaA Teysuno IMpU TOKCUYIHOCT, KOraTo CC npujara B Cb4€TaHUEC ¢ NUCIUIATUH,
Morar aa ¢c€ OCbIICCTBAT I10 ABAa HAYWHA.

e B x00a Ha 4-ceOmuuen yukwvl Ha JedyeHue

Teysuno Tps6Ba ia ce gaBa camo OT AeH 1 10 21 Ha BCEKH IMKBII, T.€. JICUSHHETO He TPsIOBa 1a ce
npuiara ot JieH 22 10 28 Ha uukbi. [IponycHaTuTe HU JIeU€HHE B €IMH IIUKBJI, KOraTo MPUEMBT
Ha JICKapCTBEHUS MPOIYKT € MPEeKpaTeH Mopail TOKCHYHOCT, He TPsIOBa a Ob1aT KOMIIEHCHPaHH.

B xo/a Ha neueOeH UKBJI KOPUTHPAHETO Ha J103aTa TPsiOBa Ja ce U3BBPIIBA 32 BCEKH OT/ICIICH
JIEKapCTBEH IPOAYKT, 332 KOWTO C€ CMTA, Y€ € IPUIMHHO CBBP3aH C TOKCHYHOCTTA, aKO TaKOBa
pasrpaHUYeHHE € Bh3MOXKHO. AKO ce TIpHeMe, Ue U JIBaTa JICKaPCTBEHU MPOAYKTa MPUINHIBAT
TOKCUYHOCTTA WM € HEBb3MOKHO J1a C€ HalpaBH pasrpaHUYeHUe, TOraBa J03aTa U Ha JBaTa
MPOJyKTa TPAOBa /1a C€ HaMaJu B ChOTBETCTBHUE C TAOIHUIIATa 3a MPEOPHYBAHOTO HaMalleHHe Ha
Jo3ara.

e [Ipu 3anousane na nowzedeaum YUKIIU Ha JleyerHue

AKO MMa MoKa3aHus 3a OTJIaraHe Ha JiedeHre ¢ Teysuno Wi MUCIUIATHH, TOTaBa MPUIOKEHUETO
Ha JIBaTa JIEKApCTBEHH MTPOJYKTa TPSIOBa Ja C€ OTIOXKH, JOKATO N3MCKBAHHSTA 32 TOBTOPHO
BKJIIOUBAHE HA J[BAaTa JICKAPCTBEHH MPOAYKTa OBAAT U3MBIHEHU, OCBEH aKO €IUH OT TE3H
MIPOJYKTH HE € OWII CIPSH OKOHYATEITHO.

Ipomenu 6 oozama na Teysuno nopadu nedxiceranu peakyuu, ¢ USKIIOUeHUe Ha XeMamoar02uyHa u
OvOPeuHa MOKCUYHOCM.

Tabmuna 5: Tabnwima 3a HamMaieHne Ha J03ata Ha Teysuno nmopaau 0011a TOKCHIHOCT, CBhp3aHa C
JIEYCHUETO, C U3KIFOUCHNE HA XeMaTOJIOTHYHA U ObOpedYHa TOKCUIHOCT

Crenenn Ha ITpomenu B n1o3ata Ha Teysuno B Kopurupasne Ha no3ara Ha
TOKCHYHOCT? pPaMKHTe Ha JedyeOeH NMKBJ OT 21 qHI Teysuno 3a cieaBaio
npuiiarase/cjaeABanl HMKbJI
Crenen 1
Bcska nposiBa JleueHnuero ce 3ana3Ba MpHu ChIIOTO Hama
JI030BO HUBO
Crenen 2"¢
Bcska nposiBa | [IpexncBa ce aeuenuero no crenex 0 wim 1 | Hama
CreneH 3 ujam no-Bucoka‘
IIspBa nposiBa IIpexsceBa ce nedennero no crenel 0 umm 1 Hamanssa ce ¢ 1 no3oBo
HHUBO CIIPSIMO IPEIXO0AHOTO
Bropa nposipa IIpexncBa ce neuenuero Ao creneH 0 umu 1 Hawmansisa ce ¢ 1 103080
HUBO CIPSIMO MPEAXOAHOTO
Tpera mposiBa Crmpane Ha JICUSHUETO CrmpaHne Ha JICUSHUETO
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? Cnopen O6UIMTE TEPMUHOJIOTHYHU KpUTEpHH 3a Hexenanu peakimu (Common Terminology Criteria for
Adverse Events (CTCAE)) na IIporpamarta 3a orieska Ha jiedenneTo Ha paka (Cancer Therapy Evaluation
Program), Harmonanen unctutyT o paka va CALL[ (US National Cancer Institute), Bepcus 3.0.

Y34 cremen 2 ranene w/nnm MTOBpPBIIaHE AaHTHEMETHYHOTO JIeUeHHEe TPAOBa /1a Ob/Ie ONTUMH3UPAHO TIPEAN
criupase Ha Teysuno.

¢Ilo nuvHa MpereHKa Ha JEKyBAIIHsI JIeKap MAUeHTHT MOXKE J1a TIPOIBIDKH C JICUCHHETO Oe3 HamMaeHne
W TIPEYyCTaHOBSBAaHE MOPAAN HEXKETIaHHU PEaKkiH (HEe3aBUCHMO OT CTENICHTa), 32 KOMTO CE CUUTa, Ye €
MAJIKO BEPOSITHO J]a CTaHAT CEPHO3HH WITH )KUBOTO3aCTPALIaBaIH (HAIPUMEp aJloNel s, IPOMEHH B
nosioBara QyHKIHUS U CyXa KOXka).

Ilpomenu 6 dozama npu 6vOpeuHa MOKCUYHOC

IMpenn HAYaIOTO HA JICYEHHUETO B JIeH | 3a BCEKH IMKBJI TPsIOBA [a Ce OMpees KpeaTHHHHOBHUS
kiupbHC (CrCl).

Ta6n1/1ua 6: HpOMHHa B 103aTa Ha Teysuno 1 OUCIUIATHH B CBOTBETCTBHUE ChC CTOMHOCTUTE Ha
Kp€aTUHUHOBUA KIIMPBHC B HAYAJIOTO HAa HMUKBJI HA JICUCHUC

KpeaTtnnnnos IIpomsina B 1o3aTa Ha Teysuno B IIpomsiHa B 103aTa HA HUCIJIATHH
KJIMPBHC HAYAJIOTO HA IIUKDHJIA Ha JIeYeHHEe | B HAYAJIOTO HA MUKBJIA HA JIEYeHHe
>50 ml/min be3 npomsHa B mo3aTa be3 nmpoMsHa B mo3aTa
ot 30 1o Hauaio Ha neueHuero ¢ 1 HUBO Hauano Ha neuenuero ¢ 50%
49 ml/min HaMaJeHHUe Ha J103aTa HaMaJeHUE Ha J103aTa CIpPSIMO
MPEIXOIHUS UKD
<30 ml/min® [IpekparsiBaHe Ha JCUECHUETO 10 [IpexpatsiBaHe HA JEUEHUETO C
JOCTUTaHEe Ha KPUTEPHS 32 [UCTUIATHH JI0 JOCTUTaHEe Ha
BBH300HOBsIBaHETO My (=30 ml/min), KpUTEpHS 32 Bb30OHOBIBAHETO MY
clies1 KoeTo JieueHrnero 3anoyBa ¢ 1 | (=30 ml/min), ciiex KoeTo JeueHHETo
HHMBO HaMaJI€HUE Ha 103aTa 3arouBa ¢ 50% HamaneHne Ha 103aTa
CIPSIMO TIPEAXOIHUS IIUKBIT
2 Jleuenwne Ha nanpeHTd ¢b¢ CrCl<30 ml/min He ce mpernopbuBa, OCBEH aKO MOJI3UTE OT JICUCHHETO C
Teysuno 3HAYUTCIHO HAJIBULIIABAT PUCKOBETE. 3a YIOBTBAHC,BUKTC HDOMeHu 6 dozama npu cneyuaiHu
nonyniayuu/0opeyHo yspescoane.

HpOMeHu 6 0ozama npu xemanioaocuiHa moKcuiHocm

Tabmuna 7: XemaronoruyHa TOKCUYHOCT, P KOSTO JieueHHeTo ¢ Teysuno TpsiOBa BpeMEeHHO Aa ce
[IpeyCTaHOBU

Enununm | Heyrpopuau | TpomOountn | Xemorsoou | Ilpomsna B 1o3aTa Ha Teysuno
H

IIpexpatsiBaHe Ha JIEYEHUETO 10
U <0,5x 10%/1 <25x 10%/1 4,0 mmol/l JIOCTHTaHE Ha KPUTEPUS 3a
BB300OHOBSIBAHETO MY (BIK.
tabnuma 8), caea KoeTo
JICYEHUETO ce Bb30OHOBABA C |
HHMBO HaMaJICHHE Ha J103aTa.

Kpumepuu 30 6b300HOB6AHE HA JIEYEHUEMO C Teysuno

Tabmura 8: MUHIMAITHA KPUTEPHH 32 BH300HOBSIBaHE HA JICUCHUETO ¢ Teysuno ciex CiupaHeTo My
nmopaay TOKCUIYHOCT
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HexemaTosiornuna XeMaTo10ru4Ha
W3xomHa winu ot crened 1 Bpoii Ha Tpom6ormTa >100 x 10%/1
M3uncnen KpeaTHHUHOB KIUPBHC Heytpodumu > 1,5 x 10%/1
>30 ml/min® XemMornobud > 6,2 mmol/l

CrCl tps6Ba na Obe M3UMCIICH B HAYAIOTO HAa BCEKH LIUKBJI IIPEIU 3alI0UYBaHE HA JICYEHHETO C
Teysuno Ha neH 1.

3 Jleuenne Ha marmentn ¢b¢ CrC <30 ml/min He ce mpenopb4Ba, OCBEH aKo MOJI3UTE OT JIEYUEHHUETO C
Teysuno 3HAYMTEIIHO HA/IBHUIIIABAT PUCKOBETE. 3a YIIbTBAHE, BIXKTE [IpoMenu 6 003ama 3a cneyuantu
nonynayuu/6vopeuno yspescoare.

Ilpomenu 6 dozama 3a cneyuanlnu nonyaayuu

bvbpeuno yspeacoane
e Jlexo 660peuno yepexaane (CrCl ot 51 mo 80 ml/min)

He ce npenopbuBa kopurupaHe Ha CTaHJapTHATA 032 MPH MAIUSHTH C JIEKO ObOPEYHO
yBpeXIaHe (BXK. TOUka 5.2).

e Ymepeno 060peuno yBpexaane (CrCl ot 30 mo 50 ml/min)

I[Ipenopbuanara cTaHAapTHA 1032 PU NALMEHTH C yMepeHo ObOpedHo yBpexaane e 20 mg/m’
JIBA ITbTH JTHEBHO (M3pa3eHo KaTo ChAbpkaHue Ha Teradyp) (Bx. Touku 4.8 u 5.2).

e Texko 660peuno yBpexnane (CrCl mo-auchk ot 30 ml/min)

IIpunoxenuero Ha Teysuno He ce MpenopbUBa, MOPAAXU Bb3MOKHA II0-BUCOKA YECTOTA Ha
HEe)KeTIaHW PeaKIfK Ha KpbBHATA M TUMQHATA CHCTEMH, OCBEH aKO MOJI3UTE HEChMHEHO
HaJIXBBPIAT pUCKoBeTe (BXK. TOUKU 4.4 1 4.8), BBIIPEKH Y€ OH MOTJIO J1a Ce 0YaKBa
MPUOIM3UTETHO CXO/IHA JHEBHA eKcro3uius Ha S5-FU, npu manueHTH ¢ TeKKO ObOpedHO
yBpexIaHe, Ha 103a oT 20 mg/m? BeIHbX JHEBHO, B cpaBHeHHue ¢ 30 mg/m? 1Ba IIbTH JHEBHO,
MY MAIMEeHTH ¢ HopMaiHa Ob0peuHa QyHKIus (BXK. ToUKa 5.2).

HsMa HaM4yHM JaHHU IO OTHOIIIGHUE HA MTpUJIaraHeTo Ha Teysuno mpu MalieHTy B KpacH
cranuii Ha OBOpeuHO 3a00IIsIBaHe, M3UCKBAII Juain3a (BxK. Touka 4.3).

Cmapuecka 6v3pacm

U npu nBeTe MoKa3aHus HEe ce MPENnopbhYBa KOPUTUPAHE HA CTAaHAAPTHATA J103a MPH MAIMEHTH Ha
BB3pacT >70 ronunu (BX. Touka 4.8).

[Ipu mo-ysA3BMMU NIAIIMEHTH B CTapuecka Bh3pacT, B CIIydail Ha METacTaTH4eH KOJIOPEKTaJIeH PaK
KOTaTo MPOIBIDKABAHETO HA JICUCHUETO C APYT QIIYOPOITUPUMHUINH € HEBB3MOXKHO ITOPaIn
CHHJIPOM PBKa-KpaK MM ChPAEYHO-CHI0BA TOKCHYHOCT, TPeNophunNTeIHAaTa 1032 € 20 mg/m?
(u3pazeHa KaTo chAbpIKaHUE HA Teradyp) JABa IbTH JHEBHO, CYTPUH U Beuep, B IPOJABIDKEHUE Ha
14 mocnenoBaTeNHU JHH, OCIEABAHO OT 7 JHM IOYMBKA, B KOMOMHAIIM C ITIOHIKEHA J103a
okcanumuiatud (100 mg/m2 B JicH | mipu 3-ceMHUUEeH ITUKBI).

Yeprodpobro yepesicoare

He ce npenopbuBa KopuUrupane Ha CTaHJapTHATA /1033 M IPU JBETE MOKA3aHHS IPH MAIUSHTH C
4epHOAPOOHO yBpexaaHe (BXK. Touka 5.2).
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Paca

He ce npenopbuBa KopurupaHe Ha CTaHIApTHATA J103a U MPHU JIBETE MOKa3aHUs MPU NALUEHTU
OT a3MaTCKa CTHUYECKA MPUHAUICIKHOCT (BXK. TOUKa 5.2).

THeouampuuna nonyiayus

Be3omacHoctTa U eukacHocTTa Ha Teysuno mpu jella U FOHOIIM 1Mo 18-rouIliHa B3pacT He €
ycranoBeHa. JluncBar gannu. [1o Ta3u npuunna Teysuno He TpsOBa Ja ce mpuiiara mpu Jiera uiu
[oHOLIM NoJ 18-roauiiHa Bb3pact.

HauunH Ha mpuiaoxeHue

Karncynute TpsiOBa f1a ce mpueMar ¢ Boja rpe3 ycrara rmone 1 yac npenu wim 1 yac cien XxpaHeHe (BK.
TOYKa 5.2).

4.3 IIporuBomoka3zaHus

o CBpBXUyBCTBUTEIHOCT KbM HAKOE OT aKTUBHHTE BelllecTBa (Teradyp, THMEPAIIT U OTEPAaIlI)
WM KBM HIKOE OT IMTOMOIITHUTE BemecTBa (M30pocHu B ToUKa 6.1)

o AHaMHe3a 3a TeKKH 1 HeOUaKBAaHH PEaKLUH [IPH JICUeHUE ¢ PIyopOonupUMUANHH

J W3BecTeH mbieH AeUIUT Ha JUXUIPONUPUMUINH Aexuaporenasa (dihydropyrimidine
dehydrogenase, DPD) (Bx. Touka 4.4)

. bpeMeHHOCT U KbpMEHE

) TeXKO MOTUCKaHE Ha KOCTHHUS MO3bK (TEXKKa JICBKOTICHUS, HEYTPOIICHUS HITH
TPOMOOITUTOIICHHS;, BXK. TOUKa 4.2, Tabnuia 7)

) Kpaen craamii Ha 060pedHO 3a00sIBaHe, H3UCKBAIIl AHAITH3A.
o EnHoBpeMeHHO mpuiiokeHue Ha APYTH QuryopornupuMuanan ¢ Teysuno
. CKOPOILIHO WM ChITBTCTBALIO JIeueHHEe ¢ OpuBYIuH (BXK. Touka 4.4 1 4.5 3a B3aUMOACHCTBHSA OT

THIIA ,,JICKAPCTBO-JICKAPCTBO ).

o 3a MpOTUBOIIOKA3aHMUs 3a IUCIIATHH, OKCAJTUIUIATHH, HPHHOTEKaH 1 OeBann3yMad HalpaBeTe
CIpaBKa B ChOTBETHUTE KPAaTKU XapakTepuCTUKH Ha mpoayktute (KXII)

4.4 ChneunuajHM mpeaynpeskaeHUus: U NMpeaNa3Hl MePKH NpH ynoTpeda
OrpannuaBalniara g03aTa TOKCHYHOCT BKJIIOUBA AWapus U Aexuapatanus. [loeueTo Hexxenanu
peaxuuu ca o0paTUMHU M MOTaT Ja ce OBJIAAEAT ChC CUMITOMATUYHO JEUEHUE, IPEKbCBAHE Ha Jj03aTa

1 HaMaJICHUs Ha ChlIaTa.

IloTuckaHe Ha KOCTHHS MO3BK

[Ipu manmenTy, nekyBaHu ¢ Teysuno B KOMOWHAIHS ¢ IUCIUIATHH, c€ ChoOIIaBa 3a CBbP3aHo C

JICYEHHUETO IIOTUCKAHE Ha KOCTHUSA MO3BK, BKJIKOYBAIIO HEYTPOIICHUS, JIEBKOIICHHUS],

TpoMOOLMTONEHNS, aHEMH U MaHuToneHus. [lannenture ¢ HUCHK Opoil Ha OennuTe KPHBHU KIETKU

TpsOBa Ja ObJaT BHUMATEIIHO MOHUTOPUPAHU 32 HH(EKIHS U 38 PUCK OT APYTH YCIOKHEHHS Ha

HEYTPOTIEHUATA U JIEKYBaHH CIIOPE]l MEJUINHCKUTE IOKa3aHu (T.€. ¢ aHTUOMOTUIH, TPAHyJIOIUT-
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KoJoHHOocTUMyIupan] (akrop (granulocyte-colony stimulating factor, G-CSF)). [Ipu mauuenTure ¢
HHUCBHK OO TPOMOOITUTH CHITIECTBYBA TIOBHIIICH PHCK OT KbPBEHE U TPsiOBa /1a Ob1aT BHUMATEITHO
MoHHUTOpHpaHu. [lozaTta TpsOBa fa ce MPOMEHH CIOpe IPEOPbKUTE B Touka 4.2.

PeaktuBanms Ha xenaTtut B

IIpunoxenuero Ha Teysuno npu Hocutenu Ha xenatut B, HBc anturen Herarusuu ninu HBc anTuren
NO3UTHUBHH NarenTH i HBs anturen HeraruBan win HBs aHTHTeH NO3UTHBHY ITAIlMEHTH MOXKE Ja
JIOBEJIEe 1O peakTUBallus Ha xenatur B.

[Ipenu 3amouBaHe Ha TedeHNETO ¢ Teysuno nanueHTuTe TpsiOBa Aa ObIAT M3CIEABAHM 32 WH(PEKIINS C
xenatut B. IIpenu 3amouBaHe Ha JEUEHUETO NAUEHTUTE C MO3UTUBHA CEPOJIOTHUA 3a XenaTuT B
(BKJIIOYHMTENHO TE3H ¢ aKTHBHO 3a00JsiBaHe) U Te3u, pu kouto HBV Tecta ce e mo3utuBupan no
BpEeME Ha JICYCHUETO TPsiOBa fa ObJIaT KOHCYJITUPAHHU OT CICIHUAIMCTH 110 YSPHOIPOOHH 3200 IIBaHUS
U CTICIUAINCTH B JeueHueTo Ha xenatuT B. Hocurenu na HBV, nipu kouto ce Hanara JieueHue ¢
Teysuno Tps0Ba na ObAaT HaOOIABaHU BHUMATEIHO 110 BpeMe Ha JISYSHUETO 3a MIPU3HALN U
cuMIToMH Ha akTBHA HBV uH]ekuus, kato mpu Ts1x ce npenopbuBa npociesBaHe Ha
4epHOIpOOHHTE (DYHKIIMOHAIHU TIOKA3aTeN UIIH BUPYCHHU MapKepH.

ﬂI/IaQI/Iﬂ

[ManmenTute ¢ AUapus TpsOBa Aa ObAAT BHUMATEITHO MOHUTOPUPAHH U B CIy4ail Ha AeXHpaTanus 1a
ObJlc Bb3CTaHOBEHA 3ary0aTa Ha TEUHOCTHU U eNeKTpoiuTu. TpsOBa na ce mpuiara npopuiakTuIHO
JiedeHue 3a Tuapus, KakTo e mokasaHo. CTaHIapTHOTO aHTHIUAPUIHO JeueHHe (KaTo HalpuMep
JIOTIEpaMHMl) ¥ MHTPABEHO3HO MIPpHUJIaraHe Ha TEYHOCTH/EJIEKTPOJIMTH TPSOBa J1a 3alI0YHE PaHO TpH
pa3BuTue Ha auapus. [Ipy HacThIBaHE Ha IUAPHS OT CTEMEH 2 UIIH MO-BUCOKa TPIOBa /1a ce
MpepreMe BPeMEHHO CITUPaHe/KOPUTUPaHe Ha J103aTa, aK0 CHMITOMUTE MIEPCUCTUPAT BHIPEKH
aJIeKBaTHOTO JICUCHHUE.

,ﬂexngpaTagHﬂ

Jexuaparanusra u BCHUKH ChITHTCTBAIIY SICKTPOJIUTHA HAPYIIICHUS TPsOBa 1a Obaat
MPEIOTBPATCHU HITH KOPUTHPAHU B HAYANIOTO. [[allUEHTUTE C AaHOPEKCHS, aCTEHUS, TajCHE,
MOBPBIAHE, TUAPHSL, CTOMATUT U CTOMAITHO-UYPEBHA OOCTPYKIIHS TPSOBA J]a € MOHUTOPHPAT
BHUMATEJHO 33 MPHU3HAILIM Ha Jexuaparaius. Jexuaparanusara TpsOBa 1a ce OBlajsBa arpeCUBHO C
pexuapaTupaHe U APYrH MOJAXOIAIIN MEPKH. AKO HACTBITH ACXUIpATAIUs BTOpA cTerneH 2 (I Mo-
BHICOKA), JICUCHHUETO TPsOBa fga OBbJe CIPSHO HE3a0aBHO W JIa CE KOPUTHPA eXHUaApaTaIusITa.
Jleuennero He TpsOBa 1a ce BH30OHOBSBA, TOKATO JEXHUAPATAIUATA U MOICKAITUTE MPUINHH 32 Hesl
He OBbJaT KOPUTHUPAHU WU aJIeKBaTHO KOHTposupanu. [Ipu HeoOXxoauMocT TpsiOBa fa ce HampaBsT
MPOMEHH B J103aTa MPH HACTHIIBAHE HA HEXKeNaHaTa peakims (BxK. Touka 4.2).

Bbu0Opeuyna TOKCHYHOCT

Jleuenuero ¢ Teysuno B KOMOWHAIUS C IUCIUIATHH MOXeE J]a € CBhP3aHO C BpDEMEHHO HaMaJleHHe Ha
CKOpOCTTa Ha TIIoMepyIIHa GUITPANs, IPUIHHEHO TJIaBHO OT MpepeHaTHn (HaKkTopy (KaTo HarmpuMmep

JeXUIpAaTalys, SICKTPOIUTEH qucbananc u T.H.). [Ipu nanueHTH, nonydasanu Teysuno B
KOMOWHAIUS C MUCIIIATHH, ca ChOOIIEHH HEeXKENIaHW PEaKIUK OT CTEeH 3 U MO-BHUCOKA, KaTo
HarmpuMep MOBHUIICH KPEAaTUHUH B KPHBTA, HAMAJICH KPEAaTUHUHOB KIIMPBHC, TOKCHUYHA He(i)pOHaTI/ISI )41
ocTpa ObOpeuHa HeIOCTaThUHOCT (BK. TouKa 4.8). 3a 1a ce OTKPUAT paHHU IPOMEHH B ObOpeuHaTa
(GYHKIHUSA B X0/Ia HA JICUCHUETO, TPsIOBA J1a Ce€ MOHUTOPUPAT BHUMATETHO MOKa3aTeauTe 3a ObOpeyHaTa
(dbyuknms (kato Hanpumep cepyMeH kpeatuauH, CrCl). Axo ce HabOmI01aBa BIOMIaBaHEe Ha CKOPOCTTA
Ha TJIOMepyJIHaTa (GUITpaius, Jo3aTa Ha Teysuno u/wii MUCIUIaTHH TPsIOBa 1a ObJie KOPUTrHpaHa
criope/] Tabauna 6 U Ja ce MPeanprueMar ChOTBETHUTE MOIbPKAIIN MEPKH (BXK. Touka 4.2).

JexunparamnusaTra v TuapusaTa MoraT J1a 3aCHIIAT PUCKa OT ObOpeYHa TOKCHYHOCT MPH IUCTUIATHH.
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Tps6Ba na ce mpuioxu xunepxuapatauus (popcupana auypesa) cprinacHo KXII Ha nucnnarus, 3a aa
ce HaMaJli PUCKBT OT ObOpEYHA TOKCUYHOCT, CBBP3aH C JICYCHUETO C LUCIUIATHH.

I'mmepanun yBennuasa excriozuusara Ha S-¢guyopoypauui (5-FU) upes naxubupane va DPD,
TJIAaBHUAT €H3UM 3a MeTabonmsupane Ha 5-FU. ['mMmepanui ce ogncTBa OCHOBHO Mpe3 Oh0penute (BxK.
TOuKa 5.2); 3aTOBA MPH MaLUEHTH ¢ ObOpeyHa HEAOCTAThYHOCT OBOPEUHUAT KIMPHHC HA TUMEPALINIT €
HaMaJIeH | 110 TO3M HauuH ce yBelndaBa excriozunusaTta Ha 5-FU. Moxe 1a ce ouakBa TOKCUYHOCTTA,
CBBp3aHa C JICYEHHETO, Ja CE 3aCHJIM C yBeJInJyaBaHe Ha ekcrozunusra Ha 5-FU (Bx. Touka 5.2).

Texko Ob0pEeUHO YBpEXKIaHe

Jleuenue ¢ Teysuno He ce MpernopbyuBa MPH MAIMEHTH € TEKKO OBOPEUHO YBpEkKaaHe, opaIu
BBH3MOJKHA T10-BUCOKA YECTOTA HA HEXKETAHU PEaKIMK Ha KphBHATA U TUM(HATA CUCTEMH U
BB3MOKHOCTTA OT HEOYaKBaHO IT0-BHCOKa ekcno3uius Ha 5-FU, B pe3ynTar Ha Kolie0aHusTa B
O0BOpeuHaTa GYHKIUS MPU TE3H MAIlMEHTH, OCBEH aKO MOJI3UTE HEChMHEHO HAIXBBPIISAT PUCKOBETE
(Bx. Touku 4.2, 4.8 u 5.2).

OyYHa TOKCHYHOCT

Haii-qectute ouHM HapylIeHUs, CBbP3aHU C JICYEHUETO, IPU TALUEHTH OT IIPOYYBAHUS B
EBpona/CAlll, nexyBanu ¢ Teysuno B KOMOWHAIINS ¢ ITUCIUIATHH, Ca HAPYIICHUS Ha CIIB3HHATE XKIIC3U
(8,8%), BKIIIOUBAIIN 3aCHIICHO CBJI3EHE, CyX0 OKO M MPUAOOUTA JaKPUOCTEHO3a (BXK. ToUKa 4.8).

[ToBedeTo 0YHHM peakluy IIe 0T3BYYAT WIIH IIe ¢e TOJ00PST ChC CITUPAHE Ha JIEKAPCTBEHUS MPOAYKT U
MIPABIITHO JieueHHe (ITOCTaBsHEe Ha N3KYCTBEHH ChJI3HU, OYHH KaIllKH C aHTHOMOTHK, IMIIAHTHPAaHE Ha
CTBKJICHU WM CUJIMKOHOBU TPHOU B CIIb3HUTE OTBOPH WJIM KaHAJIM W/HIIK TI0JI3BaHE HA OYMIIa BMECTO
KOHTaKTHH Jiemn). TpsiOBa aa ce monoxar yCHius, 3a Ja c€ OCUTYPH PaHHO OTKPUBAaHE Ha OYHU
peaxIum, BKIIIOYUTEITHO PAaHEH Iperiie]] MpH o(TaIMOIIOT B CIIy4ail Ha IEPCUCTHPAIIH FITH
HaMaJsBaIy 3pEHUETO OYHHU CUMITTOMH, KaTO HAPUMEP ChI3EHE WM KOPHEATHH CUMITTOMHU.

Hampasere cpaka B KXI1 Ha nucIiaTHH 32 OYHATE HapYIIeHUS, HAOIIOJaBaH! TIPH JICICHUETO C
OUCIIJIaTHH.

XunepaMoHEMHUI

[Ipu Teysuno e HaOmronaBaHa XumepaMoHemus. [1py mareHTH, KOUTO pPa3BUBAT HEOOSICHUMU
HEBPOJIOTHYHU CUMITTOMH (KaTO aTaKCHsl, JeTapTus WA IPOMEHH B ICUXUYHOTO ChCTOSHHE), HUBATa Ha
aMOHSK TpsOBa 1a ObIaT U3MEPEHHU U TPSIOBA Mla CE 3aIIOYHE TTOAXOIAII0 KIMHINYHO JICYCHHE. AKO
HEBPOJIOTMYHUTE CUMIITOMHU Ha XUIIEPAMOHEMHUS CE BIIOLIAT 10 XUIIEPAMOHEMHUYHA CHIIC(aIONaTus,
TpsiOBa Aa ce oOMucu cimpaHe Ha Teysuno.

AHTI/IKO&FVJ’IaHTI/I, IOpOM3BOJHHU HA KYMAapHHa

[Tpu manmeHTy, NOTy4YaBaliy NepopaaTHi aHTHKOAryJIaHTH, IPOU3BOIHH Ha KyMapHHa,
AHTHKOAryJaHTHUAT OTTOBOP TpsiOBa Ja ce mpocieasBa BHUMATeTHO (MexXIyHapoaHO
HopManm3upano crotHomeHue (International Normalized Ratio, INR) 3a mpotpomMOuHOBO BpeMe Hiu
npoTpoMOHHOBO BpeMe (prothrombin time, PT)) u mo3aTa Ha aHTHKOAryJiaHTa CbOTBETHO J1a ce
Kopurupa (Bx. Touka 4.5). Yrorpedara Ha aHTUKOATyJIaHT, IPOU3BOJICH Ha KyMapHHa, B KIIMHUYHUTE
npoy4BaHus € Omna cebp3ana ¢ nosumenne Ha INR n cromanHo-4peBHO KbpBEHE, TCHACHIIHS 3a
KbPBEHE, XeMaTypHs U aHEMHUsI [IPY TTALMeHTH, [ToTy4yaBally jJedenue ¢ Teysuno.

bpuByaun

BpI/IBy,Z[I/IH HC TpH6Ba Ja c¢ npujiara CpIIbTCTBAIIO C Teysuno. C"LO6H_ICHI/I Ca CJIy4au C JICTAJICH U3X01Q
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CJIe]] IEKapCTBEHO B3aUMOJIEHCTBYE ¢ KanenuTaOuH. TpsOBa 1a nMa Hali-Malko 4-CeIMUYCH MTEPHO.

Ha U3YaKBaHE MEXIy Kpas Ha JICYCHUETO ¢ OPUBYIMH M HAYAJIOTO Ha jieueHue ¢ Teysuno. Jleuenue ¢
OpWBYIMH MOXeE J1a ce 3arovHe 24 Jaca cien nocieanara no3a Teysuno (Bx. Touka 4.3 u 4.5). [pu
CITy4JaitHO MIPUIIOKEHUE Ha OPUBYIHH MIPH MAMEHTH, KOUTO ce JeKyBaT ¢ Teysuno, TpsOBa na ce
B3eMar e()eKTUBHU MEPKH 332 HaMallsiBaHe TOKCHYHOCTTa Ha Teysuno. [IpenopruBa ce He3abaBHA
xocrutanuzanus. TpsaOBa na ce mpeanpreMaT BCHUKHA MEPKH 3a MPEeIOTBpaTsIBaHE Ha CUCTEMHHU
MH(DEKITUN U TeXuapaTaItusl.

HNunykropu ua DPD

Axko enHOBpeMeHHO ¢ Teysuno ce Hanoxu fa ce nmpunara uaaykrop Ha DPD, excnosunmsra Ha 5-FU
MOJKE J1a He JOCTUI'HE e(hHMKACHOTO HUBO. bl KaTo 00aue MOHACTOALIEM HE ca U3BECTHU MHIYKTOPHU
Ha DPD, B3aumoneiictBuero Ha uaaykrop Ha DPD u Teysuno He Moxe 1a Obae OLIEHEHO.

Jeduuur Ha nuxuaponupUMHANH Aexuaporenasa (DPD):

AxtuBHOCTTa Ha DPD € ckopocToonpexnensia 3a karabonu3ma Ha 5-FU. (Bxk. Touka 5.2). 3aToBa
narerTuTe ¢ DPD HenocTaThyHOCT ca M3II0KEH! Ha IMOBHUIIIEH PUCK OT TOKCHYHOCT, CBbP3aHa C
(bIyopOonMPUMUINHY, BKIFOUUTEIIHO, HAIPUMEP, CTOMATHUT, TUapHsl, Bb3NAIICHUE HA JIUTABUIUTE,
HEYTPOIIECHUS U HEBPOTOKCUYHOCT.

TokcuuHOCTTA, CBBp3aHaTta ¢ DPD HemocTaThuHOCT, OOMKHOBEHO C€ TIPOSBSIBA IO BpeMe Ha IIbPBUS
LMKBJI HA JICYCHUE WU CJe]1 IOBUIIaBaHEe Ha 103aTa.

TTvana DPD nedocmamuvynocm

[IpaausaT gepunur Ha DPD ce cpema psiako (mpu 0,01-0,5% ot nmomynanusara Ha 6s11arta paca).
ITatmenTuTe ¢ mbaHa HegocTaThYHOCT HAa DPD ca M310keHn Ha BUCOK PUCK OT JKMBOTO3acTpallaBalia
WM JIeTaJTHa TOKCUYHOCT M He TpsiOBa z1a ce jekyBar ¢ Teysuno (Bx. Touka 4.3).

Yacmuuna DPD nedocmamuvynocm

Wzuucneno e, ue vactuuHata HegoctaTbuHoCT Ha DPD 3acara 3-9% ot momynamnusita Ha Osata paca.
[TauuenTtute ¢ yacTuyHa HepocTaTbuHOCT HA DPD ca n3nokeHu Ha MOBULIEH PUCK OT TEXKa U
MTOTEHIIMATHO JKUBOTO3aCTpalllaBalia TOKCHYHOCT. TpsOBa a ce uMa NMpeIBU] U3MOA3BaHETO Ha
HaMmaJIeHa HayaJlHa 7033, 3a Jia Ce OrpaHuuu Ta3u TokcuuHocT. Jlepuuutsbt Ha DPD TpsiOBa na ce
pasriiexia KaTo MmoKa3aTell, KOMTO TpsiOoBa Jja ce B3eMe MPeIBU BB BPB3Ka C IPYTH PYTHHHU MEPKU
[IpU HamaysiBaHe Ha fo03aTa. [IbpBOHAYAIHOTO HaMassiBaHE Ha J03aTa MOXeE J1a MOBJIHsIE HA
edukacHocTTa Ha JieueHueTo. [Ipu urca Ha cepruo3Ha TOKCUYHOCT CIICBAIIUTE JI03U MOXKE JIa Ce
MOBUIIAT IIPXU BHUMATCIIHO Ha6JHOI[eHI/Ie.

Tecmeane 3a DPD nedocmamvunocm

[IpemopruBa ce (heHOTUITHO W/WITH TEHOTHITHO TECTBAHE MPEAX 3all0UBaHe Ha JIeUeHHeTo ¢ Teysuno
BBITPEKH HECUTYPHOCTTA 110 OTHOIIIEHUE Ha ONITUMATHUTE METOJIOJIOTUN Ha TECTBaHE IpeIn
neueHueto. TpsOBa Ja ce B3eMar NpeBUJI MPHIOKUMHUTE KIMHUYHU PHKOBOJICTBA.

KoraTo ToBa u3cneaBaHe He € HallPpaBEHO, HETOBOTO U3BBPIIBAHE CE MPENOPHYUBA 33 NALUEHTH, IPU KOUTO
ce 0OMHCJIS MPeMHHABAHETO KbM Teysuno oT ApyT GIIryopOnTUpUMHIAH TTOPaTy CHHAPOM phKa-KpaK HiTH
ChPJCUHO-ChI0BA TOKCUYHOCT ¢ 1ieJ1 onpeaessiHe ganu DPD ¢peHOTHIBT W/Wiii TeHOTHITBT MOXKE J1a ca
W3UTPAJIH POJIS IIPU Pa3BUTUETO HA TOKCUYHOCT KbM JPYT (IyOpOIHPUMHUJINH.

Tenomunna oxapakmepuszupane na DPD nedocmamvunocm
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IIpu TecTBaHeTO IIpeaU JICUEHUETO 3a OTKPUBAHE HA peliku MyTaluu Ha reHa DPYD moxe 1a ce
YCTaHOBSAT manueHTH ¢ aedunut za DPD.

Yerupure Bapuanta Ha DPYD ¢.1905 + 1G> A [u3BecteH cbiio kato DPYD * 2A], ¢.1679T> G
[DPYD * 13], c.2846A> T u ¢.1236G> A/HapB3 morar na ca npu4rHa 3a 'bJIHA JIUIICA WK
HaMaJIeHUE Ha eH3UMHaTa akTUBHOCT Ha DPD. J[pyru penku BapuaHTH ChIIO MOTAT Jia ca CBbP3aHHU C
MTOBHILIEH PUCK OT TEKKA UM KUBOTO3aCTPAIIaBalla TOKCHIHOCT.

H3BecTHO €, ue HAKOU XOMO3UTOTHU U ChCTaBHU XETEPO3UTOTHU MYTalluu B JJOKyca Ha reHa DPYD
(Hamp. KOMOMHALIMY OT YETUPUTE BapUaIlUH C Hail-MaJko eauH anen Ha ¢.1905 + 1G> A wimu
¢.1679T> G) npenu3BUKBAT MbJIHA WX MTOYTH IIBJIHA JTUIICA HA €H3UMHA akTUBHOCT Ha DPD.

[TarmenTure ¢ onpeneneHu xeTepo3uroTau Bapuanuy Ha DPYD (Bxkmrountenno ¢.1905 + 1G> A,
c.1679T> G, c.2846A> T u c.1236G> A / HapB3 BapuanTi) nMat NOBUIIEH PUCK OT MOSIBA HA TEKKa
TOKCHYHOCT IIpH JIeueHHE C (PIyopOonupruMHUINHH.

UYecroTara Ha Hanuuyue Ha xerepo3uroreH c.1905 + 1G> renorun B rera DPYD npu nanuentu ot
Osutata paca e okoio 1%; 1,1% 3a ¢.2846A> T; 2,6-6,3% 3a ¢.1236G> A/HapB3 Bapuantu u 0,07 mo
0.1%3ac.1679T> G.

JannuTe 3a yecToraTta Ha yetupure Bapuanuu Ha DPYD B npyru monynanwu, pa3nu4Hy oT Osiiata
paca, ca orpanuyeHu. [lonacrosimem uyetupute Bapuanuu Ha DPYD (¢.1905 + 1G> A, ¢.1679T> G,
c.2846A> T u c.1236G> A/HapB3) ce cunraT 3a mpakTHIECKH OTCHCTBAIIN B TOITYJIAIIUH OT
ahpUKaHCKH (-aMEPUKAHCKY ) MJIH a3HATCKH TTPOU3XO.

Denomunno oxapakmepusupane na DPD nedocmamuvunocm

3a penoTunHo oxapakrepuzupane Ha DPD HeocTaThuHOCT Ce MPEenopbyBa MPEAn JCUSHUETO J1a Ce
M3MEPAT KpbBHUTE HUBA Ha eHAoreHHUs DPD cy6cerpat yparun (U) B ruta3mara.

[loBumeHnTEe KOHIIEHTPAIMH HA YPAIFJI IPEar JeUeHHe ca CBbP3aHHU C TIOBUIIIEH PHCK OT
TOKCHUYHOCT. BBIpekn HAIM4IreTo Ha U3BeCTHA HECUTYPHOCT 110 OTHOIICHHE Ha MParoBUTE CTOWHOCTH
Ha ypalul, ONpeAeNalii IbJeH U yacTudeH Ae¢punut Ha DPD, HuBo Ha ypauun B KpbBTa > 16 ng/ml
u <150 ng/ml TpsiOBa na ce cuuTa 3a MOKa3aTeNIHo 3a yactuieH aepunut Ha DPD, xoeto e cBbp3aHo ¢
MTOBHUIIIEH PUCK OT TOKCHYIHOCT, CBBbp3aHa ¢ (hiyopormmpuMuauHu. HuBo Ha ypanui B kKpbBTa > 150
ng/ml TpsOBa 1a ce cumTa 3a mokazaTesHo 3a bJiHa DPD HeocTaThuHOCT U € CBBP3aHO C PUCK OT
YKUBOTO3aCTpAalllaBallia Wiy JIETATHA TOKCHIHOCT, CBbp3aHa ¢ (IyOopOITUPUMHUTAHH.

MuxkpocarennTtaa Hecrabmigoct (MCH)

Teysuno He € OWI MpoyYBaH IIPH MALUEHTH ¢ pak Ha ctomaxa u MCH. Bpb3kara mexmy
yyBcTBUTENHOCT KbM 5-FU 1 MCH npu marueHTH ¢hC pak Ha cTOMaxa He € SICHa U Bpb3KaTa MeXIy
Teysuno u MCH npu pak Ha cTOMaxa He € U3BECTHa.

'mroKo3Ha/TalakTo3Ha HEMMOHOCUMOCT/ManadbcopOrus

To3u nekapcTBEH MPOIYKT ChABPKA JTaKTo3a. [laliMeHTUTE ¢ peiku HACIIECACTBEHU TPOOIeMH Ha
raJlakTo3Ha HETIOHOCUMOCT, Lapp jakTazeH neduIuT WK TIIIOKO3HA/TajlakTo3Ha MagadbcopOnus He
TpsiOBa J1a MpUEMAaT TO3H JIEKAPCTBEH MPOTYKT.

Jpyru nepopajiHu d)J'IVODOHI/IDI/IMI/IHI/IHI/I

Hsama Hanuyay KIMHUYHU OPOYYBaHUs, cCpaBHABAIIM Teysuno ¢ apyru nepopannu 5-FU cbenuneHusl.
ITo Ta3u npuunrHa Teysuno He MOXe Jia C€ U3MOJ3Ba KaTo 3aMeCTUTEN Ha Jpyru nepopainu 5-FU
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MPOAYKTH.

4.5 B3aumogeiicTBHe C APYIH JIEKAPCTBEHHU MPOAYKTH U APYru (popmu Ha B3anMojaelicTBUE

He ca IMPOBCIKIaHU IPOYUBAHUA 3a B3aPIMO):[eI>'ICTBPIH IIpU BB3paCTHU WX NE€ANATPUYHU TAlITUCHTH.

bpusyoun

OnucaHo € KIMHUYHO 3HAYUMO B3aMMOJICUCTBUE MEKAY OpUBYIUH U (DIIyOpPONUPUMUIUHY (HAIIP.
KanenuTabuH, S-iryopoypartt, Teragyp), KOeTo € pe3yiTatr OT HHXUOUPaHe Ha JUXHIPOTTHPUMUIIH
JeXujporeHasata ot OpuByauH. ToBa B3auMoOeHCTBHE, KOSTO BOAM JI0 TIOBHIIIABAHE HA TOKCHYHOCTTA
Ha (IIyOpONUPUMH/IUH, € IOTESHIMAITHO JeTaiHo. [lopaau ToBa OpuByIMH He TpOBa J1a ce mpuiara
CBITBTCTBAINO ¢ Teysuno (Bxk. Touka 4.3 u 4.4). TpsOBa na nMa noHe 4-ceIMUYEH MTEPHOJ Ha
M34aKkBaHE MEXy Kpas Ha JeUeHHeTO C OpUBYAMH M HAYAIOTO Ha JiedeHue ¢ Teysuno. Jledenne c
OpUBYIMH MOXe Ja ce 3armouHe 24 yaca ciies nocieanara no3a Teysuno.

Jpyau dhryoponupumuouru

EnHoBpeMeHHOTO Npuiarane Ha Apyrd (IyopOnUpUMHINHI, KATO HapuMep KarenuradouH, 5-FU,
Teradyp win QIyHUTO3HH, MOXKE /1a I0BeJle 10 AOIMBIHUTENHA TOKCUYHOCT U € IPOTHBOIMOKA3aHo.
[IpenopruBa ce MUHUMAJIEH IEPUOJ HA OYUCTBAHE OT 7 IHU MEXAY MPUIOKEeHHE Ha Teysuno u Ipyru
hmyopormmpumuauam. [leproabT Ha ouncTBaHe, onrcad B KXII Ha npyrure (ayopormupuMUINHOBH
JICKapCTBEHU MPOAYKTH, TPsOBa Ja ce cra3Ba, ako TpsiOBa Jia ce MPUIIOKK Teysuno ciel qpyru
(ITyOpONMPUMUIMHOBH JIEKAPCTBEHH MTPOAYKTH.

Huxubumopu na CYP246

Toit karo CYP2A6 € OCHOBHUSAT €H3UM, OTTOBOPEH 3a NpeBpbiiaHeTo Ha Teradyp B 5-FU,
€HOBPEMEHHOTO TIpuiiarane Ha u3BecTeH naxuoOuTop Ha CYP2A6 u Teysuno TpsiOBa na
0bl1e N30ATBAaHO, THU KaTo eeKTUBHOCTTA Ha Teysuno Moxe a Oblie HaMajeHa (BXK. TOUKa
5.2).

Donunam/porunosa Kuceiuna

Hsma nanHu 32 eJTHOBPEMEHHOTO Mpujiarane Ha (oJMHOBA KMcelIrHa ¢ Teysuno B KOMOHHAIIHS €
uucmiatud. Metabonutute Ha (oirHaT/(POIHMHOBA KHUcelnHa o0ade 00pa3yBaT TPETUYHA CTPYKTypa ¢
TAMHIWIAT CHHTa3aTa u hiryopoaeokcnypunn MoHodocdara (fluorodeoxyuridine monophosphate,
FAUMP), xaTo moTeHIIHaIHO 3acHIBAT IUTOTOKCHYHOCTTA Ha 5-FU. [IpenopbuBa ce mOBHIIICHO
BHUMaHHUE, Thi KaTO € U3BECTHO, Ye (JOTMHOBATA KUCEIMHA 3aCHiIBa akTUBHOCTTa Ha 5-FU.

Humpoumuodazonu, KI0OUUMENH0 MempoHUuoa30J U MU30HUOA30

JlunicBat maHHM 32 €THOBPEMEHHOTO IIpWIaraHe Ha HUTPOUMHIa30H ¢ Teysuno B KOMOUHAITUS C
nuciaTud. Hurpoumuaasonute obade MoraT 1a HaMaysIT KiuphHCa Ha 5-FU 1 110 To3u Ha4YWH 11a
yBenuyar miuasmenure HuBa Ha S5-FU. [IpenopbuBa ce NOBUIIEHO BHUMAHUE, Thil KATO ChbBMECTHOTO
NpujiaraHe MoXxe Ja 3aCHJId TOKCUMYHOCTTa Ha Teysuno.

Memompexcam

JlurcBar naHHU 3a €THOBPEMEHHOTO MPHUIIaraHe Ha MEeTOTpeKkcaT ¢ Teysuno B KoMOWHAIHsI ¢
nUCIDIaTHH. MeToTpeKcaT MoIUriIyTaMar ooade HHXHOUpa TUMUAWIIAT CHHTa3aTa U TUXUAPOdoIaT
pelyKTa3aTta, KaTo MOTEHLMAIHO MTOBUIIIaBa ITUTOTOKCHYHOCTTa Ha S5-FU. [IpenopbuBa ce MOBUILIEHO
BHUMAaHHE, Thid KATO CbBMECTHOTO IIPUJIaraHe MOJKE J1a 3aCUJIM TOKCUYHOCTTa Ha Teysuno.
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Knozanun

JlumcBar gjaHHU 3a CAHOBPEMCHHOTO IMpWjIarane Ha KJIO3aIllhH C Teysuno B KOM6I/IHa]_II/I$I C OUCIIJIaTHUH.
Bcee Mak, nmopaau Bb3MOKHU aAUTUBHU (I)apMaKOI[I/IHaMI/I‘IHI/I e(I)CKTI/I (MI/ICHOTOKCI/I‘IHOCT), Cce
IpernopbYBa NOBUILICHO BHUMAHHE, TBU KaTo CIHOBPEMEHHOTO ITpUIarane MOXXeE J1a 3aCHUJIM pHUCKa OT
1 TCKCCTTA Ha XEMATOJIOrM4HaTa TOKCHYHOCT Ha Teysuno.

Llumemudun

JlurcBat JaHHU 3a €AHOBPEMEHHOTO IIpHUJIaraHe Ha MUMETUAUH ¢ Teysuno B KoMOMHAIMA C
nucniaatud. EnHoBpeMeHHOTO npuiarase obade MoXe Jja HaMajl KJIMPBHCA, KaTo 10 TO3U HaYMH
yBenuuH mna3Mennute Huea Ha S5-FU. [IpenoppyBa ce MOBHUIIEHO BHUMAHUE, Thid KaTO
€JHOBPEMEHHOTO IIpUJIAraHe MOXKe Jia 3aCUIU TOKCHYHOCTTA Ha Teysuno.

Aunmuxoazyranmu, npouseo()ﬂu HA KymapuHa

AKTHBHOCTTa Ha aHTUKOAryJlaHTUTE, IPOM3BOJHU Ha KyMapHHa, ce 3acuiBa oT Teysuno. [Ipenoprusa
ce MOBUIICHO BHUMAHUE, ThI KaTO €THOBPEMEHHOTO NpHiaraHe Ha Teysuno u aHTUKOAryJIaHTH,
MIPOM3BOJHM Ha KyMapHuHa MOKE Ja YBEJIMYH PHCKa OT KbpBeHE (BXK. Touka 4.4).

Denumoun

OnyoponupUMHUANHUTE MOTAT JIa MOBHUIIAT TUIA3MEHATa KOHIISHTPALUs Ha (PeHUTOMHA, KOTaTo ce
Mpujarat eIHOBPEMEHHO ¢ (PEHUTOMH, KaTo MPUYUHSIBAT ()CHUTOMHOBA TOKCHYHOCT. [IpenopryuBa ce
YECTO MOHHUTOPHUPAHE HA Kp’bBHI/ITe/HHa3MeHI/ITe HHBA Ha q)eHI/ITOI/IH, KOoraTo c€ mnpujiarat
eHOBpPEeMEHHO Teysuno u peHUTONH. AKO € MOKa3aHo, 103aTa Ha (DEHUTOUH TPsIOBa J1a Ce KOPUTUpPa B
crotBercTBHE ¢ KXII Ha hennTonH. AKO ce pa3Bue (EHUTOMHOBA TOKCUYHOCT, TPSIOBa ce
npeanpueMar CbOTBETHU MEPKU.

QQ yeu

B®3 ocHOBa Ha HEKJIIMHUYHY JAHHU, AJTOIYPUHOI MOKE JIa HAMAIT MPOTHBOTYMOPHATA aKTUBHOCT
nopanau notuckane Ha pocopunmpanero Ha 5-FU. [o Ta3u npuynHa eTHOBPEMEHHOTO MpHUIIaraHe ¢
Teysuno TpsiOBa f1a ce n30ATBA.

Xpana

IIpuemanero Ha Teysuno ¢ XpaHa HamMaJIsiBa €KCIIO3ULMATA HA OTEPaliI U TUMEPALNI, C I0-U3pa3eH
eeKT IpHU OTepalni, OTKOJIKOTO MpH TuMepanmi (Bx. Touka 5.2). Toli MoXe J1a ce mpremMa ¢ Boja
noHe 1 yac npenu win 1 gac cnen xpaHeHe (BX. Touka 4.2).

4.6 ®epruauret, OpeMeHHOCT U KbpMeHe / KoHTpanenuusi npu MbiKe M JKeHU

Kenu ¢ gerepoacH HOTCHUI/Iaﬂ/KOHTDaL[eHHI/IH OpHu MBKE U ) KCHU

JKenure ¢ nereposieH MOTEHIHA TPAOBa 1a ObJAT MIOCHBETBAHU J1a U30ATBAT OPEMEHHOCT, JOKATO
ca TIOJIJIOKEHH Ha JICUCHHUE C TO3H JICKAPCTBEH MPOIYKT.

KonTpanenTusHu MepKH TpsOBa a ObIaT B3EMaHH OT MAIlICHTHTE MBXKE, 110 BpeMe Ha | 110 3
Meceria Cliel CIIupaHe Ha JedeHueTo ¢ Teysuno.
KonTpanentuBau Mepku TpsiOBa 1a ObIaT B3eMaHU OT MAIMEHTUTE XKESHH, TI0 BpeMe Ha U JI0 6
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Mecela ciesl CliMpaHe Ha JIedeHueTo ¢ Teysuno.
bpemenHoct

Teysuno e mpoTHBOMOKAa3aH npu OpeMeHHOCT (Bxk. Touka 4.3). JloknaaBanu ca cnydan Ha (heTamHu
Manpopmanuu. [IpoydBaHus PH KUBOTHH ca MOKA3aHM PEPOAYKTHBHA TOKCUYHOCT. ChIIIO KAKTO
Ipyru (GIyopONMPUMHINHY, IPUIIATaHeTo Ha Teysuno € mpuYuHIBaIO eMOPHOJICTATHOCT U
TEpaTOreHHOCT MPH KUBOTHH (BXK. ToUKa 5.3). Ako nmanueHTka 3abpemMenee, A0kato npuema Teysuno,
JIEYCHUETO TPsIOBA J1a Ce TMPEYCTAaHOBH M TPSIOBA J1a ce 0OSICHH MMOTSHITHATHHST PUCK 3a (eTyca.
TpsabBa na ce oOMHCTN TeHETUYHA KOHCYITAINA.

KspMmene

Teysuno e MpoTHBOIIOKA3aH 10 BpeMe Ha KbpMeHe (BXK. Touka 4.3). He e n3BecTHO nanm Teysuno wim
METa0O0IUTHUTE MYy C€ OTACTAT B KbpMaTa. Hamnunaure q)apMaKOI{I/IHaMI/I'-IHI/I/TOKCI/IKOJ]OFI/I‘IHI/I JaHHU
IIPY )KUBOTHU Ca JJOKA3aJId OTJCIITHETO Ha Teysuno Wiy HEroBUTE METa0OIUTH B MIISIKOTO (32
OAPOOHOCTH BXK. TOUKA 5.3).

He moxe na 0be U3KIII0UEH PUCK 32 HOBOPOACHOTO/KbpMadeTo. KppMmeHeTo TpsiOBa 1a 0b/e
MIPEyCTaHOBEHO, TOKATO CE MPOBEXKIa JedueHue ¢ Teysuno.

DepTUInTET

JluncBaT HaTMYHM JIaHHU 3a eekra Ha Teysuno B KOMOMHANUS ¢ IMCIUIATHH BBPXY (PepTHINTETA IPU
xopa. HeknmuHuYHE poy4YBaHus MOKa3BaT, 4e Teysuno BUANMO He 3acATa MBXKKHS HIIH )KEHCKUS
(depTunHTET NP IUTBXOBE (BXK. TOUKa 5.3).

Hanpagere cnipaBka B KXII Ha nucnnatis 3a eekrute My BbpXy GepTHINTETa, OpeMEHHOCTTa U
KbpPMEHETO.

4.7 EdexTn BbpXy cioco0HOCTTA 32 mogupaHe u padboTa ¢ MALIMHH

Teysuno nosnusiBa B ymMepeHa CTENeH CIIOCOOHOCTTa 3a modupaHe 1 paboTa ¢ MallUHH, Thil KaTo
yMopata, CBETOBBPTEXbT, 3aMBIJIEHOTO 3pEHHE U TaJICHETO Ca YECTH HEXKETaHU peakuuu Ha Teysuno
B KOMOMHALUS C UCILIATHH.

4.8 HexesaHu JJeKapCTBEHH pPeaKIun

Pesrome Ha mpoduna Ha 6€30MacHOCT

OO6mmsT mpod it Ha 6e30macHOCT Ha Teysuno B KOMOWHAINSA ¢ IUCIUIATHH ¢€ OCHOBABa TJIaBHO Ha
JaHHWUTE OT KJIMHUYHO IIpoy4YBaHe Ha 593 malueHTy ¢ pak Ha cToMaxa B HalpeaHall CTaAuid, TeKyBaHU
¢ To3u peskuM. OCBEH TOBa € HallMIle HOCTMAPKETUHTOB onuT 1pu 866 000 marmeHTH oT A3ust (TIaBHO
SITIOHIIN).

Cpen 593 nmanuenTy, JieKyBaHu ¢ Teysuno B KOMOMHAIMS ¢ HUCIUIATHH, Hali-UeCTUTE TEKKH
HE)KEJNaHU peakuuu (CTeneH 3 1 Mo-BUCOKa, ¢ yecToTa noHe 10%) ca HeyTpoleHus, aHeMusI U yMopa.

Tabmuita Ha HEKEITAHUTE PEAKITUN

W3znon3Banu ca ClIeIHUTE KaTErOpHH, 3a JIa CE MOAPESAIT HEXKEIAHUTE PEaKIUU 110 YeCTOTa: MHOTO
yectu (>1/10), wectr (ot >1/100 mo <1/10), meuectu (ot >1/1 000 go <1/100), penku (ot >1/10 000 mo
<1/1 000), muoTO pemku (<1/10 000) u ¢ Hen3BeCTHA YecTOTa (OT HATMIHHUTE JaHHU HE MOXeE Ja Obe
HarpaBeHa olleHKa). YecToTaTa HA MHOTO YECTUTE, YECTHTE M HEYSCTUTE HEIKEIIAHN PEaKIIUU € OT
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593 nmarnuenTy, ekyBaHu ¢ Teysuno B KOMOWHAIMS C UCIUIATHH, IPY KIMHAYHY MPOYYBAHUS.
YecToTaTa Ha MEIUIIMHCKHN 3HAYMMHUTE PEIKA W MHOTO PEIKH HEXEIAHH PEAKIIUH € TIOJTydeHa OT
MMOCTMAapKETHHToBO HabmroAeHue Ha 866 000 nmarueHTy B A3us (TJIABHO SIIOHIIN), JIEKYBAHH C
Tepamnus, 6a3upana Ha Teysuno. Bceku TepMHH € mpecTaBeH caMo B Hali-BUCOKAaTa YeCTOTHA
KaTeTOpHsl U TIPH BCAKO TPYIUPAHE IO YECTOTA, HEXKEITAHUTE PEAKIIUN Ca TIPEICTABEHN B HU3X OIS
peZ o OTHOIIICHUE Ha TAXHATA CEPUO3HOCT.

Tabmuna 9: Hexxenmanu peakiuy, MpeCTaBEHU B HU3XOIAI PEJl II0 OTHOIIICHHE Ha TSIXHATA
CEPHUO3HOCT IIPH BCSIKO TPYHHUPAHE MO YeCTOTa

Cucremo- MHoro yecTn Yectn Heuvectn Penxu / MHoOro
OpraHHH penku
Kjacose?
WNudexumn n Heyrponenunuen cencuc, centuyeH Mok, | PeaktuBauus Ha
nHpecTamn cercuc, HHQEKIHs, THEBMOHHS, xeratut B
OakTepuemus, HHPEKIHS Ha
JUXaTEeJHUTE ITBTUINA, HHPEKIUS Ha
' AT, octbp nuenonedput, NHOEKIUS
Ha MMKOYHHTE IBTHILA, (ApHHTUT,
Ha30(apHHTUT , PUHUT, 3b0HA
nH}EKIMsA, KaHIua03a, JabuaneH
Xepriec, MapoHUXus, QypyHKyI
Heommazmu — TymMopHa xemoparus, pakoBa 00JKa
noOpokayecTBe
HH,
3JI0Ka4eCTBEHI
u
HEOoIpeIeIeHH
(BKJI. KHCTH U
TIOJTUIIN)
Hapymenus va | Heyrponenus | debpumHa [Tanuuronenust, yIbIKeHO JlucemuHupana
KpBBTa U , ICBKOTICHHUS], | HEYTpPOIICHUS, MIPOTPOMONHOBO Bpeme, yBenudeHno INR, | mHTpaBackymapH
nuMdHATa aHeMHH, M QOTIEeHHS XHUIOIPOTPOMOMHEMHS, CKBCEHO a KoaryJyanus
cucTeMa TpPOMOOIIUTOII MIPOTPOMOHNHOBO BpEME, TPaHyJIOUTO3a,
CHHUS JIEBKOIIUTO3a, €O3MHODHIIHS,
nuMdOIMTO3a, HaMaJIeH Opoii
MOHOIIUTH, YBEIIMYEH OpOif MOHOLIUTH,
TpOMOOLUTEMHUS
Hapymenns na CBpPBX4yBCTBUTEIHOCT
UMyHHaTa
cucTeMa
Hapymenus na Han6s6pedna xemoparus
€HJOKPUHHATa
cucTeMa
Hapymenus Ha | AHopekcus JHexunparanus, XuneprivukeMus, NOBUIIEHA aJlKajlHa IXunepamoneMust
MeTaboam3Ma u XUIOKATUEMHUS, ¢doctaTasza B KpbBTa, MOBHUIICHA ,
XpaHEHETO XHUIOHATPUEMUS, JIAKTATAEXUIPOTeHa3a B KPHBTA,
XHUITOKAIIHEMHS, xunogocdaTeMust, XurnepMarae3ueMus,
XHUIIOMarHe3ueMus, | Iojarpa, XUIornpoTCHHEMUS,
XHUIOANOYMUHEMUS, | XUIEPIIIOOYIMHEMHUS, XUISPIHITHIEMUS,
XHUIEPKATUEMUS HaMaJIeH IIepopaJieH pueM
IMeuxuaau be3chune O06BpKaHOCT, 6E3MOKONHCTBO, TMYHOCTHU
HapyIIEeHUs HapyIIeHHUs, XaIIOIUHALIH, ETIPEcHs,
TPEBOKHOCT, HAMAJICHO JINOUO,
MIOTHCHATA CEKCYaTHOCT
Hapymenus na | [epudepna 3amaiiBane, Mo3b4HO-CHI0B HHIUACHT, HHMApKT Ha | JleBKoeHmEedamo
HepBHATa HEBPOMATHS riaBoborwe, MAJIKUsI MO3bK, MO3BYHO-CHIOBO TIaTusi, aHOCMHS
cucTeMa JICTeY3Hs HapyIIeHHEe, ThPU, HCXEMUUCH HHCYIIT,
CHHKOII, XeMuIapesa, aasus, aTakCus,
MeTabosuTHA eHiedanonatus, 3aryba
Ha Ch3HAHUE, HEBPUT Ha CIIyXOBHUS HEPB,
HapyIlIeHHUe Ha TAMETTa, HapyIIeHNE B
PaBHOBECHETO, CHHIIMBOCT, TPEMOD,
areysusl, TapoCMHUs, yCeIllaHe 3a MapeHe,
MpaBydKaHe
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Cucremo- MHoro yecTn Yecrn HeuecTn Penxu / Muoro
OpraHHH penku
KJ1acose®
Hapymenus na Hapymenue na OuHa aneprus, NTo3a Ha KJIenaya,
OUnTe 3pEHHETO, epHuTeM Ha KileTada
HapyIIeHNE Ha
CITB3HUTE JKJIE3H,
KOHIOHKTUBHT,
OYHO HapylleHue,
HapyIICHNE Ha
porosuuara °
Hapymenus na VBpexaane Ha CBeTOBBPTEK, KOHIECTUS HA YXOTO,
YXOTO H Cllyxa, TIIyXoTa JUCKOM(OPT B yXOTO
nabupuHTa
Copnreunu Cppredna HeJJOCTaTEYHOCT, OCTBP
HapyIICHHS MHOKap/ieH HHPAPKT, MepUKapIeH
H3JINB, NPEICHPIHO MBXKICHE,
CTEHOKapANs, CbPJCYHO MBXK/CHE,
TaXUKap¥s, NaIIHTAIIH
CpoBu XuUnoToHus, Tpom0o3a Ha naMadHaTa apTepus,
HapyIICHUS I6100Ka BEHO3HA XHUIOBOJIEMHYEH IIOK, apTepHaiHa
Tpombo03a, TpomO03a Ha KpaitHUK, TpoM003a,
XHUIEPTOHUS 3a4yepBsiBaHe, Ta30Ba BEHO3HA TpoM003a,
TpoM60dIeOUT, BIIeOUT, MOBHPXHOCTEH
(bneduT, opTOCTaTUYHA XMIOTOHMS,
XEMaTOM, XHIePEMHS, TOILTH BbIIHH
PecrimparopHu, Jucnnes, Benonpoben eMO0IM3BM, XeMOPArys B Wurepcrunmana
TPBIHA U €IHCTaKCHC, JUXaTeJHUTE ITBTUINA, 3a1yX IpH a GenmonpoOHa
MeUacTHHAIH XBJIIAHE, KAl | ycuiue, GpapuHrosapuHreansa Oonka, Goxect

U HapylleHUs

puHOpesi, hapUHTealIeH epuTeM,
QJIeprUyueH PUHUT, TUCHOHUS,
MPOAYKTHBHA KallUIUIIA, HOCHA
KOHI'eCTUS

CromaiHo- Huapus, Cromanrno-upeBeH | CromariHo-upeBHa nepoparms, Octbp
YpPEBHU MOBPBIIAHE, KPbBOM3IINUB, e30(arut, CToMalIHoO-4peBHa MHQEKLNS, | MaHKPEaTHT,
HapyLICHUs rajicHe, 3aleK | CTOMATHT, niieyc, CTOMalHO-4peBHa 00CTPYKIIHS, TepMHHAJICH
CTOMAIIHO-YPEBHO | aCIMT, €[eM Ha yCTHATa, Clla3bM Ha WICHUT
BbB3IAJICHUE, XpaHOINpoBoa, croManiHa s138a, [ EPB,
¢maTynenmys, pedirykc racTpuT, peTponepuToHeaHa
KOpeMHa 00JIKa, ¢$hubpo3a, CTOMANTHO-YPEBHO
nmucdarus, KopeMeH | HapylIeHHe, aHAaJIHa XeMOoparus,
auckomopr, XEMOPOH/IU, CIIFOHYCHA XUIIEPCEKPELHs,
JMCIICTICHS, CYXOTa | TajieHe, HapyIIeHNs Ha CIIIOHYCHUTE
B ycTara XKJIe3H, XSHITHT, aepodarus, OpUrBaHe,
IJI0COqMHMS, OONKa B ycTara, YyIUIMBU
3601
XenaroOunuap Xunepbunupyoune | OTKIOHEHHS B 4epHOAPOOHUTE Octpa
HM HapyIICHUs MM, YBEIIMUYCHUE (GYHKLMOHAIHH TECTOBE, YBEIMUCHHE HA | YEPHOAPOOHA
Ha AJIAT, rama-riIyTaMuiITpaacdepasara HEIOCTATHYHOCT
yBEJIMYEHHE Ha
ACAT
Hapymenus na Cunzpom Ha Excdonmatisen oOpuB, JOLICHE HA Tokcuuna
KoXKaTa u najaMapHo- KOYKaTa, HeKPOJIUTHYCH MUTPHPALL] enuepMaiHa
TIOJIKOXKHATa IUIaHTapHa epuTeM, KbpPBaBU MeXypUeTa, alepruieH | HEeKpoJIu3a,
TBHKaH EpUTPOIU3ECTE3Ns], | AEPMATUT, KOKHA PeaKmus, CHHZPOM Ha
0o0puB, akHer()OPMEH JepPMaTHT, CPUTEMA, Stevens-
XHUIEPIUTMEHTAlMsl | MOBHIIEHA CKIOHHOCT KbM 00pa3yBaHe Johnson,
Ha KOXkara, cyxa Ha XeMaTOMH, IypILypa, XUIEPXUIpo3a, | peakius Ha
KOJXa, ChpOeK, HOIIHY U3MOTSBaHUsL, aTpodust Ha ¢doTouyBcTBHUTEN
aNonerus HOKTHUTE, HapyIICHHE Ha HOCT,
IIMIMEHTALMATA, TIPOMSIHA B LIBETa Ha HapyLIeHHe Ha
KOJKaTa, XUIepTpuxo3a HOKTHTE
Hapymenns na MyckyiHo- MyCKyJIHE clia3Mu, apTpairus, 6onka B | Pabnomuonusa

MYCKYJIHO-
CKeJeTHaTa
cucTema u
ChEeIMHUTEIHAT
a ThKaH

cKeJieTHa OoJIKa

KpaitHuK, 60JKa B IbpOa, 00JKa B
muATa, 00JIKa B KOCTHTE, OTOK Ha CTaBa,
IUCKOMGBOPT B KPaiHUK, HAIIPEKCHHE B
MYCKYJIHTE, MyCKYJIHA CIIab0CT
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Cucremo- MHoro yecTn Yecrn HeuecTn Penxu / Muoro
OpraHHH penku
KJ1acose®
Hapymenus na Brb6peuna TokcuyHa HeponaTHs, OIUTYPHsL,
O0BOpenuTe U HEIOCTaThYHOCT, xeMaTypusi, 0b0pedHO yBpeKIaHe,
TTUKOYHHUTE YBEIHYEH CEPYMEH | MOJAKUYpPHs, HOBHIIEH CEPyMEH
IIBTHUIA KpeaTHHHH, KpEeaTHHHH, TOHKEH KPeaTHHHH B
HaMaJIeHa KpPBBTa
rJIoMepyJHa
¢duntpanys,
yBEIHMYEHa ypes B
KPBBTa
Hapymennst Ha Epexrnnna nucdyHkims,
BB3MPOU3BOIUT YyBCTBUTEJIHOCT Ha I'bPJUTE, OOJIE3HEHO
eJIHaTa CHCTeMa 3BPHO
U I'bpaara
O06wmun Ymopa, Bw3nanenue Ha Myntuopransa HeJOCTaTbYHOCT,
HapyIIECHUs U acTeHUs JIMTaBUIIATA, BJIOIICHO (DYHKIIMOHAIHO ChCTOSHHUE,
eexTu Ha MTUPEKCHS, 0oJiKa, OTOK, rpbaHA 0OJIKa, TPBICH
MSICTOTO Ha HaMaJICHO TETJIo, JUCKOM(OPT, TeHEPAIN3UPaH 0TOK, OTOK
TIPUIIOKEHHE nepuepeH 0ToK, Ha JIMIETO, JTOKAJIM3UPaH OTOK,
TPBIIKA yBEIMYEHHE Ha TETJIOTO, OBP30
HaCHUIIaHe, yCelaHe 3a CTYH, PeaKIys
Ha MSICTOTO HA HH)KEKTHUPaHe, 0010
HEpa3NoJI0KEeHNE
HapansiBanus, KoHTty3usl, tekapcTBeHa rpelika
OTpaBSIHUS U
YCIOKHEHHUS,
BB3HUKHAIIH B
pe3ynrar Ha
MHTEPBEHIUH

2 HexxenaHuTe peakivy B CUCTEMO-0opraneH kiac (system organ class, SOC) ,,i3cnenBanus’ ca IpeMecTeHH B
CHOTBETHHUTE KJIMHUYHO MOAXOJISIIH CHCTEMO-OpraHHU KIIaCOBE, CBBP3aHH C TEXHUS TapreTeH OpraH.

Paznununute npexnountann MedDRA TepMuHH, KOMTO ce IpUEMaT 3a KIMHUYHO MOAOOHH Ca TPYNHUPAHH B €AUHCTBEH
TEPMHUH.

® g, ne(eKT Ha pOrOBUYHUS SIUTEN, €PO3Us Ha POrOBHULIATA, JIE3Us HA POrOBHULATA, [IOMBTHABAHE HA POTOBUIIATA,
nepdopauus Ha poroBuLaTa, KEpaTUT, TOUKOBUIEH KEPATHUT, YIILIEPO3EH KEPATUT, Ne(YHLUT Ha JIUMOAITHU CTBOJIOBU
KJICTKU, HAMJICHA 3PUTEIIHA OCTPOTA, YBPEECHO 3pEHUE, 3aMBITICHO 3pCHHE.

[pyeu kaunuynu npoyuyearus ¢ Teysuno 6 Kombunauus ¢ YUCHAAMUH

Brmpexu ge npu npoy4BanusTa Ha Teysuno B KOMOWHAINS C [IUCIUIATHH, TPOBEJeHN B SMOHMS, ce
M3MOJI3BAT JIO3M M CXEMU Ha MpHUJIaraHe, pa3iuyHU OT TO3HM PEXKUM, MIPOPUIBT Ha O€30MACHOCT OT TE€3H
MPOYYBaHUS € MOJA00CH, KaTO HAl-UeCTHTE MPOSIBU HA TOKCHYHOCT Ca XEeMaTOJIOTMYHA, CTOMAIITHO-
YpeBHA TOKCHYHOCT, OTIIaJHAIIOCT U aHOPEKCHSL.

Onum om nocmmapxKkemurnzo60 Habaoenue npu nayuermu C pak Ha cmomaxa

[Ipodunst Ha GezomacHOCT Ha Teysuno Mpu MOCTMAPKETHHTOBO MTPOyYBaHe 32 HAOIOICHUE Ha
Oe3omnacHoctTa B Smonus mipu 4 177 nmarnuenTH, JeKyBaHu ¢ Teysuno 3a pak Ha cToMaxa B HaIllpeIHa
CTaJIMiA, KaTo ISJI0 € TOI00CH Ha TO3U, HAOI0IaBaH MPHU TO3H PEXKUM, U B SITTOHCKUTE MPOYYBAHUS 110
perucTsp (T.e. OCHOBHUTE MPOSBH HA TOKCUYHOCT Ca JICBKOIIUTOIICHHUSI, AHOPEKCHUS U
raJIcHe/TIOBPBITIAHE).

beszonacnocm na Teysuno npu nayuenmu ¢ Memacmamuyer KoaopeKmaier paK, npu KoOumo e
HEBHIMONCHO NPOOBIACABAHE HA JICYEHUEMO C 0pY2 IYOPORUPDUMUOUK HOPAOU CUHOPOM DbKA-KDAK,
WIU CHPOCYHO-CHO08A MOKCUYHOCH

B nmoarpyna ot 53 mCRC namuenTn, B paMKuTE Ha KOXOPTHO npoyuBane Ha 200 manuenTa ¢ pa3imdHu
IUTBTHH TYMOPHU, MHO3UHCTBOTO OT manueHtute ¢ mCRC (92%), KouTo mposBsIBAT ChPACYHO-CHI0BA
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TOKCHYHOCT, IOKaTo Ipuemar kaneuntadbud — uin 5-FU-Ga3zupana xuMuorepamnusi, Morat 6€30macHo aa
IIpeMUHAT Ha S-1 ¥ Ja MpOABJIKAT JIeYEHHE ¢ IIOBTOPHA MOsIBa HA ChPJAEYHO-ChJ0BA TOKCUYHOCT (Kiac 1),
HaOmoaBaHa mpu §%.

Jpyru HexxenaHu chOUTHS 1O BpeMe Ha JISYeHHETOo ¢ S-1 Ha Ta3u moArpyna BKIIOYBAT XeMaTOJIOTHYHA
TOKCHYHOCT OT Ki1ac 3-4 npu 8% 1 HeXeMaTOJOTHYHH HEeXKeJIaHU ChOUTHA OT Kiac 2-4 npu 36%
(meBpomatus 15%, nadexuus 7%, rpomboemboamaHO crouTHEe 6%, Tnapus 4%, ragene 2%, CHHAPOM
pBKa-kpak 2%).

B perpocnekTHBHO KOXOPTHO Mpoy4BaHe Ha 47 MalueHTa ¢ MeTaCTaTHYCH KOJIOPEKTaJIeH PaK OT
Hupnepmannckust peructsp 3a konopekraieH pak (PLCRC), mpu npemuraBaneTo kbM S-1 mopaau
MIpeAN3BUKaH OT KalleUTa0uH CHHAPOM pBhKa-Kpak (n=36) Win ChpACIHO-CHI0BA TOKCHIHOCT (n=10),
OCTpoTaTa Ha CHHJIpOMa pbhKa-KpakK ce € TOHMKUIIA TN CHOUTHETO € OTIIYMSUIO HAITbJIHO MPH JIEYEHUETO
¢ S-1 u HAMA OKJIaIBaHH CIy4au 3a PEUUINB Ha ChPJEYHO-ChA0BA TOKCHYHOCT OT 10-Te maruenTa,
KOHTO ca IPeMHUHAIN Ha S-1 mopaau HexenaHu CbOUTHS, CBBP3aHU ChC ChPIEYHO-ChA0BATA CHCTEMA.

Onucanue Ha I/I36DaHI/I HCXCJIaHU pCaKIINU

Ouna mokcuunocm

TepMmuHHTE 32 CBBpP3aHa C JCYCHUETO OYHA TOKCUIHOCT Ca KOMOMHHMPAHU KaKTO CJIe/IBa.

EnuncTBeHaTa HexkenaHa peakius OT CTENeH 3 WU MO-BUCOKA € HaMajleHa 3pUTENHA OCTPOTaA.

e 3pUTENTHOTO HApYIIeHWE BKIIOYBA HEXKEIaH! PEaKIUN KaTO 3aMBbIIICHO 3peHHE, UILIONHS,
(hoTorcus, HaMalieHa 3pUTETHA OCTPOTA U CJICTOTa;

e HapymieHuero Ha CIB3HUTE JKIIC3H BKIIOYBAT HEXKEJIAHU PEAKIIUU Ha 3aCUJICHO ChI300TICIISIHE,
CYX0 OKO W MPHUI00UTa JaKPHOCTEHO3a;

e HapymenneTo Ha ounTe BKIIOYBA HEXEIAHN PEaKIUi Ha ChpOEK B OKOTO, OYHA XUTIEPEMHUS,
Jpa3HEeHe Ha OKOTO, OYHO HAapyIIEHHE U yCelaHe 3a YyXkK/I0 TUI0 B OKOTO.

Hesponamus

Cpo0miaBa ce 3a IeHTpaiHa U repudepHa HEBPOIIATHS MPH MAICHTH, JIEKyBaHHU ¢ Teysuno B
KOMOHMHaLUs ¢ nUCIUIaTiH. TepMUHBT nepudepHa HeBpONaTHs BKJIIOYBA CIIETHUTE CHOOIIEHU
HEXENIaHU peakiuu: nepudepHa CeTUBHA HEBPOIATHSI, TAPECTE3Hs, XUTIOSCTEe3Us, epudepHa
HEBPOIATHSI, TOJHMHEBPOIATHUS, HEBPOTOKCHYHOCT U JIN3ECTE3HS.

CHCLII/I&.HHI/I nomyJjJannuu

Cmapuecka év3pacm (BX. Touka 4.2)

[poyusanero FLAGS, cpaBHsiBaiio 6e3onacHocTTa npu 71 nmanuenty >70-roauIIHa B3pacT
(crapuecka Bb3pacT) 1 450 nanuenTn <70-roguiIHa Bb3pacT, JeKyBaHH ¢ Teysuno B KOMOMHALUS C
LUCIIATHH, NTOKa3Ba, Y€ YeCTOTaTa Ha BCUUKU HEXEJaH! PeaKkUy OT CTeNeH 3 U mo-Bucoka (62%
cupsamo 52%), BCUUku cepro3Hu Hexxenanu peakunu (30% crpsimo 19%) u gyectoTara Ha
MIPEKIEBPEMEHHOTO MPEeKpaTsABaHe Mopaau HeXKenaHu peakunu ot Teysuno u nucriatus (21%
cipsaMo 12%) ce oka3Ba Mo-BUCOKa IpH naruenTute >70-rogumHa Bb3pact. [lomynanuonen
(hapMaKOKMHETHYEH A0Ka3Ba, uye ekcro3uuuaTa Ha 5-FU noka3Ba TeHIECHIMS 3a yBEIMUCHUE C
BB3pacTTa, HO CTENIEHTa Ha YBEJIMYEHHUE € B paMKHUTE Ha MHIUBUAyaTHaTa BapuadbmiHocT. Te3n
MIPOMEHU C BB3pacTTa ca CBbp3aHu ¢ ObOpeuHaTa QyHKIH, U3MepeHa ¢ KpeaTHHUHOBUS KIIMPBHC
(BX. TOuka 5.2).

Lon

He ca ycTaHOBeHM KIMHIUYHO 3HAYMMH Pa3IUKH 3a Oe3omacHocTTa Mexay Mbxe (N=382) u sxeHu
49



(N=139) npu npoyusanero FLAGS.

Hayuenmu ¢ 6v6peuno yepexcoane (Bx. Toukn 4.2, 4.3,4.4 1 5.2)

CpaBHenue Ha 218 manueHTH ¢ JeKa cTerneH Ha Op0peuHo yBpexkaane Ha u3xonHo HuBo (CrCl ot 51
10 80 ml/min) ¢ 297 nauueHTH ¢ HopManHa 0b0peuHa QyHKus Ha n3xoaHo HUBO (CrCl >80 ml/min),
JIeKyBaHH ¢ Teysuno B KOMOMHAIMS ¢ UCIIIATHH, B mpoyuBaHeTo FLAGS coun, 4e He chlmecTByBatT
KIMHAYHO 3HAYMMH PA3JIMKH N0 OTHOIICHUE Ha 0€30MAaCHOCTTA MEXTy MAIIMEHTH C JIeKa CTEeTeH Ha
O0BOpEeUHO yBpeXKAaHe U NalMeHTH C HopMaiHa ObOpedHa QpyHKIHS.

B nipoyuBaHe, MpoBeIeHO TPH MAIMEHTH ¢ OBOPEYHO YBpEkKIaHe, Hall-4eCTUTE HeXeTIaH!
JIEKapCTBEHU PeaKly, ChOOIIEeHH MTPHU BCUYKY UKW BHB BCUUKH Ipynu ca ouinn quapust (57,6%),
raneHe (42,4%), nopemane (36,4%), ymopa (33,3%) u anemus (24,2%). B ToBa npoyusasne, 7
HalMEHTH ¢ yMEPeHo ObOPeYHO yBpexkaane ca 6umu nekysanu ¢ 20 mg/m? Teysuno Ba bTH IHEBHO,
JI0KaTo 7 MALMEHTH C TEXKKO OBOPEUHO yBpex/IaHe ca noaydaanu 20 mg/m* Teysuno BeaHbxkK
nHeBHO. He e HaOnmrogaBana orpaHuyaBaia J103ata TOKCHYHOCT B Llukba 1, mpu manueHTH ¢ yMEepeHo
WM TEXKO ObOpeuHO yBpexaaHe. UecToTara Ha HEXEIAHUTE JICKApPCTBEHU PEaKIMU Ha KPhbBHATA U
auMpHaTa CUCTEMH, HaOJII0JaBaH! BbB BCUUKHU IIMKIIH, IPY TALMEHTH C YMEPEHO U TEXKO OBOpeuHO
yBpeXIIaHe, ca cboTBeTHO 28,6% u 44,4%. Jlo3aTa Ha eIWH MMAalMEHT, B TPyTaTa ¢ TeXKO YBpEKIaHe,
¢ Ouna HamaneHa 10 13,2 mg/m? BelHbX JHEBHO, B Ha4anoTo Ha I{ukbn 12, mopaayu HexenaHa
neKkapcTBeHa peakius (auapus crerneH 2) B ukbm 11.

THeouampuyuna nonyiayus

He ca mpoBexxaann npoyuBanus ¢ Teysuno, IpHIIOKeH CAaMOCTOATETHO FITH B KOMOUHAIIHS C
LUCIUIATHH, IPU TIEAUATPUIHH MMAIIUCHTH.

Cro0I11aBane Ha MOA03UPAHU HEXKEITAHU PEAKIINU

Cw00111aBaHeTO Ha TIOI03UPAHU HEIKEIIAHU PEaKIMU ClIe] pa3peliaBaHe 3a ynorpeda Ha JeKapCTBEHUS
MIPOJYKT € BaKHO. TOBa MO3BOJISIBA J]a IPOIBIIKH HAOIIO/ICHIETO Ha ChOTHONIIEHUETO IOJI3a/PUCK 32
JIEKapCTBEHUS MPOAYKT. OT MEAUIIMHCKUTE CTICTIMAINCTH CE M3MCKBA J1a ChoOIaBaT BCsKa
MOJI03UPaHa HeXKEIaHa PEaKIIMs Ype3 HAIMOHAIIHATA CHCTEMA 3a ChOOIIaBaHe HA HEXKETaHU
JICKApCTBEHU peakinu, onucana B [Ipunoxenue V.

4.9 IIpeno3upane

Haii-Bucokara eqHokpaTtHo mprera qo3a Teysuno e 6mna 1400 mg; To3u MalueHT € pa3Buil
neBkonenus (cteneH 3). ChoOIIEHUTE MPOSBH HA OCTPO MPEA03UPAHE BKIIOYBAT rajicHe, OBPbBIIAHE,
IUapus, MyKO3UT, CTOMAIITHO-9PEBHO Jipa3HeHe, KbpBEHE, TOTHCKaHe Ha KOCTHUS MO3bK M JMXaTellHa
HEIOCTATHYHOCT. MEMIIMHCKOTO JICUEHUE Ha MPEI03UPAHETO TPSAOBa Ja BKIFOUYBA OOMYAHUTE
TEPANeBTUYHH U TIOJIBPKAIIM MEPKH C 11eJI KOPUTUPAHE Ha HATUYHUTE KIMHHUYHU MPOSIBU U

npeaAOTBpaTsABAHC HA Bb3MOXKHUTC YCJIOKHCHU.

Hsma mo3Hat aHTHAOT B CIydai Ha Ipeao3upaHe.

5. ®APMAKOJIOTMYHU CBOMCTBA
5.1 dapmakoaMHAMHYHHU CBOMCTBa

dapmakoTepaneBTHYHA IPyIa: aHTHHEOIJIACTUYHH CPEJICTBA, aHTUMETA0OINTHH cpencTBa,, ATC kox:
LOIBCs3.
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Mexauus3sM Ha JEWCTBUE

Teysuno e nepopaieH GpayoponupHIMHOB IPOTHBOPAKOB JIEKAPCTBEH NPOAYyKT. Toil mpeacraBisBa
KOMOWHANUs OT TPH aKTUBHH BEILlECTBa ¢ (PUKCHpaHa 1o3a: Teradyp, KoiTo cien abcopOums ce
MIPEeBPBIIA B MPOTHBOPAKOBOTO BemecTBO S-FU; ruMepanui — MHXUOUTOP Ha TUXHUIPOTHPUMUIUH
nexunporenaszara (DPD) 3a nmpenoTBpaTsBaHe Ha pa3rpaxmaaneto Ha S-FU B oprannsma; u OTeparmI —
HHXUOUTOP Ha opoTaT-Pochopudozuntpancepasata (orotate phosphoribosyltransferase, OPRT),
KOSITO HaMaJIsiBa akTUBHOCTTa Ha 5-FU B HOpMaiHa cTOMarrHo-upeBHa auraBuia. KoMmOuHanusra Ha
teradyp, THMEpaITiiI U OTEPAIHII € OIpeAeieHa KaTo ONTHMAaTHO MoapHo choTHomenue 1:0,4:1 3a
MoJIbpKaHe Ha ekcro3unuaTa Ha 5-FU kato 1mo To3u HauuH /Aa ce MOoAbpKa MPOTHBOTYMOpHaTa
AaKTUBHOCT IPU HamMallsiBaHE Ha TOKCUYHOCTTA, CBbP3aHa ChC CAMOCTOSATEHOTO NpuioxeHue Ha 5-FU.

Teradyp e npemnekapctso Ha 5-FU ¢ nodpa nepopanna dnonannyuoct. Cies nepopaiHo
npuiokeHue Teradyp nocreneHHo ce npespsuia B 5-FU in vivo, ocHoBHO upe3 CYP2A6 en3umHa
aKTHBHOCT B uepHus 1pod. 5-FU ce metabonusupa upe3 uepHoapobuus ensum DPD. 5-FU ce
aKTHBHPA B KJIETKHUTE Upe3 GoCchHOpUIUpaHe 10 aKTUBHUSA My METa0OHT S5-(PIIyopo-IeOKCHY PHIHH-
MoHodocdar (FAUMP). FAUMP u penyuupanust ¢oiar ce CBbp3BaT ¢ TAMUAAUIAT CHHTa3aTa, KOETO
BOZM 10 0Opa3yBaHe Ha TEpLUUEPEH KOMILIEKC, KoiTo nHxubupa cunresa Ha JJHK. OcBen ToBa 5-
dbayopypunua-Tpudocdart (5-fluorouridine-triphosphate, FUTP) ce uakopmopupa B PHK, xato
MIpeIN3BUKBA HAPYIICHUE HA (PYHKIUUTE H.

INumepanunst nHXMOUpa Metabonusma Ha 5-FU, kaTo nuHxubupa odpatumo u cenektusHo DPD —
OCHOBHHS MeTa0onm3upan en3uM 3a 5-FU, Taka ue ce mocTurar no-BUCOKH 1mia3MeHu HuBa Ha 5-FU ¢
npujaraHe Ha rmo-HUcKa j03a Teradyp.

CJ'ICI[ NEepopaaiHo MPUIIOKEHUEC, OTECpAlIUII CC PA3HPECACId BbB BUCOKU KOHICHTPAIIUX B HOPMAJTHUTC

ThKaHU Ha CTOMAIIHO-YPCBHU TPAKT, JOKATO B KPbBTA U TYMOpPHATa ThbKaH P NPOYUYBAHUA BbPXY
JKNBOTHH Ca Ha6J'IIOI[aBaHI/I S3HAYUTECIIHO IMO-HUCKHU KOHICHTpaluu.

q)aDMaKOIII/IHaMI/I‘IHI/I edJeKTI/I

B npoyuBane ¢ yBenuuaBaHne Ha j03aTa, cpaBHsBamo nonocumoctta Ha 5-FU B Teysuno u teradyp +
ruMepanui (6e3 oTepaiu), J030BOTO HUBO 25 mg/m’ He MOXe a Obie JOCTUTHATO IPH OTCHCTBUE
Ha OTepalu, MOpaJHu HAINYNE HA TOKCHIHOCT, OTpaHrYaBallia 103arta (Juapus CTereH 3 mpu 2
MaIMeHTa U KapAUOPECTIMPATOPEH apecT NpH | TalMeHT) B paMoTo Ha Teradyp+ruMeparii.
dapmakokuHeTHUHUAT MTpodui Ha 5-FU e mogo0eH npu Hamu4yue Wik OTChCTBUE HA OTEPAIH.

CroliHocTHTE Ha cpeaHaTa MakcuMaiHa KoHueHTpauus Ha 5-FU (Cmax) ¥ Ha miiowiTa noa Kpusara
koHneHTparusa-speme (AUC) ca mpuOIM3UTETHO 3 IHTH IMO-BUCOKH CJIEH MPIIIOKEeHHE Ha Teysuno,
OTKOJIKOTO CIIE]] CAMOCTOSITEITHO TIPIIIOKEHHUE Ha Teradyp, BBIPEKH 16 TbTH MO-HUCKATA 1032 Ha
Teysuno (50 mg teradyp) B cpaBHeHHUE ¢ Terayp, IpuiIokeH camocTosTenHo (800 mg), u ce
o0sicHABaT ¢ nHXUOUpaneto Ha DPD ot rumepanuin. MakcuManHaTa ria3MeHa KOHIEHTpays Ha
ypauui e HaOJIro1aBaHa Ha YeTBBPTHS Yac C B3BpPhIIaHe KbM M3XOJHNUTE HUBA 33 0KOJIO 48 waca cief
npuiarane Ha 103aTa, KaTo IoKa3Ba o0paTUMocTTa Ha mHXxuOupanero Ha DPD oT rumeparu.

[IpoyuBane Ha eekta Ha Teysuno BPXY ChpJicUHATA PEHOJISPU3ALINS, TIPOBEACHO MIPH MAIUCHTH C
Pak B HampeaHAa CTaJMid, OTTOBAPs HA OTMPEACICHUETO 32 OTPULIATEITHO MTPOYYBAHE CHIVIACHO
yKka3zaHusTa Ha MexTyHapoHara KoHpepeHius mo xapmonusamus (International Conference on
Harmonisation, ICH). He e HabmonaBana ch0TBETHA BPb3Ka MEXAY a0OCOTIOTHATE CTOMHOCTH Ha
QTCF HWHTCpBaja UJIU MPOMCHHU CIIPAMO U3XOJHHUTE CTOMHOCTH M MaKCHUMAJTHUTE MJIa3MeHU
KOHIICHTpAIMK Ha ChCcTaBKUTe Ha Teysuno.

Kimmanyna edheKTHBHOCT U 6€301MacHOCT

[IpoyuBane ¢asa | ycraHOBsIBa aKTyalnHUs! pEKUM, KaTo OLIEHSIBA KOXOPTH ¢ Teysuno 1 HucCIIaTuH OT
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30 mg/m? u 60 mg/m? (HaGroaBaHKUTE OrpaHMyaBaly qo3ata Tokcuanoctd (DLT) ca 6uim ymopa,
nuapys U aexuaparamus); 25 mg/m* u 60 mg/m?; u 25 mg/m? u 75 mg/m?. BeOpeku oTChCTBUETO HA
DLT B mocnegHara KOXopTa, J03aTa Ha UCIUIATHH He € OMila MOBHIIEHA IToBede OT 75 mg/m?.

B npoyuBane FLAGS ¢a3za III ue ce yctanoBsiBa BuauMa Bpb3ka Mexxay AUC Ha 5-FU (pamo
Teysuno/mucmiatu) u koHeHTpanusita Ha 5-FU (pamo 5-FU/mucruiatia) mo BpemMe Ha IUKBI 1 U
pesyaratute 3a eeKTUBHOCT 3a o0mma npexxussiemocT (overall survival, OS) unu npexuBsieMoct 6e3
mporpecus (progression-free survival, PFS).

[IpoBenexo e dasa [ npoyusane, 3a orienka Ha @K Ha cheraBkuTe Ha Teysuno U TEXHUTE METaOOJIUTH,
[IPY TALMEHTH C KapLUHOM, ¢ HapyuieHa Ob0peyHa GyHKIUS, B CpaBHEHUE C TE3U ¢ HOpMalHa
0b0peunHa ¢yHkIus. B ToBa mpoy4BaHe, aHTUTYMOPHA aKTUBHOCT € U3MepeHa upe3 Hail-100bp IbJIeH
TyMopeH otroBop. [loseueTo ot marmentute (70,4%), ca nmanu ctabnitHO 3a00IsIBaHe KaTo Hald-
n00Bp OTTOBOP (BB3 OCHOBA Ha oneHKaTa Ha uscinenosatens mo RECIST kpurepus) u 29,6% ot
MAIUEHTHTE Ca UMAJIH TIPOTPECHPAIIo 3a00IsiBaHe, KaTo Hail-mo0bp o011 oTroBop. B mbpBus mUKbI
Ha JIeYeHrne He € HaboJaBaHa TOKCHYHOCT, OTpaHuYaBaIia J03ara.

Pak Ha cToMaxa B HanmpeAHAJI CTaJIUN:

JlaHHUTE OT MHOTOLIEHTPOBO, MHOTOHALIMOHAIHO (M3KIIOYBAILO A3Hs), PaHAOMH3HPAHO,
KOHTPOJIMPaHO, 0TBOpEHO KIMHUYHO npoyuBaHe daza I (FLAGS) nogkpenst ynotpedarta Ha
Teysuno B koMOMHAIMA C HUCIUIATHH 32 JIeUeHHE Ha MAMEHTH C paK Ha CTOMaxa B HampeHal
craamii. B ToBa npoyusane 521 MalMEHTH ca paHIOMH3UPaHHK Ha jiedeHue ¢ Teysuno (25 mg/m?
MEPOPAITHO JBa IBTH THEBHO B MIPOABIDKEHNE Ha 21 THH, TIOCIIEIBAHU OT 7-THEBEH IEPHOJ Ha
HOYMBKA) M HUCILIaThH (75 mg/m? naTpaBeHo3Ha MH(Y3Hs Ha Beekn 4 cenmuim); a 508 manuenra ca
pangomusupanu Ha nedenue ¢ 5-FU (1000 mg/m?/24 gaca nox ¢opmara Ha HPOABIKATEIHA
WHTpaBeHO3HAa HH(DY3Us oT AHM 1 110 5, KOUTO Ce MOBTApPAT Ha BCEKH 4 CEIMUIIN) U IIUCIUIATHH

(100 mg/m? xaTo MHTpaBeHO3Ha UH(Y3HUs Ha JIeH |, MOBTapsHA Ha BCEKM 4 CEAMUIIN).
XapaKkTepUCTHKHUTE Ha MAalMEHTHTE ca MpeAcTaBeHu Ha Tabmuma 10.

Tabawma 10: Jlemorpadcku 1 M3XOIHU XapaKTEPUCTHKH Ha manueHTuTe B mpoyuBaneTo FLAGS

Teysuno + Huciiiatuu 75 mg/m? 5-FU + Hucmatun 100 mg/m?
(N=521) (N=508)

[omn, n (%)

Mpnxe 382 (73) 347 (68)

Kenu 139 (27) 161 (32)
Bw3pacr, rogunu

Menunana ([Inana3zon) 59 (18-83) 60 (20-85)

>65, n (%) 160 (31) 164 (32)
Paca, n (%)

bsta

UepHa min adpoamMepruKaHcKa 447 (86) 438 (86)

Asuatcka 5(1,0) 7(1,4)

AMepHUKaHCKH UHAMAHIU UITH C 4(0,8) 4(0,8)
€CKHUMOCH 4(0,8) 6(1,2)

Hpyru 61 (12) 53 (10)
dyuknuoHanHo crerosinue no ECOG,
n (%)

0 226 (43) 200 (39)

1 295 (57) 308 (61)
Jlokanu3anus Ha MbPBUYHATA JIE3US, N
(%)

Cromax

MsicTo Ha ChEeMHEHUE Ha CTOMaxXa 438 (84) 417 (82)
U XpaHOIIPOBOJA 82 (16) 88 (17)

JlBere 1(0,2) 3(0,6)
MertacTatuaHo 3aboinsBane, n (%) 497 (95) 488 (96)

>2 MeTacTaTHYHU MecTa 340 (65) 327 (64)
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Io oTHOIICHNE HA ThPBUYHATA KpaiiHa TOYKa Ha 00Ia MPeXUBIEMOCT, Teysuno B KOMOUHAIUS ¢
[ACIIIATHH IMOKa3Ba He To-Majnka eekTUBHOCT OT 5-FU B KOMOWHAITHS ¢ ITUCIUTATHH (BXK. TaOIHIIa
11). [To BpeMe Ha OCHOBHUS aHATN3, MEIUAHATA Ha MTEPHOa Ha IPOCISAsIBaHEe 3a 00IIa
MPEXKHUBIEMOCT MPH MbJIHKS HAOOp TaHHM 32 aHanu3 ¢ own 18,3 mMecena.

Tabmuna 11: OOma npexxuBsieMocT U npexuBsieMocT 0e3 nmporpecust BbB FLAGS

Teysuno + [{ucrnatun 5-FU + Hucnnatun
Koeduuent
Kpaiina Touka Menuana [95% Menuana [95% Ha pucka [95%
[Nomynauus N JU]. mecenn N JU]. mecenn AA]
Ob6ma
MPEKUBIEMOCT

»l[TTaHUpaHu 527  8,5[7,9,9,3] 526  7,91[7,2,8,5] 0,94 10,82,
3a JIeueHue" 1,07]

[Ipnen HaGop 521 8,6 [7.,9,9,5] 508  7,9[7.2,8.,5] 0,92 0,80,
JAHHU 32 aHaJIN3 1,05]
[MpexuBsemoct 6e3
porpecust

[Ienen Hatop 521 4,8 [4,0, 5,5] 508 5,5[4.4,5,8] 0,99 0,86,
AHHH 32 aHaIu3 1,14]

JIM = noBepurenen uaTepBai; [Ipaen HaOOp JaHHM 3a aHANIN3 = BCHYKH PaHIOMU3HUPAHU JIEKyBaHH MAI[MEHTH, aHATN3UPAHT
cropez pasnpezeneHueTo (TIOIyIalys Ha OCHOBHUS aHAJIN3)

HeI[I/IaTDI/IqHa IIOITyJIaIs

EBporeiickaTa areHnus 1o jJekapcTBaTa 0cBOOOXKaBa OT 33IbDKEHUETO 32 IPEOCTaBsHE Ha
pe3ynTaTuTe OT MpoydYBaHuATa ¢ Teysuno BbB BCHUKY NOATPYNH Ha MEeANATPUIHATA TTOMYJIaus MpH
CTOMAIIICH aJICHOKapIIMHOM (BX. Touka 4.2 3a MH(OPMAIKsi OTHOCHO YIoTpeOa B IeIUATPHUATA).

IIpu MeTacTaTHUYEH KOJOPEKTAJIIEH paK, CJIE IpeMUHABAHETO HAa Teysuno, KOraTo € HEBBL3MOKHO
IPOABIKABAHE HA JIEYEHUETO C APYT (DIIYOPONUPUMHUINH HOPAIHA CHHAPOM PBKa-KpaK WIH
CBbPJIEYHO-CHI0BA TOKCHYHOCT.

B pamxkuTe Ha eBponeiicko KOXOpTHO npoy4dsaHe Ha 200 manueHTH, KOUTO ca MpeMuHanu oT 5-FU
nnu 6a3yupaHa Ha KaneuuTaOuH Tepanus Hopaay ChbpAeyHO-ChA0Ba TOKCUYHOCT U ¢a IPOIBIDKUIN C
tepanus ¢ Teysuno, uMa MoArpymna naueHTy ¢ MeTacTaTHueH KojopekTaieH pak (n=53). B Tasu
noarpyna ot naruerTu ¢ mCRC MHO3UHCTBOTO OT nanueHTuTe (92%) ca ycmenu ycrnenHo aa
IpeMuHatr Ha Teysuno u fa mpoabKaT CBOETO JIEYEHUE, HE3aBUCUMO OT T€PANeBTUYHU
KOMOMHAIIH, KaTO TIOBTOPHA T0sBA Ha ChPJIEYHO-CH/I0BA TOKCUYHOCT ce HaOmoaBa npu 8%
(Bcuuku ot kiac 1). Cnex n3BbpiIBaHeTo Ha ToBa npeMuHaBaHe 100% OT manueHTUTe ycnaBar aa
3aBbpLIAT IJIAHUPaHATA 33 TSAX XUuMHoTepanus. B nonbanenue, 3a naunentute cbc CRC ¢
METaCTaTUYHO 3a00JIsIBaHe, CpeHaTa o0IIa mpekuBsieMocT e 26 mecena (95% nosepurenex
uHTepBan 22-31), ¢ S-roaumrHa npexuBseMoct oT 12%.

B peTpocnekTHBHO KOXOPTHO Mpoy4BaHe Ha 47 malueHTa ¢ KoJopeKTajaeH pak oT Hunepnanackus
peructsp Ha konopekTaneH pak (PLCRC), npu npemMuHaBaHe KbM S-1 mopaau Mpeau3BUKaH OT
KarenuTabuH CHHIPOM phKa-Kpak (n=36) UK ChpJIeYHO-ChI0Ba TOKCHYHOCT (n=10), cpenHOTO
BpeMe OT 3aI04YBaHe Ha JICYCHUETO C KalelUTaOuH 10 IbPBOTO JOKYMEHTHPAHO Pa3BUTHE Ha
3a00JIsIBAHETO CIIe 3al0UBaHeTo Ha JiedeHue ¢ S-1 ¢ 414 qau (95% noseputenen narepan 332-568
TTHH).
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5.2 dapmakoOKMHETHYHH CBOIicTBa

®apmakokuHeTnkara (PK) mpu eqHOKpaTHO M MHOTOKPATHO MpHiiarane Ha Teysuno B KOMOHMHAIUS C
LUACILIATHH € OLIEHEHA B TPU IIpoy4BaHus. IIpoBeieHn ca 0ceMHaeceT NONbIHUTEIHU
(hapMaKOKMHETHYHH MPOYYBAaHUS C IPUJIaraHe Ha CbOTBETHHS PEXKHUM, KaTo MOHOTepanus. Beuukure
IIPOYYBAHUS Ca IPOBEJCHU IIPU PAKOBOOOJIHH MAILIUEHTH.

AbcopOuus

Cren nmpunarade Ha eqHOKpaTHa 103a oT 50 mg Teysuno (u3pa3eHa KaTto chaAbpXKaHue Ha Teradyp)
npu Mbxe (mpubmusurenso 30 mg/m? Bb3 0OCHOBA Ha TeJecHa MOBLPXHOCT oT 1,56 10 2,10 m? 3a
TUNHYeH nauneHt; N=14), meauanara Ha Tmax Ha KOMIOHEHTUTE Ha Teysuno Teradyp, THMEpaIuil
u oTepanui e cboTBeTHO 0,5, 1,0 1 2,0 yaca, a cpeanara + crangaptao otkionenue (SD) AUCQ-inf u
Ha Cmax ca 1 4595 + 4 340 ng yac/ml u 1 762 + 279 ng/ml ua teradyp, 1 884 + 640 ng yac/ml u

452 + 102 ng/ml Ha rumepauni, 556 + 281 ng yac/ml u 112 + 52 ng/ml Ha otepaunn. Meauanara Ha
Tmax Ha 5-FU ¢ 2,0 waca, a cpemnata AUC(Q-inf 1 Cmax ca 842 = 252 ng gac/ml u 174 + 58 ng/ml.
Hugara Ha Teradyp, rumepari, orepaunit U 5-FU ca namepumu B npoasnkenue Ha 10 gaca cien
npuiarane Ha go3ata. CTaMOHApHOTO CHCTOSHHUE HA Teradyp ce JOCTHra Hal-KbCHO JI0 JIeH 8, cliel
HpUIIaraHe Ha THMEPALWII U OTepamI B 1031 oT 30 mg/m? .

Crnen npuarane Ha MHOTOKpartHa 103a (30 mg/m?, n3paseHa KaTo ChAbpKaHHe Ha Teradyp ABa IIbTHU
JTHEBHO B poabpkenue Ha 14 qam; N=10), meaumanara vHa Tmax Ha Teradyp, THMEpaIiil U OTESPaIiI
e ceorBeTHO 0,8, 1,0, 1 2,0 4yaca, a chorBeTHaTa cpenna = SD AUC(0-12h) u Cmax ca 19 967 + 6 027
ng

gac/ml u 2 970 = 852 ng/ml na teradyyp, 1 483 + 527 ng yac/ml u 305 + 116 ng/ml Ha rumepanun u
692 £ 529 ng yac/ml u 122 + 82 ng/ml Ha otepaunn. Meauanara Ha Tmax 3a 5-FU e 2,0 yaca, a
cpennara AUC(0-12h) u Cmax ca cbotBeTHO 870 + 405 ng wac/ml u 165 + 62 ng/ml.

IIpunoxenuero Ha Teysuno ¢ xpara Boau g0 Hamanerue Ha AUC(-inf Ha OTepanui OT MPUOIUZUTEITHO
71%., a Ha TUMepanyaI — NpUOIU3UTENHO 25% CIPAMO MPUIOKEHUETO UM Ha TIIaJHO.

EnHOBpeMEHHOTO NpHIIarane Ha MHXHOUTOP Ha MPOTOHHATA rmomIia (proton pump inhibitor, PPT)
HamassBa eeKTa Ha XpaHaTa BbpXYy (papMakOKMHETHUHUS MPOQUII Ha OTEpalliil, HO HE B JOCTaThUHU
TpaHUIM, 32 J]a 3aJIMYH HAITBJIHO e(ekTa Ha xpaHaTa. Habmonasa ce 15% namanenue na AUC(-inf Ha
5-FU B npucHCTBHETO HA XpaHa CIIPSMO YCIOBHATA HA TIIaIHO, a eKCIIO3UIIMATa Ha Teradyp He ce
MIOBJIMSIBA OT XpaHara (KOeTo IMoKa3Ba JINmca Ha e(hEeKT Ha XpaHarta).

Cpennata AUCQ-inf u Cmax Ha 5-FU ca Oniu npuOIu3UTeNHO 3 IbTH MO-TOJIEMH CJIT IPUI0KCHHE
Ha Teysuno (50 mg u3pa3eHu KaTto ChIbpKaHUE Ha Teradyyp), OTKOJIKOTO cie]] MPHIOKEHUE caMo Ha
teragyp (800 mg), nokaro AUCQ-inf 1 Cmax Ha metabonuta Ha 5-FU a-dmayopo-B-ananun (FBAL)
ca OUITM MPHOJIM3UTENHO OT 15 10 22 MBTH MO-HUCKH cJie]] MPUIIOKEHNEeTo Ha Teysuno, B cpaBHEHHE
CJIe]] MPUIIOKEHUETO Ha Teradyp.

KommnonenTst Ha Teysuno otepari He mpoMeHs ¢apMakokuHeTHaHUTE podunu Ha 5-FU, teradyp,
rumepanm, FBAL wnn ypanun. KoMmoHeHTHT TuMepanui He MOoBIusiBa papMaKOKHHETUIHUS
npodun Ha Teradyp.

PaznpeneneHue

Ortepart, rumepanui, 5S-FU u Teradyp ce cBbp3BaT ¢ mpoTenHUTE ChoTBETHO 8,4%), 32,2%, 18,4% 1
52,3%. CBbp3BaHETO C MPOTEHHUTE B YOBEIIKHS CEPYM HE 3aBUCH OT KOHIIEHTPAIMATA B THAMIA30H OT
0,1 mo 1,0 pg/ml 3a orepartun, rumepammt u S-FU, u 1,2 no 11,8 pg/ml 3a teradyp.

Hsama HaanyHy KIMHUYHA JaHHU 3a pas3rnpeacICHUCTO Ha Oes13aHu C U30TOIMM KOMIIOHEHTH Ha
Teysuno. B’BHpeKI/I 4c 3a Teysuno, IMPUJIOKCH MHTPABCHO3HO IIPU X0pa, HIMAa HAJIMYHU JaHHU, OT
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JTaHHHTE 32 IPUBUAHUS 00eM Ha pasmpeieliCHne U eKCKpeLusTa B ypHHaTa 00eMbT Ha paslpe/ieieHue
MosKe Ja Obie u3umcier rpy6o Ha 16 1/m?%, 17 1/m* u 23 1/m? choTBETHO 3a Teradyp, TUMepaIui 1
oTepanuI.

Buorpanchopmars

OCHOBHHUSAT MeTa0OIUTEH ITBT 3a Teradyp e mpe3 npesprhinane B 5-FU upe3s CYP2A6 B ueprus apoo,
JIOKaTO TUMEPALINIT € CTAaOUIICH B XOMOI'CHAT Ha YOBEIIKK YepeH pob (dhpakius S9) ¢ ageHo3uH 3'-
docdar 5'-pocdocyndar muruera con (phosphosulfphate lithium salt, PAPS; kodaxTop 3a
cyndorparcdepasza) win HUKOTHHaAMU aneHuH auHykireotun ochar (NADPH). Bs3 ocHoBa Ha
pe3yNTaTH OT MPOYUBAHUS in Vitro, €IHa YacT OT OTepaliiia ce pa3rpax/a HeeH3UMHO /10 S-a3ayparui
(5-AZU) ot cromanHus COK, a Clel TOBa ce MpeBpblia B IMaHypHHOBA KucenuHa (cyanuric acid, CA)
B XpaHocMuiatesHus TpakT. 5-AZU u CA He naxuOupat ensumuara akrusHocT Ha OPRT. Camo
MaJIKO KOJIMYECTBO OTEpANHi ce MeTaboIm3nupa B YepHUs Apod mopaan HUCKUS My IepMeaOuITUTeT.

In vitro onieHsIBaHE TIOCPEICTBOM YOBEIIKY YePHOPOOHN MUKPO30MHU ITOKa3Ba, 4Y¢ HUTO Teradyp,
HUTO TUMEPAIIVI WK OTEPAIVI MOKa3BaT HAKAKHB CBhP3aH UHXUOUPAI e(peKT BbPXY CH3UMHUTE
aKTHBHOCTH Ha M3cieaBaHuTe m3ogopmu Ha ruToxpoM P450 (t.e. CYP1A1/2, CYP2A6, CYP2CS8/9,
CYP2C19, CYP2D6, CYP2E1 u CYP3A4).

In vitro onleHsIBaHE C U3IIOJI3BAHE HA IIbPBUYHM KYJITYPH OT YOBEILKU XEIAaTOLUTH [10Ka3Ba, e
teradyp (0,7-70 uM), rumepari (0,2-25 uM) u orepanmn (0,04-4 uM) npuTekaBaT MaIbK WIH HE
MpUTEKABaT HHAYKTHBEH epeKT BbpXy MeTabonuTHaTa akTuBHOCT Ha CYP1A2, CYP2B6 u
CYP3A4/5.

IIpu u3nonsBaHe Ha IUIA3MEHUTE KOHIICHTPALUU HAa YpaLuil 3a OLEHsIBaHe Ha akTUBHOCTTa Ha DPD B
KJIMHAYHY TIPOYYBaHUsl, HE ca HAOJII0AaBaHU M3pa3eHH IPOMEHH B IUIA3MEHUTE KOHLIEHTPALUH Ha
ypauui cief npuiaraie Ha eqHokparHa qo3a ot 800 mg teradyp, AOKaTO MIa3MEHNUTE KOHIIEHTpaLuu
Ha ypanuJjl ce yBeJn9aBaT 3HaYUTEIHO CJIe]] MPIIOKEeHNe Ha eqHoKpaTHa A03a 50 mg Teysuno
(otpazsBa nuaxubupanero Ha DPD ot rumepannn). Cnen enHokpatro (50 mg) 1 MHOTOKpaTHO

(30 mg/m?* nBa nbTH JHEBHO) IpWiIarane Ha Teysuno Npu MbkKe MAKCMMATHUTE KOHIIEHTPAIMH Ha
yparI, oTpassiBay nHxuoupanero Ha DPD, ca HaGrogaBany mpuOIM3UTETHO 4 Haca cien go3aTta.
Cren eqHOKpAaTHO M MHOTOKPATHO Mpuiiarane € HabJIroiaBaHo cXOJHO HHXuOupane. [Inasmenunte
KOHIIEHTPALMK Ha ypauui ce Bb3BPBIIAT KbM U3XOJHUTE HUBA MPHOIN3UTENIHO 48 yaca ciexn
MIpUIIarane, KOeTo MoKa3Ba 00paTuMOCT Ha HHXHOUpaneTo Ha DPD ot rumepanm.

Enumunupane

[Ipu yoBeka MpUBUAHUAT TEPMUHAJICH eUMUHAMOHEeH oy)kuBoT (T1/2) na 5-FU, Habmogasan
cien npunokenue Ha Teysuno (chabpaxain Teradgyp, npeaiekapcetso Ha 5-FU), e mo-abasr
(mpubmusuTenHo 1,6 — 1,9 gaca), ot T0o3H, ChOOIIABaH NMPEIH TOBA, CIIE HHTPABEHO3HO IPUIIOKECHNE
Ha 5-FU (ot 10 mo 20 munytn). Cnex emHokpatHa mo3a Teysuno croitHoctute Ha T1/2 ca B 1Mama3oH
ot 6,7 no 11,3 yaca 3a teradyp, ot 3,1 1o 4,1 uyaca 3a rumepanmi u ot 1,8 10 9,5 vaca 3a oreparu.

Crnen egaokparHa go3a Teysuno npudmusnutenHo ot 3,8% 1o 4,2% ot npuioxenus teradyp, ot 65%
10 72% ot mpusnoxeHus rumepariiii ¥ ot 3,5% 110 3,9% oT npuiioXkeHHus OTepaliil ce eKCKpeTupar
HempoMeHeHHU B ypuHata. OTHOCHO MetabonuTute oT 9,5% 1o 9,7% ot npunoxenus teragyp ce
exckpetupa B ypurara kato 5-FU u npubnusurtenno ot 70% mo 77% karo FBAL, koeto e
npubm3uTesHo ot 83% 10 91% ot npunoxenara no3a Teysuno (00mio Teragyp + 5-FU + FBAL). He
¢ HabmoaBaH eekT Ha TUMepali BbpXy 0b0peunus kiupbHe Ha Teragyp, FBAL u 5-FU crnen
npuiokeHue Ha Teysuno, B CpaBHEHHE ¢ TEXHUS KIMPBHC cliell MPHIOKEHNE caMo Ha Teradyp.

JInHelHOCT/HeNMMHENHOCT
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B smonHcko npoyuBaHe ¢asa [, koeTo u3nona3sa 5 1030BU TPYIHU C 103U B TUANA30H OT 25 10

200 mg/doBeK, € HaIMIIe IPONOPIIMOHAIHO Ha JI03aTa YBEJIMUCHUE HAa SKCIIO3UIMITA 3a Teradyp,
TUMEpAII U OTepalliil. Y BEIMYCHUETO Ha ekcno3unusara Ha 5-FU obaue mokaspa TEHACHIUS KbM I10-
TOJISIMO OT MPOTIOPIIMOHAIHOTO YBEIHMUEHHE CIIPSIMO YBENWYaBaIara ce j103a reragyp.

dapMaKOKMHETHKA IIPH CUEITHATHY TOITYJIAINN

[onynanuonen PK anamu3 Ha koMrmoHeHTHUTe Ha Teysuno U TEXHUTE META0OJIUTH OIICHSIBA
BIUSHUETO HA Pa3InYHu (DAKTOPH, BKIOYUTEIHO T0J, B3pacT, XpaHa, ETHUYECKA PUHAIICKHOCT
(6s1ma cpaBHEHA C a3maTcka), Ob0peuna u yepHoapodHa pyukmms nmpu 315 manuentn. brOpeunara
(dyHKIUS, OTpa3eHa OT KPEaTHHUHOBUS KIIMPBHC, € OCHOBHHAT (PaKTOP, KOWTO TIOBJIHsIBA
excrio3unusTa Ha rumepai u 5-FU. C Hamanenue Ha Ob0pednaTa pyHKIUsS ce HaOIto1aBa
yBeNnn4deHne Ha ekcriozunusata Ha 5-FU B cranmonapHo cherosiHue. To31 aHANNM3 MOKa3Ba ChINO TaKa,
4e TeHJICHIIUATA B IPOMEHUTE Ha (hapMaKOKHHETHKaTa Ha Teysuno, HaOIoAaBaHu ¢ YBEJIHYCHUETO Ha
BB3pacTTa, Ca CBhP3aHH C IPOMEHH B ObOpeuHaTa ()yHKIUS, KAKTO € H3MEPEHO C KPEaTHHUHOBHS
KITHUPBHC.

Bvopeuno vepeocoane

B npoyuBane ¢aza | Ha MmoHOTepanus ¢ Teysuno, koeTo nscnensa papMakOKUHETHKATa Ha
KOMITOHEHTHTE 1 METa0OJIMTUTE NP IMALMEHTH ¢ HOPMallHa 1 HapyleHa 0 b0peuHa GyHKuus,
nanueHTuTe ¢ jieko 660pedno yepexnaane (CrCl ot 51 no 80 ml/min), moxy4aBamm MOHOTEPAITHS C
enHakBa 103a oT 30 mg/m? 1Ba IbTH JHEBHO (MAKCHMAJIHO MOHOCHMA J103a 38 MOHOTEPAIIHsl) KaTo
nanueHTuTe ¢ Hopmaina Ospuena pynkuus (CrCl >80 ml/min), nma yBennueHune Ha cpeaHaTa
AUCO- inf Ha 5-FU cnpsimo Ta3u Ha HopManHuUTe maiuenTy. [latuenTure ¢ ymepeHo 0b0pedHo
yBpexaane (CrCl ot 30 mo 50 ml/min), kouTo moyyaBaT HaMmaseHa j03a ot 20 rng/m2 IBA ITBTHA
JTHEBHO, He MTOKa3BaT 3HauuMo yBenuueHue Ha cpeqHata AUC(Q-inf Ha 5-FU B cpaBHEeHMeE ¢ TOBa Ha
HOpMaJjlHaTa rpymna. Y BeJIMYEHUETO Ha eKcrno3uiusaTa Ha 5-FU npu nmaiueHTy ¢ jgeKa CTerneH Ha
0B0peyHO yBpeXKIaHE B TOBA MPOYUBAHE, 3a€HO C PE3YNTATUTE OT CUMYJIAUATA BHB
(hapMaKOKMHETHYHHS aHAJIN3 pemnonara, 4e q1o3a Teysuno ot 25 mg/m? 18a IbTU JHEBHO NPH
MAI[MEeHTH C JIeKa CTeTeH Ha 0B0pedHo yBpeKaaHe MOKe J1a TOCTUTHE TUTa3MEeHN KOHIIEHTPalrHy Ha 5-
FU, mogo6Hu Ha Te3H, MOTyYeHH TIPH MAIUEHTH C HOpMaHa 0b0pedHa QpyHKIus, moirydaBamy 30
mg/m? 11Ba IIbTH JHEBHO KATO MOHOTEPAIHS, a ChILO U TE3H C YMEPEHO OBOPEUHO YBPEKIaHE,
nony4asaiy 20 mg/m? aBa IbTH JHEBHO.

Cnen namaneHa 103a ot 20 mg/m? Teysuno, IpuIaraHa BeIHbK JHEBHO PH IPyIaTa ¢ TexkKKa
060peuna HemoctarbaHOCT (CrCl < 30 ml/min), AUCQ-inf Ha ennanyHaTa no3a 1 AUC(Q-1 Ha
MHOTOKpaTHaTa 103a 5-FU, ca mpubau3uTenHo 2 IbTH MO-BUCOKHU B TpyIaTa ¢ TEXKO ObOpedHO
yBpeXJaHe, B CpaBHEHHE C T€3U, HAOII0AaBaHU [IPH TpyIiaTa ¢ HopMaliHa ObOpeuHa QyHKIuS,
nony4asaiy 30 mg/m? nBa mbTH qHEBHO. CIIe10BAaTENHO, OU MOTIJIO JIa CE 0YaKBa , Y€ eKeIHEBHATA
excrio3unms Ha 5-FU me 6b1e cpaBHIMA B TE3W TPYIIH, KaTO JHEBHATA €KCIIO3UIINS IPH NMAIIEHTUTE B
rpymnara ¢ TeXKo ObOpeuHO YBpEeKAaHe ce OCHOBABa Ha MpUIaraHeTo Ha Teysuno BeITHEXK THEBHO,
JOKaTo AHeBHaTa excro3uiysa Ha 5-FU npu manuenTure B rpynara ¢ HopMajina 0b0peuHa QyHKIus,
Ce OCHOBaBa Ha mpuiaraHeto Ha Teysuno aBa mbTH JHEBHO. TpsiOBa na ce orOenexu odaue , e
excriozunmsta Ha 5-FU Moxe ga Obae MpOMEHINBa U HEOYaKBAHO TT0-BUCOKA, IIPH MAIUEHTH C TEXKKO
OBOpeUHO yBpEKAaHe, MOpaan Bb3JEHCTBUETO HA KoJieOaHuATa B ObOpeuHaTa QyHKIMS IpH Te3U
TIAI[UEeHTH.

Yeproopobio yepesicoane

Hsma 3naunmvu pasznuans B8 AUC Ha 5-FU, teradyp, ruMepaninii Wik OTepaiii clie]] €THOKPaTHO WU
MHOTOKpATHO npmiarane Ha Teysuno ot 30 mg/m? 1Ba MbTH JHEBHO TIPU MAIMEHTH C JIEKO, YMEPEHO

WU TEKKO YEPHOAPOOHO YBpEKIaHe, B CPAaBHEHHE C TE3W ¢ HOpMallHa YepHoapoOHa pyHkmms. Cen

NpujiaraHe Ha €JJHOKpaTHa /1032 UMa CTaTUCTUYECKH 3HaUnMO HamasieHue Ha Cmax Ha 5-FU u
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TUMepaIii B TpyIaTa ¢ TeXKO YepHOAPOOHO YBpeXaaHe CIPsIMO Ta3d Ha HOpMaJlHaTa rpymna, HO Ta3u
pasnuka He e HaOmojaBaHa cliel IPUI0KeHHEe Ha MHOTOKpaTHA J103a.

Emnuuecku pA3IUdUA

IIpoyuBane ¢aza I uzcneaa papmMakoKrHETHKATA P MOHOTEpanus ¢ Teysuno mpu MarueHTH OT
asuarcku (Kuraii/Manaiizus) npousxon u 6enu (CAILl) nanmentu. B choTBeTCTBHE C MTO-HHUCKATA

axktuBHOCT Ha CYP2A6 npu nmanuenTure ot azuarcku npousxon, AUC(-12 Ha Teradyp e Ouia mo-
BHCOKa, a T1/2 e Owm1o mo-IbJIro Npu a3uaTckaTa rpyra, B cpaBHeHue ¢ rpynara oenu. AUC(Q-12 3a
TEMEpaLiI ¥ ypalui ca OWiiy CpaBHUMHU MEXKAY IBETE TPYITH, KOETO MPearoara, 4e HHXHOMPaHeTo
Ha DPD e nonoGHo npu a3uaTckara rpyna u npu rpymnata 6enu. Pasnukara B ekcnozunusira Ha 5-FU
TIpH IBETE TPYIH He € craructrdecku 3HaunMa. AUC(-12 Ha oTepaltui Ipu a3parckara rpyma e
NpUOIM3UTEHO MMOJIOBUHATA OT Ta3W Ha TpymnaTa Oelu, BBIIPEKH Ye Ta3H Pa3sinKa He € CTAaTUCTHYECKH
3Ha4YMMa MOPaJaHY ToisiMarTa i HHAWBUAYalTHa BapUaOUIHOCT.

[IpoydBaHus py AMOHCKH MAIEeHTH nojicka3Bat egekT Ha CYP2A6*4 monmumophuzsM BBpXY
(hapmakokmHeTHKaTa Ha Teysuno. Beipeku de Bapuantute Ha CYP2A6 ca cBbp3aHu ¢ BapHaOWITHOCT
Ha papmakokuHeTHKaTa Ha Teragyp, AUC Ha rumepanui, KOiTo ce Biusie oT ObOpeunara GyHKUus, €
KJII0UOBAaTa AeTepMUHAHTa IpY BapuaOmiHocTTa Ha papmakokunerukata Ha 5S-FU. B mpoyuBane dasa
IIT (FLAGS) AUC na teradyp € 3HaUUMO T0-BHCOKa TTpH nanueHTH ¢ aner CYP2A6*4, Bpripexn de
HE CE YCTaHOBsBA 3HaUMMa pasnuka mo orHomenne Ha AUC Ha 5-FU u yecTtoTara Ha HEXeJIaHUTE
peakuuu. CnenoBarento pasnuuusita B CYP2A6 nonumopdusMa MexIy azuarckara MomyJianus 1
nonynanuaTta o CAILL He u3rnexaa ae € KI0Y0Ba ICTEPMUHAHTA 32 Pa3INnIUATa MEXIY
MIOTTyJIAlMUTE B MAaKCUMAJIHO ToHOcHMaTa fo3a (MTD). HanuunuTte orpaHu4eHn JaHHU 3a
CYP2A6*4/*4 reHoTuna npu sIMOHCKU NallMEHTH, JIeKyBaHH ¢ Teysuno, obaue, mpeanosiarat 3Ha9uMo
Hamaseny HuBa Ha 5-FU npu ta3u cyOnomynanus. He Moxe ma ce nane npenopbka 3a go3aTa npu
taszu cyonomymnamust. Tozu CYP2A6*4 anen e psaabk npu OsutaTa MmOy Tams.

THeouampuuna nonyiayus

He ca mpoBexxaann apMakOKHHETHYHU TPOYUYBaHU ¢ Teysuno npu nequaTpuIHd MalieHTH.
5.3 IlpenkJAMHUYHH JAHHU 32 0€30NACHOCT

IIpoy4uBaHmMATa 32 TOKCHYHOCT TP MHOTOKPATHO NPHJIaraHe IPHU IUIbXOBE, Ky4eTa U MaiMyHH
[I0Ka3BaT U3MEHEHUS, TAIIMYHO CBBP3aHU C IPUJIOKEHUETO HA IPOTHUBOPAKOB JIEKAPCTBEH MPOAYKT,
pa3KpHBaIlX HUTOTOKCHYHHUTE €()EKTH BHPXY MOIyJalru OT ObP30 ACISIIH ce KIETKH, KaTO aHeMus,
HaMajieHre Ha (GYHKLUSITa Ha MMYHHATa ¥ XpaHOCMMJIaTEIHATa CUCTEMa, IPEKbCBAHE Ha
criepMaToreHes3ara u aTpo(ust Ha MBKKHUTE U )KEHCKH PEeNPOAYKTUBHU OpPTaHu.

JleyeHuero ¢ Teysuno NpeaAN3BUKBA PA3JIMYHU KOXHHU C(I)CKTI/I IIpU IUTBXOBC (KepaTo3a Ha JIaITuTC U
OHaHIKaTa) U IIpU Ky4eTa (KPYCTI/I 10 KOXKaTa u ep03I/II/I). OcBeH TOBa CJICA MHOT'OKPATHO IIpuJiaraHe ca
HaGJIIOIIaBaHI/I XUINCPHNUTIMCHTAIMA Ha KOXaTa U OYUTE, KAKTO U IOMBTHABAHC HA pOroBuuara 1nmpu
Ky4€Ta U KaTapaKTH IpU IIBXOBE. Te3u u3MeHeHus ca 06paTI/IMI/I.

Teysuno u3riexia He 3acsira MBXKHs QEepTHIINTET TPH ITEX0BE; BHIIPEKH TOBA, MPHIIOKEHUETO T10
BCSKO BpEeMe CJIe]] 3a4€BaHe BOJIH JIO PEAMIIa BHHIIHHU, BUCLIEPAJHU M CKEJICTHA aHOMAJIMK Ha (eTyca
IIPY ILTBXOBE U 3akiiu. Clie0BaTEIHO ChIIECTBYBA BUCOK PHCK 32 Pa3BUTHE Ha TOKCHYHOCT IPU
KJIMHAYHY JI03H, OCHOBHO JbJDKaIa ce Ha Teradyp (5-FU) u B mo-Majka cTeneH Ha OTepaIyiL.

Teysuno He € KAPUUHOTEHEH HUTO P IUTbXOBE, HUTO IIpu MUIIKK. He e ycraHoBeHo Teysuno ga e
MyTareHeH NpH in vitro Tecta Ha Ames. Teysuno e KJIaCTOT€HeH in vifro pU U3M0I3BaHE Ha
KJIETKH OT 0571 Jpo0 Ha KUTAWCKU XaMCTep U € cJ1ab0 KJIACTOTEHEH i Vivo IIPU KOCTEH MO3BK OT
MHIIKA.
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6. DPAPMANEBTUYHU JAHHU

6.1 Chnucbk Ha NIOMOUIHHUTE BelleCTBA

KaricysiHo chbabpxumMo
JlakTO32 MOHOXHIPAT
MaruesueB cteapar

CncTaB Ha Karicyina

Kenatun

XKenezen oxcun, uepseH (E172)
Turanos muokcun (E171)
Harpues naypuncyndar

Tank

Mactuno

Kenezen oxcun, uepseH (E172)

Keneszen oxcun, xbat (E172)
WNunurokapmus (E132)

KapnayOcku Bochk

H36emen memiak

I'muneposioB MoHOONEAT

6.2 HecbBMecTHMOCTH

Henpunoxumo

6.3 Cpox Ha rogHoCT

5 roguH"

6.4 CuoenuajHu ycJ0BHUS HA CbXpaHEHHUe
To3u ekapcTBEH MPOAYKT HE U3KUCKBA CIEIUAIHU YCIOBUS HA ChXpPaHEHUE.

6.5 JlanHm 3a omakoBKaTa

PCTFE/PVC/AI Henipo3paunu OucTepH, ChabpsKaiy 14 kancynu Bceku. Besika onakoBka chabpika
42 xancynu unu 84 xarcynu

He Bcruky BuioBe ONTAKOBKM MOrar Jia ObJaT IyCHATH B poJakoa.

6.6 CrnenuanaHu npeana3Hu MepKH NP U3XBbPJIsiHe U padoTa

Crnen paboTa ¢ KarcymnuTe phlleTe TpsAOBa Aa ce N3MHUBAT.

Hewsnon3BaHusAT MEAUIIMHCKH MPOIYKT WM OTHaIPUYHUTE MaTEepUalld OT HETo TpsiOBa Jia ce
U3XBBPIAT B CHOTBETCTBUE C MECTHUTE M3UCKBAHUSL.

7. TNPUTEXATEJ HA PASPEHIEHUETO 3A YIIOTPEBA

Nordic Group B.V.

Siriusdreef 41

2132 WT Hoofddorp

Hunepnanous
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8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

EU/1/11/669/003 EU/1/11/669/004

9. JATA HA ITBPBO PAZPEINABAHE/IIOTHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

[ata Ha mbpBo pazpemanaune: 14 mapt 2011
Jara Ha mocnegHoTO mogHOBsIBaHe: 19 HoemBpu 2015

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

IToapo6Ha nHGOpPMAITHS 332 TO3W JICKAPCTBEH MPOAYKT € IIpeIocTaBeHa Ha yeOcalita Ha EBponeiickara
areHIus 10 JiekapcTra http://www.ema.europa.cu.
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IMPUJIOKEHUE 11

A. IMPON3BOANTEJIN HA BUOJIOTMTYHO AKTUBHOTO BEHIECTBO U ITPUTEXATEJIN HA
PA3PEHIEHUE 3A I[TPOU3BOJACTBO, OTTOBOPHU 3A OCBOBOXXJIABAHE HA ITAPTU/IN

b. YCJIOBHA NN OT'PAHUYEHNUA 3A TIOCTABKA U VIIOTPEBA
B. APYT'U YCIIOBUA 1 UBUCKBAHIMA HA PASPEHIEHUETO 3A YIIOTPEBA

I. YCJOBUHA NN OTPAHNMYEHU A BE3OITACHA 11 EOEKTUBHATA YIIOTPEBA HA
JIEKAPCTBEHUA ITPOAYKT
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A. NPOU3BOAUTEJIN HA BUOJIOI'MYHO AKTUBHOTO BEHIECTBO U
INPUTEXATEJIN HA PASPEHIEHHUE 3A ITPOU3BOJACTBO, OTTOBOPHHU 3A
OCBOBO/XKJIABAHE HA ITAPTUIN

HMe 1 afpec Ha IPOU3BOAUTENS/ TIPOU3BOANUTEINTE, OTTOBOPEH/OTTOBOPHH 3a OCBOOOXKIaBaHE Ha
Ha[!TI/IZ!I/ITe

Nordic Pharma B.V.
Siriusdreef 41

2132 WT Hoofddorp
Hunepnanous

Laboratoires Macors
22 Rue Des Caillottes
89000 Auxerre
®paHius

IleyaTHaTa nUCTOBKA Ha JICKAPCTBCHUA NTPOAYKT TpH6Ba Aa CbAbprKa UMCTO U aJipeCa Ha
IIPOU3BOAUTECIIA, OTTOBOPCH 3a OCBO60)KI[aBaHeTO Ha CbOTBECTHATA MnapTujaa.

b. YCJI0OBUA UWJIHN OTPAHUYEHUS 3A TOCTABKA U YIIOTPEBA

JlexapcTBEHUAT MPOIYKT € HA OTpaHIYEH peXHUM Ha oTiryckane (Bxk. [Ipumoxxenne I: Kparka
XapaKTepUCTHKA Ha MMPOAYKTa, Touka 4.2).

B. JAPYI' YCJOBMUS U UBUCKBAHUS HA PASPEIHLIEHHUETO 3A YIIOTPEBA
o [leproanueHn akTyaTM3upPaHN TOKIAIH 32 0€30IMaCHOCT

M3uckBanmsTa 32 MogaBaHe Ha MEPUOIMIHHS TOKIaa 3a 0€30ITacCHOCT 3a TO3H JIEKApCTBEH
MPOJYKT ca MOCOYEHH B CIHChKa ¢ pedepenTHHTe natu Ha EBpomneiickus chio3 (EURD
cruchK), npeasuieH B Unen 1078, an. 7 ot Jupektusa 2001/83/EC u BbB Bcuuku
CJIeIBAIM aKTyalln3alliy, yOJUKyBaHH HA €BPOTIEHCKIS yeOImopTal 3a JeKapCcTBa.

.  YCJI0OBUus NI OTPAHUYEHUS 3A BE3OITACHA N E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TPOAYKT

¢ [Inan 3a ynpasienue Ha pucka (ITYP)

[IPY Tps0Ba 1a M3BBPIIBA N3UCKBAHUTE JCHHOCTUTE W ACHCTBUS, CBBP3aHH C MIPOCIEAIBaHEe Ha
JieKapcTBeHaTa 0€30IacHOCT, mocodeHu B ogoopenus IIYP, mpencrasen B Monyn 1.8.2 Ha
Pazpemienunero 3a ynotpeba, KakTo M Y BCHYKH CJI€BAIM ChIacyBaHu akTyanu3anuu Ha [TYP.

Axrtyamusupan [TYP Tpsa6Ba na ce momana:
e 10 UcKaHe Ha EBpormelickara areHIus mo Jekapcrara
® BHHArW, KOTaTo Ce M3MEHS CHCTeMaTa 3a yIpaBJeHue Ha PUCKa, 0COOEHO B pe3yTar Ha
MoJTy4aBaHe Ha HOBa MH(OPMAITUs, KOATO MOXKE Ja JOBEJIE 10 3HAYMMH MPOMEHU B
CHOTHOIIEHHUETO TT0JI3a/PUCK, WITH CIIe/] JOCTUTaHe Ha BayKEH eTall (BB BPB3Ka C
MpOCIIeaBaHe Ha JeKapCcTBeHaTa 0€30MMacHOCT WIIH CBEX/IaHE Ha PHCKa 0 MUHUMYM).
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MIMPUJIOXKXEHUE ITI

JAHHU BBPXY OITAKOBKATA U JIMCTOBKATA
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A. JAHHHU BBPXY OITAKOBKATA
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JAHHH, KOUTO TPABBA JJIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. HUME HA JIEKAPCTBEHUSA TIPOAYKT

Teysuno 15 mg/4,35 mg/11,8 mg TBBpaY Karcyau
teradyp/rumepaninin/oTeparui

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

Bcesika TBBpaa kancyna ceappka 15 mg reradyp, 4,35 mg rumeparmn u 11,8 mg otepar (kato
colI).

| 3. CIIMCBK HA IOMOIIHUTE BEHIECTBA

C’B,I[’Bp)l(a CBbIIO TaKa M JJAKTO34a.

Bwxkrte mucToBKaTa 3a AOITBIHUTETHA HHGOPMAITHSL.

4. JEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

TBbpau Kancynu

42 xancynau
84 kancynu
126 xancynu

5. HAYMH HA TPUJIATAHE U TbT(MIIIA) HA BBBEX/IAHE

Ilepopanna ynorpeba

IIpenu ynorpeba npodereTe IUCTOBKATA.

6. CIIEHUAJIHO NPEAYNPEKJIEHUE, YE JIEKAPCTBEHUSAT ITPOAYKT TPSABBA JA CE
CBXPAHSIBA HA MSICTO JAJIEYE OT NNOTJIEJA U TOCET'A HA JTELA

[a ce cpxpaHsiBa Ha MSICTO, HEJOCTHITHO 32 JICTIA.

| 7. APYTI'H CIIEUAJIHUA NPEAYIPEXJAEHNWS, AKO E HEOBXOJUMO

| 8. JATA HA U3TUYAHE HA CPOKA HATOAHOCT
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T'onen no:

9. CIIEHIUAJIHHU YCJIOBUS HA CbXPAHEHUE

10. CIENUWAJIHU INPEAITA3HU MEPKU ITPU N3XBBPJISIHE HA HEU3ITOJI3BBAHA YACT
OT JIEKAPCTBEHUTE INPOAYKTH NN OTIIAABYHU MATEPHAJIN OT TAX, AKO CE
N3UCKBAT TAKHUBA

11. HME U AJIPEC HA TIPUTEXXATEJISI HA PASPEIIEHUETO 3A YIIOTPEBA

Nordic Group B.V., Siriusdreef 41, 2132 WT Hoofddorp, Hunepnanaus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/11/669/001
EU/1/11/669/002
EU/1/11/669/005

13. TAPTUIAEH HOMEP

ITaptunen Ne

14. HAYMH HA OTITYCKAHE

.HeKapCTBCHI/IHT MMPOAYKT C€ OTILYCKa I10 JICKAPCKO NPCAINNCaHUC.

| 15. YKA3AHWUs 3A YIIOTPEBA

| 16. HWH®OPMAIIUS HA BPAJIOBA A3BYKA

Teysuno 15 mg/4,35 mg/11,8 mg.

| 17. YHHUKAJIEH HAEHTH®UKATOP — JIBYU3MEPEH BAPKO/]

</IByn3mepeH OapKoJ ¢ BKIIIOYEH YHUKAJIEH UICHTU(PHUKATOP.>

| 18. YHUKAJIEH UWIEHTU®UKATOP — JTAHHHU 3A YETEHE OT XOPA

<PC: {Homep} [kox Ha IpoayKTa]
SN: {Homep} [cepuen HoMep]
NN: {HoMep} [HalMOHaJIeH HOMEp 32 peMMOypCUpaHe WK APYT HALIMOHAJICH HOMEp, C KOWTO ce
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nAeHTU(UIIPA JeKapCTBEHUAT NPOIYKT >
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MWHUMYM JAHHH, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. HNME HA JIEKAPCTBEHUA ITPOAYKT

Teysuno 15 mg/4,35 mg/11,8 mg xancynu
tegafur/gimeracil/oteracil

| 2. HNME HA ITIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Nordic Group B.V.

| 3. JATA HA U3THYAHE HA CPOKA HATOJHOCT

EXP

| 4. HAPTUIEH HOMEP

Lot

5. JIPYTO
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JAHHH, KOUTO TPABBA JJIA CbAbPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA

1. MME HA JIEKAPCTBEHUSA TPOAYKT

Teysuno 20 mg/5,8 mg/15,8 mg TBBbpM Karcyiu
teradyp/rumepaninin/oTeparui

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

Bcska tBepaa kancyna ceabpika 20 mg teradyp, 5,8 mg rumeparun u 15,8 mg orepartii (Kato co).

3. CIINCBK HA IOMOIIHUTE BEHIECTBA

Cpabpprka ChIO TaKa U JIAKTO3A.

BwxkTe mucToBKaTa 3a AOITBIHUTETHA HHHOPMAIIHSL.

4. JIEKAPCTBEHA ®OPMA 1 KOJIMYECTBO B EJHA OITAKOBKA

TBBpAM Kancyau

42 xamncynu
84 xancynu

5. HAYMH HA ITPUJIATAHE U ITbT(MIIIA) HA BBBEK/IAHE

[lepopamna ynorpeba

ITpenu ynorpeba npoyereTe IMCTOBKATA.

6. CIIEHUAJIHO NPEAYNPEXKIEHUE, YE JIEKAPCTBEHUSAT INPOAYKT TPSABBA JA CE
CBbXPAHSABA HA MACTO JAJIEYE OT HOI'VIEJA U1 TOCET' A HA JELIA

[a ce cpxpaHsiBa Ha MSCTO, HEJOCTHITHO 32 JICTIA.

| 7. APYI'N CIIEHUAJIHU ITPEAYIIPEXKJIEHUSA, AKO E HEOBXOJUMO

| 8. JATA HA N3TUYAHE HA CPOKA HATOJHOCT

T'onen no:
68



CHEIIUAJIHA YCJ10OBUSA HA CbXPAHEHHUE

10.

CIIEHIMAJITHHU TPEAITA3HU MEPKH ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHTAABYHU MATEPHUAJIN OT TAX, AKO CE
HN3NCKBAT TAKUBA

11.

HUME U AAPEC HA TPUTEXATEJIA HA PASPEIIEHUETO 3A YIIOTPEBA

Nordic Group B.V., Siriusdreef 41, 2132 WT Hoofddorp, Hunepnanauns

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/11/669/003 EU/1/11/669/004

13.

IHAPTUIEH HOMEP

[TapTunen Ne

14.

HAYHMH HA OTITYCKAHE

.HeKapCTBeHI/I}IT MPOAYKT C€ OTILYCKa I10 JICKAPCKO NPCANMNCaHUC.

| 15.

YKA3AHUS 3A YIIOTPEBA

| 16.

WUH®OPMAIIAA HA BPAMJIOBA A3BBYKA

Teysuno 20 mg/5,8 mg/15,8 mg

| 17.

YHUKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/

</IBynsmepeH OapKo/ ¢ BKIIIOYCH YHUKAJICH UICHTU(DHUKATOP.>

| 18.

YHUKAJIEH WIEHTUOUKATOP — JAHHU 3A YETEHE OT XOPA

<PC: {HOMep} [Kox Ha TTpOTyKTa]

SN: {Homep} [cepueH HOMED ]

NN: {HoMep} [HanMOHalleH HOMEp 32 peuMOypCUpaHe WK IPYT HAIIMOHAJICH HOMEp, C KOWTO ce
UACHTU(HUIUPA JICKAPCTBEHUAT MPOAYKT >
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MWHUMYM JAHHH, KOUTO TPABBA JIA CbABPKAT BJIMCTEPUTE U JIEHTUTE

BJIUCTEP

| 1. HNME HA JIEKAPCTBEHUA ITPOAYKT

Teysuno 20 mg/5,8 mg/15,8 mg kancynu
tegafur/gimeracil/oteracil

| 2. HNME HA ITIPUTEXATEJISA HA PASPEHIEHUETO 3A YIIOTPEBA

Nordic Group B.V.

| 3. JATA HA U3TUYAHE HA CPOKA HATOJIHOCT

EXP

| 4. HAPTUIEH HOMEP

Lot

|5. JIPYIO
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b.

JIMCTOBKA
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JIncroBka: nHopmanus 3a noTpeduTes1

Teysuno 15 mg/4,35 mg/11,8 mg TBbpAM KancyJu
teradyp/rumepanmi/orepanun (tegafur/gimeracil/oteracil)

IIpoyeTeTe BHUMATETHO ISJ1AaTa JJUCTOBKA, MPEAH 12 3al04YHETe 1a MPUEMAaTe TOBA JIEKapCTBO,

3al10TO TH ChAbPKa BakHa uHopmauus 3a Bac.

- 3amazere Ta3u JIMCTOBKA. MoJKe /1a ce HaJOXH JIa sl IPOYETETE OTHOBO.

- AKO UMaTe HSIKaKBH JOMTBIHUTEIIHU BBIIPOCH, IonuTaiiTe Bamus nexap niu gpapMaresT.

- ToBa jekapcTBoO € npeanucano TuuHo Ha Bac. He ro mpeorcrenBaiite Ha apyru xopa. To Moxe
Ja UM HaBp€aHr, HE3aBUCUMO OT TOBa, Y€ TCXHUTC CUMIITOMU Ca CHIIUTE KAaTO Bammre.

- AKoO MOoTy4yuTe KaKBaTO U Ja € HeXeJlaHa JIEKapCcTBeHa peakius ypeaoMere Bamus nexap. ToBa
BKITFOYBA BCUYKH Bh3MOYKHH HEXKEJTIAaHH JICKApPCTBEHU PEaKIy HEOIMCAHU B Ta3H JIMCTOBKA.
Bmx Touka 4.

- KakBo cbabp:a Ta3u JUCTOBKA

Kakso npencrasmnssa Teysuno u 3a KakBO ce H3M0J3Ba
KaxBo Tps6Ba na 3Haete npenu ga npuemere Teysuno
Kak na npuemare Teysuno

Bb3MOXKHM HE)XeJIaHU PeaKkLuu

Kak na cexpansBate Teysuno

CobabpprkaHus Ha OTIAKOBKATa U Apyra uHbopManus

AN

1. Kaxkso npeacrasiassa Teysuno u 3a KakBoO ce H3M0JI3Ba
Teysuno cbabpka akTHBHUTE ChCTaBKH tegafur, gimeracil u oteracil.

Teysuno npuHaANIEKN KM (IyOPONTMPHUMHIAHOBHS KJIac JIEKapCTBa, TIO3HATH KaTO
,»AHTUHEOTUIACTUIHH CPEJCTBA, KOUTO CITUPAT PacTeka Ha PAKOBUTE KICTKH.

Teysuno ce mpeamnucBa oT Jekap 3a:

- JIeYeHHE Ha BB3PACTHU C (TaCTPUTEH) paK Ha CTOMaxa B HaIlpeJHAJ CTaJIUi U ce IpueMa ¢
[UCIUIATHH, APYTO MPOTUBOPAKOBO JEKAPCTBO.

- JIeYeHHe Ha pak Ha 1e0e0To YepBO U peKTyMa, KOMTO ce € pa3mpocTpaHui (MeTacTa3upan) U
KOTaTO € HEBB3MOXKHO MPOABIDKaBaHE Ha JICYEHUETO C APYT (DIyOpONTUPUMHUIIH
(IPOTHBOPAKOBH JIEKAPCTBA OT ChIlaTa JEKapCcTBeHA rpymna karto Teysuno) nmopaau HexeIaHu
peaxIuy, MposBABAIIH CE€ BHPXY KOXaTa Ha PhIIETe WIK KpakaTa (CHHAPOM pbKa-Kpak) Wiu
3acsiramiy cbpueto. [Ipy Te3u nmanueHTH Teysuno ce U3MoJi3Ba CaMOCTOSITETHO WK B
KOMOMHALUS ¢ APYTH MPOTHBOPAKOBH JIEKAPCTBA.

2. Kakgo TpsadBa 1a 3HaeTe npeau Aa npuemere Teysuno

He npuemaiite Teysuno

- aKo CTe AJIEPTUYHH KbM Teradyp, THMEPaIniI, OTePaIHI WIIH KbM HAKOS OT OCTaHAJINTE
ChCTAaBKH Ha TOBA JICKapCTBO (M30pOCHM B TOUKA 6).

- aKo mpuemare Apyru GIIyoponupUMHIAHOBH TPOTHBOPAKOBH JICKAPCTBA, KATO HAIPUMED,
¢ryopoypanni 1 KanernuTaOuH Ui UMaTe TeXKA M HEOYaKBaHH PEAKIINH KbM
(bITyOpONTMPUMUHHUTE

- aKo 3HaeTe, ue npu Bac uMa IrbJiHa JIMIIca Ha aKTUBHOCT HA €H3MMa JUXUAPOTTMPUMUINH
nexunporenasa (JI1/1) (meaen nedummr va AI1]1)

- aKo cTe OpeMEeHHa WM KbpMHUTE

- aKo MMaTe TeKKW HapyIIeHus Ha KPhBTA

- aKko uMare ObOpEeYHO 3a00JIsIBaHe, U3MCKBAIIO AUATH3a

- aKo Ce JIKyBaTe B MOMEHTA WJIH CTE€ CE JICKYBAIH TIPE3 MOCICTHUTE 4 CEMUITU C OpUBYIHH
72



KaTO YacT OT JICUCHUE Ha XepIiec 30cTep (BapHuIlelia il XepIiec 30CTep).

IpenynpesxaeHus 1 MPeINasHA MEPKH

- TpsibBa 1a roBopute ¢ Bamust jekap npenu aa npremere Teysuno, ako uMare:
- HapyIICHUS Ha KPHBTA
- 0B0peuHo 3a00MsIBaHe

- CTOMAIITHH W/WITU YPEBHU MPOOIeMH, KaTo HanpuMmep 0oJIKa, Japus, TOBPBIIaHEe WIN
JIEXUpaTaIHsI

- OYHU HAPYIICHHUS, KATO HAIIPUMED ,,CYXO0 OKO‘ HIIU 3aCHIICHO ChI3CHE

- MIPH HACTOSIIIA WK MPEIX0oHa MHPEKIUS Ha YepHUs Apo0 ¢ BUpyca Ha Xxenatut B,
Bamwsr nekap 1ie Bu Habmo1aBa mo-BHUMATEIHO.

- YacTUYEH Ne(UIUT HAa aKTUBHOCTTA HA €H3UMa JIMXUIPOIUPUMHUINH JEXHIPOreHas3a
(M)

- YJIeH Ha CEMEHCTBOTO, KOWTO MMa YaCTUYCH WIU IIbJieH NeUIUT Ha CH3UMa
TUXUAPOTTMPUMHIIH AexuaporeHasa (JII1/])

Hdedpunur va AM/: Jepunurst Ha AI1]] e reHeTnyHO 3a00MsBaHe, KOSTO OOMKHOBEHO HE € CBBP3aHO
ChC 37PaBOCIIOBHH MTPOOJIEMH, OCBEH aKo He MoJTyyaBaTe ONpeieIcHH JIeKapcTBa. AKO uMare AeUIHT
Ha JI1J] u npuemare Teysuno, uMaTte MOBUIIIEH PUCK Ja MOJYYUTE TEHKKHU HEXKEIIaHU PeaKIuu
(n30poenu B Touka 4 Br3MokHU Hexenanu peaknun). [IpenopbuBa ce 1a ce TecTBare 3a AeUIIUT Ha
JITJ] npeny HayaioTo Ha JeUESHUETO. AKO JIMIICBA aKTUBHOCT HAa €H3MMa, HE TPsIOBa Ja mpreMare
Teysuno. Ako umare HamaJleHa €H3MMHA aKTUBHOCT (YaCTHYHA HEJOCTAThYHOCT), BammsT nexap
Moke Aa Bu mpennuire HamaneHa 103a. AKO IMaTe OTPHUIIATEIHNA PE3YITaTH OT TECTOBE 3a NeDUITUT
Ha JII1J], Bce mak € Bb3MOKHO J1a C€ MOSIBAT TEXKKHU U KMUBOTO3aCTpalllaBallld HEXEJIaHU PeakLUu.

Axo Pa3BUCTEC JIUIICA HA CHEPTIHA, O6’prBaHe, CBHJIMBOCT, I'bPY0BE WJIM HAPYIICHO Cb3HAHUEC, MOJI,
He3abaBHO ce CBbpiKeTe ¢ Bamus jekap.

Jlena u roHOIIH
Teysuno He ce mpenopbuBa 3a yrnoTpeda mpu aena noj 18 rogumiHa B3pact.

Apyru aekapcrea u Teysuno
Wudopmupaiite Bamms jgexap ako nmpuemare, HACKOpPO CTe IMIPHeMalli Uil Bb3HAMepsiBaTe Ja
TIpueMaTe IPyTH JCKapCTBa.

He Tpsa6Ba na npueMarte OpMBY/AMH (AHTUBMPYCHO JICKAPCTBO 32 JIeYeHHE HA XepIec 30cTep WiH
BapHIle/a) M0 ¢IHO U ChINO0 BpeMe ¢ JiedeHHne ¢ Teysuno (BKJIIOYHMTEIHO H 10 BpeMe HA IePHOJAU HA
MOYMBKA, KOraTo He NpueMaTe Kancyau Teysuno). Ako cTe npuean OpUBYIMH TPAOBA 1a H34aKaTe Haii-
MAJIKO 4 CeAMHUIIN cJie]] CIMpaHe HA OPUBYIMH IPeIH Aa 3ano4HeTe npuem Ha Teysuno. Bu:kre cbiio
Touka ,,He npuemaiite Teysuno“

Cob1mo Taxa, Bue TpsiOBa J1a cTe 0COOCHO BHUMATEIHH, aKO TPHEeMaTe HIKOU OT CIEeIHUTE:

- Aapyru GIyopoNMPUMHINHOBH JIEKapCTBA, KATO HAPUMeEP MPOTHBOTbONIHHUS (ITYITUTO3HH.
Teysuno He MoKe Ja Obe 3aMECTHTE 3a APYTH (PIyopOTMpUMHUINHH.

- naxuburopu Ha er3uma CYP2A6, koiiTo aktuBupa Teysuno, KaTo HarpuMep TPAaHWIITUTIPOMHUH
U METOKCaJeH

- (ommHOBaA KHCeNMMHA (YECTO TPHJIaraHa Py XUMHOTEPAIHsI ¢ METOTPEKCar)

- JIEKapcTBa, pa3pekJalii KpbBTa: IPOU3BOAHN Ha KyMapHHA aHTUKOATYJIAHTH, KaTO HApUMep
BaphapuH

- JIeKapcTBa 3a JICYSHHE Ha T'bPUYOBE MM TPEMOP, KaTo HanpuMmep GeHUTONH

- JIeKapcTBa, KOUTO JIEKYBaT Mojarpa, KaTo HalpuMep ajaomypHHOI

Teysuno ¢ XpaHu U HANUTKHA
Teysuno Tps0Ba 11a ce mprieMa MOHEe eIWH Yac IPeI WiTH €UH Jac CIie/l XpaHeHe.

BpemeHHOCT U KbpMeHe
[Ipenu 3amouBaHe Ha JIEUESHUETO TPSAOBA /1a YBEIOMUTE JieKaps WK GapMmarieBTa CH, ako CTe
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OpeMeHHa, ako CMATATE Ye cTe OpeMeHHa WM aKo UMaTe HaMepeHue na 3abpemeneere. He TpsoBa ma
npuemare Teysuno, ako cte OpeMeHHa WITH CMsITaTe, Ye MOXKe Jla CTe OpeMEeHHa.

Mmbkere TpsiOBa Jla MpUiIaraT KOHTPaIENTHBHA MEPKH 110 BpeMe Ha U J0 3 Mecella Cliell JICUCHHE C
Teysuno.

XKenwnre TpsOBa Nla mpuiaraT KOHTPAIENTHBHA MEPKH 110 BpeMe Ha U JIo 6 Mecella ciie]l JIeYeHHe ¢
Teysuno. Ako nipe3 ToBa BpeMe 3a0peMeHeeTe, TpsA0Ba Ja yBeaomuTe Bamus ekap.

He Tpsi6Ba na kbpMute, ako npuemate Teysuno.

ITochBeTBatiTe ce ¢ Bamms rekap mim gapManeBT mpeau yrmoTpedaTa Ha KOSTO U 1a € JICKapCTBO.

Hlodupane u paéora ¢ MAIIMHU

Braere BHMMaTenHu, KOrato modupaTe wiv paboTuTe ¢ MallkHa, Thil Kato oT Teysuno Moxe ja ce
YyBCTBaTE YMOPEHH, J]a UMaTe TrajicHe WIK 3aMbIJIEHO 3peHre. AKO HUMaTe HAKaKBU CbMHEHUS,
pasroBapsiiite ¢ Bamus nexap.

Teysuno cbabpxka
JlakTo3a (Bua 3axap). Ako Bammsr nexap Bu e ka3an, ye iMaTe HEMOHOCUMOCT KbM HAKOH 3aXapH,
CBBPIKETE Ce€ C HEeTO, MPEIH J1a IpueMaTe TOBa JICKAPCTBO.

3. Kak na npuemare Teysuno
Bunaru npuemaiite Teysuno Touno kakto Bu e kazan Bamusr gexap. AKo He CTE CUTYpHH B HEIIO,
nonuTaiite Bamus nekap.

BammsT nexap nie Bu kake kakBa 7103a € HEOOX0OAUMO J1a IpueMare, Kora Jia s IpueMare u KOJIKO
JIBJIITO TPsIOBa Ja s mpuemare. Barrara jgo3a Teysuno mie Obe onpeaeneHa ot Bamus iekap Bb3
OCHOBAa Ha BUCOYHMHATA U TeryoTo Bu. Bamusr nekap Moxxe na Hamanu 103aTa, ako UMaTe MpeKajIeHo
TEXKH HEXEITaH! PeaKIny.

Kancynute Teysuno Tps6Ba 1a ce morabliaT ¢ Boja moHe 1 4ac mpeau uinu 1 gac cies XxpaHeHe.
Teysuno TpsiOBa a ce mpreMa JBa ITbTH THEBHO (CYTPHH U Bedep).

ITpu pak Ha croMaxa:

Kancynure Teysuno 0OMKHOBEHO ce MpHeMaT B IPOABIDKEHUE Ha 21 THU, IOCIEABaHU OT MEPHO Ha
MTOYMBKA OT 7 THU (KOTaTo He ce mpuemat Karcynn). To3u nepuos ot 28 1HU € equH JieueOeH UKbII.
[uknuTe ce moBTApAT.

Teysuno me Obe JaBaH ¢ APYro MPOTUBOPAKOBO JIEKAPCTBO, HAPEUEHO UCIUIATHH. [{ucimaTuHeT e
ObJe cIpsH cien 6 TUKBIA Ha JiedeHne. Teysuno MoXke Ja ce POIBIDKH CIie/l CITUpaHe Ha
LUCIUTATHHA.

[Ipu pak Ha ne6en0TO YEPBO UM PEKTyMa, KOHTO Ce € Pa3npOCTpaHILI:

Karncymure Teysuno oOMKHOBEHO ce IpreMaT B IPOIbIDKEHNE Ha 14 THU, TOCIeIBaHN OT IIEPHOJ Ha
IMOYMBKa OT 7 AHH (KOTaTo HE Ce MpueMar Karcyiu). To3u nepuoy ot 21 n1Hu € enuH jJede0eH ITUKbI.
I[uxnure ce noBTApST.

Teysuno moxe nma Oble maBaH C APYTM HNPOTHBOPAKOBHU JIeKapcTBa (LMCIUIATHH, OKCAIUIUIATHH,
VMpPUHOTEKaH Wi OeBaru3yma0), KOeTo IIIe 3aBrcH oT Bamero nedenne.

AKo cTe IpHeJIN MoBedYe 0T HeoOxoanMaTa no3a Teysuno
Axo MMPpUEMETEC IMOBCYC KAIICYJIN OT H606XOI[I/IMOT0, CBBPIKETC CC He3a0aBHO ¢ Bamms JICKap.

AKo cTe MponmycHaJIM 1a npueMerte Teysuno
He B3emaiiTe nponycHaTa 032 U HE B3UMaiiTe IBOIHA 7034, 3a J]Ja KOMIIEHCHUpaTe MpoIlycHaTaTa
no3a.. Bmecto ToBa mpoibikeTe 1o Baiata peJjoBHa cxema U ce cBbprkeTe ¢ Bamms iekap.

AKko cTe cipesin npuema Ha Teysuno
Hsma Hexxenanu peakuuu, IpUYMHABAHU OT CIMpaHe Ha JedeHueTo ¢ Teysuno. B cinyyaii ue
ynoTpeOsBaTe JeKapcTBa 3a pa3pexaHe Ha KPbBTA WIN IPOTUB I'bPUOBE, CIIMPaHETO Ha Teysuno



MOXKE Ja HAaJIOXKHU IIpOMsHA Ha 103aTa Ha Bamure JICKapCTBa.

AKO MMaTe HSKaKBH JIONBIHUTEIHU BBIIPOCH, CBbP3aHHU C yIoTpedaTa Ha TO3H JICKAPCTBEH MPOAYKT,
MoJIs monuTaiTe Bamms nekap.

4. Bb3MOKHU HexeJTaHH JICKAPCTBCHU PECaKIUU

KakTo Bcuukm nexapersa, Teysuno Moxke Ja MpeIn3BUKa HEXKEIIaH! PEaKIIUH, BBIIPEKH Y€ He BCEKH
r'u noiay4yana. JlokaTo HIKOU CUMIITOMH JIECHO CE OMPENEeNsT KaTo HeKeaHa JICKapCTBeHA Peaklus OT
CaMUTE TAITUEHTH, TO 32 Ja C€ YCTAHOBSAT HIKOHW IPYTH CUMIITOMH Ca HEOOXOAMMH M3CJICIBAHIS HA
KpbBTa. Bammusr nekap me o0chau ToBa ¢ Bac u me 00sCHI BB3MOKHHUTE PUCKOBE U TIOJI3H OT

JICYCHUCTO.

MHoro yecTuTe HEsKeJIaHU peakuuu (Morar ja 3acerHat nosede ot 1 Ha 10 qymu) BKJIOYBAT:

- Juapusi, rajiene, NoBpbIaHe, 3aNeK

O

AKo nMare auapus mosede oT 4 MbTH Ha JICH WJIH MPe3 HOIITA, UIH aKO YCETUTE CYyX0Ta B
ycTara, Ipuapy’kKeHa ¢ Auapus, cnpere npueMaHneTo Ha Teysuno u ce cBbpiKkeTe
He3a0aBHO ¢ Bamms nekap.
AKo0 mMare auapusi, n30ATrBaiiTe TIIECTH XpaHH, TAKHBA C MHOTO TIOJIPAaBKH U BUCOKO
ChABpKaHue Ha HUOpH.
[IpuemaiiTe MHOTO TEYHOCTH MEXKIY XpaHEHHATA, 32 J1a 3aMECTHTE 3ary0ara Ha TeUHOCTH
Y Ja IPeI0TBPATUTE HACTHIIBAHE HA JEXUApATAIlHs, HaMalliBaHEe Ha KPBBHUS 00eM U
HapyllIaBaHe Ha PABHOBECHETO Ha COJHMTE WJIM XMMHYECKUTE BEIIECTBA B KPHBTA.
AKO MMare rajicHe ¥ IOBbPHETE 7032 OT JIEKapCTBOTO, yBeaoMeTe Bamus ekap. He
3aMecTBaiTe /103aTa, KOSITO CT€ MOBbPHAIH.
AKoO TIOBBpHETE MTOBEYE OT 2 MBTH 3a 24 Jaca, cnpeTe npuemMa Ha Teysuno u ce
cBbpiKeTe He3a0aBHO ¢ Bammus Jiekap.
3a J1a MOAIIOMOTHETE OBJIAIBAHETO HA Ta/ICHETO U MOBPHIIAHETO:

= JlerHere wiu mpaBeTe IBJIOOKH BIUIIBAHHSA, KOTATO YCETUTE TajieHe

»  U306sreaiite TecHU apexu

- Hucbk Opoii Ha YepBeHNTe KPbBHH KJIETKH, BOJCII 10 aHEMUS

O

e}

Moske 1a ©MaTe CUMITOMH, KaTo CTYACHU PBIIE U Kpaka, 1a u3riexuare Onemnu, a cre
3aMasHU, OTIIaJHAaJIH, Ja UMaTC HCJOCTHUI Ha B’bSI[yx.

AKO TIOJIYIHTE HIKOH OT TOPETIOCOYCHUTE CUMIITOMH, HE paboTeTe IpeKOMEpHO,
TMOYHBANTE CH U CIICTE MOBEYC.

- Huckusr Opoii Ha OesinTe KPHBHU KJIETKH BOJH /10 MOBHUIICH PUCK OT TE€XKa MECTHa (T.€. Ha
ycTa, Os1 1po0, ypHHA) HITH KphBHA HH(EKIHS

O

O

O

Mosxe 1a ©MaTe CUMITOMH, KaTo HallpUMep TPecKa, TPBIIKH, KallUIHIIA, Bb3MAJIEHO I'bPIIO.

Axo umare Temmneparypa 38,5 °C unu no-sucoka, cnpere npuema Ha Teysuno u

ce cBbLpIKeTe He3a0aBHO ¢ Bamus jekap.

3a na ce npeaoTBpaTH UH(MEKIUATA, CTOHTE ajeue OT MHOTOJIIOJHI MECTa, IIPaBeTe CU
raprapa ciiei IpuOHupaHe y 1oMa, MUHTE phIIETe CH MPEIU XpaHEeHe U cJe]] MOJI3BaHe Ha
TOaJIeTHATA.

- Hwuckusar Opoii Ha TPOMGOIMTHTE BOAY /IO YBEJIINYEH PUCK OT KbPBEHE:

O

Axo ¥MaTe KbpBEHE OT KoXara, ycTara (IPHYMHEHO OT MHEHE Ha 3b0HTe), HOCa,
JMXaTeITHUTE MBTHIIA, CTOMaxa, YepBaTa u T.H., cnpeTe npuema Ha Teysuno u ce
CBBp:KeTe He3a0aBHO ¢ Bamms iexap.

3a j1a ce mpeaoTBpaTH KbpBeHe, M30sArBaiiTe Texka paboTa WM HATOBAapBAIK CIIOPTOBE,
Taka 4e Jia MpeoTBpaTUTe HapaHsIBaHUs U TpaBMH. HoceTe mmpoku apexu, 3a aa
npeanasBare koxara. Muiite 350UTe CH M U3/1yXBalTe HOCA CH BHUMATEIHO.

- 3ary6aTa Ha aneTHT (AHOPEKCHsI) MOXe J1a IOBEJIE 10 OTCIIa0BaHE HA TETJIO0 U AeXUApaTalus

O
O

Bue moxxe na ce nexuaparupare, ako He SIeTe W/WIU He MTUETe JOCTaThYHO BOJA.

AKO cTe AeXuapaTupaHi, MOXKe Ja MOIyYUTe CAMIITOMH, KaTo CyX0Ta B ycTaTa, cllabocT,
cyXa KoXa, CBETOBBPTEXK, CXBAIlaHE

OnuTBaiiTe ce a ce XpaHUTE YeCTO U MO MajKo. M30sarBaiiTe TIHCTH U CUITHO apOMATHH
xpanu. Jlopu 1a He 4yBCTBaTe IIal, n_/p50m,m1<eTe Jla c€ XpaHUTE AOTOJIKOBA, e Ja



MOAbpKATE JOOPO XpaHEHE.
o Axo ce 4yBCTBaTe YMOPCHH U UMaTe TEMIIepaTypa ChC 3ary0a Ha aneTuT, He3a0aBHO ce
CBBpKETE ¢ Bammms jexap.
- HepBHo HapyunieHue: MOXe J1a IIOYyBCTBaTe CKOBaHOCT, M3TPBIIBaHe, O0JIKa, MPOMEHEHA
CETHBHOCT, MyCKYJTHA cl1aboCT, TperepeHe Win 3aTPyAHEHUS IPU IBUKCHHE.
- CaabocT u ymMopa, KOUTO MOTAT Jia ObJaT HEeXKEJIaH! JICKAPCTBCHU PEaKIUU, IPUUYMHEHHU OT
JPYTH JEeKapCcTBa.

Yecturte HeskesJaHu peakuuu (Morat aa 3acernar ot 1 1o 10 na 100 gymm) Briaw4Bar:

- HepsBu: rimaBo6onue, 3amaiiBane, CbHINBOCT, IPOMEHU BBB BKyca

- Oxo: 04HU IPOOIEMH, 3aCHIICH WM HAMaJIeH CII'b3eH TMCKOM(OPT, 3pUTEITHH MPOOIIeMH,
Cepro3HO 3a00sBaHe ¢ 00pa3yBaHe HA MEXYPH T10 OYUTE, KOETO BOJIU JI0 M3HOCBAHE Ha
MOBBPXHOCTHATA OOBUBKA Ha OKOTO (€pO3Ms Ha pOTOBHIIATA).

- ¥xo: npo0iemMu chC ciryxa

- KpbBoHOCHM CBIOBe: BICOKO WJIM HUCKO KPBBHO HaIATaHE, KPbBHHU ChCUPELH B KpaKara 1
6enute qpoboBe

- beaoapoOHu MbTHINA U HOCHM X0J0Be: 33]IyX, KalllJIula

- Yepsa u ycTa: CyxoTa B ycTaTa, paHH B ycTaTa, I'bPJIOTO U XpaHOIPOBOAA, XbJIAHE, KOPEMHA
0oJKa, 010 XpaHOCMUJIaHe, Bb3MaJeHne Ha CTOMaxa WM yepBara, nepdopalius Ha cTomaxa,
TBHKOTO HJIH Je0eI0TO YEepBO.

- YepeH apo6: NOXBITIBAHE HA OUYUTE U KOXKATa, IPOMEHU B KPBBHUTE TECTOBE, KOMTO ITOKa3BaT
(hyHKIMATAa HA YepHUS APOO,

- Komxa: xocomnan, cep0esx, 0OpUB WM AEPMATHUT, KO’KHA PEAKLUs, CyXa KOXa, peakus pbKa-
Kpak (0onka, HoAyBaHe U 3aUepBsBaHE Ha PhLIE W/ MM KpaKa), MUIMEHTHH KO>KHH I1eTHA

- bbOpek: HamaneH 00eM Ha ypHHATa, IPOMEHHU B KPbBHUTE U3CIIEABAHUS, KOUTO TIOKA3BaT
¢yHKuusaTa Ha OBOpeKa, OHLOpPeYHO yBpexknaHe n OBOpeUHa HEJOCTATHYHOCT

- Jpyru: cTyieHM TPBIIKH, 3ary0a Ha Terjo, MolyBaHe Ha ONpeAeTICHH MeCTa U KOCTHO-
MYCKyJTHa 00JKa

Heuecture Hexenanu peakunu (Morat Aa 3acerdHat ot 1 1o 10 na 1 000 gymm) BKiI04BAaT:

- TIlcuxuka: BIDKIAHE M YyBaHE HA HECHIECTBYBAIIN HElla, IPOMEHH Ha IMYHOCTTA,
HEBBH3MOXKHOCT Jla C€ CTOU CIIOKOHHO, 00BPKAHOCT, YCEIIaHe 32 HEPBHOCT, JCTIPECHs, HApyIIeHa
ceKkcyasiHa (hyHKIus

- HepsBu: HapyieHns Ha riaca, HeBb3MOXKHOCT Jia C€ U3TOBApAT U paz0epaT AyMH, IPOOIIeMH C
rmaMeTTa, HeCTabMiTHa TIOX0/IKa, MPOOIEMHU C paBHOBECHETO, CIHOCTPAaHHA CI1ab0CT, CHHIUBOCT,
BB3MaJICHUE Ha HEPB, IPOMEHEHO OOOHSHIE, HApYIIeHa MO3bUHa (DYHKINS, TPUMAIsIBaHe,
3ary0a Ha Ch3HAHUE, yap, TbPUOBE

- Oko: C’Bp6ﬂH_II/I 1 3a4YCPBCHU OYH, AJICPTUYIHU PCAKIIUN B OUUTEC, ITaJalll TOPCH OYCH KJICTIa4d

- ¥YXo: CBETOBBPTEXK, 3aIlyIIBaHE HA YXOTO, yIIeH JUCKOM(OpPT

- Cbpue: HeTIpaBIWIIHA WM YYeCTE€HA Chp/AeYHa EHHOCT, IphAHA O0JIKa, HATPyIBaHE HA U3JIHIITHA
TEYHOCT OKOJIO CHPILETO, ChpAeUeH HH(PAPKT, ChpAeuHa HEJOCTAThYHOCT

- KpbBoHOCHHU chI0Be: Bb3NaJeHUE HA BEHA, TOIUIM BBIHU

- besoapo0Hu MbTHIIA U HOCHM X0J0Be: TeUalll HOC, HApYIIEHHs Ha TJlaca, 3alyIBaHe Ha
HOCa, 3a4epBsBaHE Ha I'bPJIOTO, CEHHA XpeMa

- Yepsa u ycTa: TEUHOCT B KOpeMa, racTpoe3odaruanta pedrykcHa 001ecT, 3acuieHa
CIIIOHUEHA CEeKpeLus, IPEKOMEPHO OPUTBaHe, Bb3MaJIEHHE HAa YCTHA, CTOMAIITHO-YPEBHO
HapylleHue, 00JIKa B ycTaTa, HCHOPMaJHH ChKpAIlleHHs Ha MyCKYJIMTE Ha XpaHOIIPOBOJIA,
3alyIIBaHe Ha CTOMaxa M uepBaTa, CTOMAIIIHA 3Ba, peTpolnepuToHeanta Gpudposa, 301, KOUTO
CC HAITYKBAT WX YyIAT JICCHO, 3aTPYAHCHHUA IIPU I'bJITAHC, HAPYIICHU HAa CIIIOHYCHUTEC XKJIC3U,
XEeMOPOUAN

- Kosxka: 3ary0a Ha 11BeTa Ha KoKarta, OeJiela ce K0a, 3aCHICHO OKOCMSIBaHE Ha TsUIOTO,
YYyIJIMBA HOKTH, 3aCUJICHO ITOTCHE

- OOmio: BiIOIIAaBaHE Ha OOIIOTO CHCTOSHUE, YBEJIMUEHUE HA TEIJIOTO, 3a4€PBsIBAaHE U IIOyBaHe
Ha MACTOTO Ha MH)KEKTHpaHe, pakoBa O0JIKa U KbpPBEHE, HEAOCTATHUYHOCT HA MHOT'O OpT'aHu

- IlpomMeHu B KpbBHUTE M3CJIEABAHMA: BICOKAa KPbBHA 3aXap, BUCOKHM KPbBHU JIUIIHH,
NPOMEHH BbB BPEMETO Ha ChbCUPBaHE HA KPBbBTA, YBEIUYCH OPOl Ha YePBEHUTE KPBBHU KIICTKH,
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HHUCKO WJIM BUCOKO HHMBO Ha MPOTCHUHUN

- JIpyro: yecto ypuHHpaHe, KpbB B ypuHATa, OOJKH B IIMATA, OONKH B I'bpOa, OOJNKH B MIICUHUTE
JKIIE31, BTBBP/IIBAHE HA MYCKYJIM WJIM KPAMITH, OTOIM HAa CTABUTE, TUCKOM(MOPT B KpailHUIUTE,
MYCKYJTHA ¢1a00CT, apTPUTHO Bh3NaJICHHEe 1 00JKa

Penkure Heskenanu peakuuu (Morat aa 3acernar ot 1 1o 10 norpedurenn Ha 10 000 xymu) u MHOro
peaKuTe HeKeJIaHU peakiuu (3acarat mo-mMaJjko ot 1 na 10 000 xymu) BKJIOYBAT:

— ocCTpa uyepHOApOoOHA HEAOCTATHYHOCT

— wuH(eKuus Ha MaHKpeaca

—  MYCKYJIeH pa3naj

— 3ary0a Ha 00OHSHHE

— CTpHYEBA aleprus

— TeHepaJM3upaHO ChCHPBaHE Ha KPHBTA U KbPBEHE

— 3abomsBaHe, 3acsTamio OsJI0TO BEMECTBO HA MO3BKa

- cepuo3HO 3a00JIsBaHE C MEXYPH Ha KOXKaTa, yCTaTa ¥ TeHUTAITHNATE

- peuuauB (peakTHBanug) Ha HHOEKINS OT XemaTuT B, Korato B MHHAJIOTO CTE MMaJl
xernaTut B (4epHOpOoOHA MHPEKIIHs)

- BHCOKH HMBA Ha aMOHSK B KPbBTa

Axo IIOJIYYUTE HAKOA OT HEXCIIAHUTE JICKAPCTBECHU PCAKIIUN UIIN 3a0€eIIeKHTE ApyTryu, HEOIMMCAaHU B
Ta3u JIMCTOBKA HEXKCJIAHU pCaKIU, MOJIA YBCIOMETC Bammus JICKap.

AKO HFKOSI OT He:KeJIAHUTE JIeKAPCTBEHH PeaKINy CTaHe CepHO3HA, crpeTe npuemMa Ha Teysuno
U yBeJoMeTe He3a0aBHO Bamms jekap.

Chol0maBaHe Ha HeKeJIAHU PeakINu

AKO TIOTy4HTe HIKaKBH HEXeJlaH! JIEKAPCTBEHU peaklny, yBegomere Bammus nexkap. Toa BKiIrouBa
BCHYKH BH3MO)KHHM HEOIIMCAHU B Ta3M JINCTOBKA HEXEJIaHH peakiuu. MokeTe ChIIo Ja ChoOIHTe
HE)KeJIaH! PEeakiK AUPEKTHO Ype3 HallMOHAIHATa CUCTeMa 3a ChoOIaBane, mocoyeHa B [Ipunokenne
V. Kato cpo01uiaBaTe HexeIaH! peakIuy, MOXKETe J]a AafeTe CBOS MIPUHOC 3a MOJTyyaBaHe Ha [IOBEYe
nHGOpPMALUI OTHOCHO 0€30MIaCHOCTTa Ha TOBA JIEKapCTBO.

5. Kak na cexpanssare Teysuno

- Jla ce cpxpaHsiBa Ha MSCTO, HEAOCTHIIHO 3a A€LA.

- He n3non3BaiiTe TOBa 1€KapCTBO ClIel CPOKA HA TOTHOCT, OTOEIsI3aH BbPXY OnucTepa cief
"EXP" u xapToHeHnara onakoBka ciell "['ogen no:". CpokbsT Ha TOAHOCT OTTOBaps Ha
MIOCETHUS ACH OT IIOCOYEHUS MECeLl.

- To3u nexapcTBeH NPOIYKT HE U3NCKBA CIEIMATHU YCIOBUS Ha ChbXpaHEHHE.

- He u3xBwpasiite exkapcTBaTa B KaHAIU3aLUATa WIM B KOHTEHHEpa 3a JOMAIIHU OTIAIbIH.
ITormuraiiTe Bamms dpapmareBT Kak 1a H3XBLPIUTE JIEKapCTBaTa, KOUTO BEUe HE U3IIOI3BATE. .
Te3u Mepku 111e CIOMOTHAT 32 Olla3BaHe Ha OKOJIHATa Cpeja.

6. ChabpskaHue HA ONIAKOBKATA M I0NbJHUTEIHA UHpopMauus
Kaxkso cpabp:xa Teysuno
- AKTuBHHTE BelecTBa ca Teradyp, TMMEpaIi U OTeparil.
Bcesika TBBpIa Kancyna ceabspxa 15 mg teradyp, 4,35 mg rumepanun u 11,8 mg orepanu (kato

MOHOKAJTHH ).

- [pyrure cbcraBku ca:
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KarcymHo chappxuMo: TakTo3a MOHOXHUIpAT, MarHE3WEB CTeapaT

CnCTaB Ha KaricynaTa: JKeJnaThH, yepBeH xkelneseH okcunl (E172), Turanos muokcun (E171),
HaTpWEB JaypuicyiIdar, Taik

Mactuno: yepBen xene3eH okcun (E172), bt xxenesen okeun (E172), manurokapmus (E132),
KapHayOCKH BOCHK, U30€JIeH MIeJUIakK, TIUIEePOIOB MOHOOIeaT

Kak H3rJIexKaa Teysuno 1N KaKBO ChbAbpPiKa OIlaKOBKaTa

TBBpauTE Karcymu ca ¢ OsI10 TSIIO M Hellpo3pavHa KadsBa Kamayka ¢ oTredyaraso ,,1C448“ B cus
uBAT. Te ce mpemarar B OIMCTEPH, ChABPIKAIIN 10 14 Kancynu BCEKH.

Bcesika onakoBka chabpxka 42 karcynu, 84 xarncynu win 126 kancynu.

[purtexkaTes Ha pa3pellIeHHETO 32 yIOTpeda
Nordic Group B.V.

Siriusdreef 41

2132 WT Hoofddorp

Hunepnangus

IIpousBoauren
Nordic Pharma B.V.
Siriusdreef 41

2132 WT Hoofddorp
Hunepnangus

Laboratoires Macors
22 Rue Des Caillottes
89000 Auxerre
DpaHnus

I[aTa Ha mocjJeaAHaTa aKTyaJu3alud Ha JUCTOBKaTa

IMoapoOHa nHpopMaIs 3a TOBA JIEKAPCTBO € MpeIocTaBeHa Ha yeOcaiita Ha EBporneiickara areHius
I0 JIeKapcTBa: http://www.ema.europa.eu.
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JlucTroBka: uH(popMAaLHA 32 MOTPeOUTEJISI

Teysuno 20 mg/5,8 mg/15,8 mg TBbpaAM Kancy/au
teradyp/rumepanmi/orepanun (tegafur/gimeracil/oteracil)

l'[poqueTe BHUMATEJIHO HslJIaTa JIUCTOBKA, IIPEeIH Ja 3alI0OYHETE 1a NpueMaTe ToBa JE€KapcTBo,

3al0TO ChAbpP:Ka BaskHa HHPopManus 3a Bac.

3amazere Ta3u IMCTOBKAa. MOJKe /1a ce HaJO0XKH Ja s IPOYeTeTe OTHOBO.

AKO UMare HSKaKBH JIONMBIHUTEIHYA BBIPOCH, TIonuTaiite Bamms nexkap uiv papMarienT.

ToBa nekapcTBO € npennucaHo JuuHo Ha Bac. He ro nmpeotcTbnBaiite Ha ipyru xopa. To Moxe
Jla UM HaBpeau, He3aBUCUMO OT TOBa, Y€ TEXHUTE CUMIITOMU Ca ChIIUTE KaTo Bamure.

AKO TIONyYHTe KaKBaTO W Jia € HeXKelaHa JIeKapCTBEHa peakius yBenoMmere Bamms nmekap.
ToBa BKITFOYBa BCUYKH Bh3MOYKHH JIEKAPCTBEHHN PEaKINi, HEOIMCAH! B Ta3H JIUCTOBKA. Bk
TOYKa 4.

Kakgo CbhbAbpPiKa Ta3u JIMCTOBKA:

kv =

Kaxso npencrasnsiBa Teysuno u 3a KakBO ce U3I0JI3Ba
KaxBo TpsiOBa nma 3Haere mpeau na npuemere Teysuno
Kak na npuemare Teysuno

BB3MOXHE HeXelaH! PeaKIuu

Kak na cexpansare Teysuno

ChappikaHus Ha OMAKOBKAaTa U ApyTa HHPOpMAaIHs

1. KakBo npeacrasisia Teysuno u 3a KakBO ce U3IM0JI3Ba

Teysuno cbabprka akTHBHUTE CheTaBKH tegafur, gimeracil u oteracil.
Teysuno npuHamIexku KbM (IIyOpOTHPHUMHUINHOBHS KJIac JIEKapCTBa, IIO3HATH KaTO
»AHTUHEOTUIACTUYHHU CPENICTBA", KOUTO CIIUPAT PACTeka Ha PAKOBUTE KIIETKH.

Teysuno ce nmpeamnucBa oT Jiekap 3a:

JIeueHUe Ha Bb3pacTHU C (TaCTPUTEH) pak Ha cToMaxa B HalpeaHal CTaAui U ce IpreMa ¢
LUCIUTaTHH, APYTO IPOTUBOPAKOBO JIEKAPCTBO.

JICYCHHE Ha pak Ha J1e0eI0TO YepBO U peKTyMa, KOHTO ce € pa3IpOoCTpaHmiI (MEeTacTa3upai) u
KOTaTO € HEBB3MOXKHO MPOABIDKABaHE Ha JICYEHUETO C APYT (DIyOopONTUPUMHIIH
(MpOTHBOPAKOBH JIEKapCTBa OT ChLIaTa JIEKapCTBEHA Ipyma KaTto Teysuno) mopaau HekelaHu
peaxIu, MPOsBSBAIIN ce BPXY KOXaTa Ha PBIIETE I KpakaTa (CHHIPOM pbKa-Kpak) HIiTH
3acsiranim cbpiiero. [1pu Te3n mamuenTy, Teysuno ce n3moia3Ba CaMOCTOSTEHO WIIH B
KOMOHMHALUS ¢ APYTH IPOTHBOPAKOBH JIEKapPCTBA.

Kakso Tps0Ba 1a 3HaeTe npeau Aa npuemere Teysuno.

He npuemaiite Teysuno

aKo CTe aJeprUYHU KbM Teradyp, TMMeparui, OTEPAII WK KbM HAKOS OT OCTaHAIUTE
CBCTaBKH Ha TOBa JIEKapCTBO (M30pOEHU B TOUYKA 6).

aKo mpueMare Ipyru GIIyopoMPHUMHIMHOBY IPOTHBOPAKOBH JIEKAPCTBA, KATO HAIPHMED,
(hyopoypanui U KanernuTabiH WK UMaTe TSKKA U HEOYaKBAHH PEAKIIUH KbM
(byOpOTTUPUMHUTHHUTE

aKo 3HaeTe, ue npu Bac uMa mbiIHA TUTIca Ha AKTHBHOCT HAa €H3UMa JTUXUIPOTHUPHUMUIH
nexuaporenasa (JI1/1) (meaen gedummr va AI1]1)

aKo cte OpeMeHHa WIH KbPMHTE

aKO UMaTe TeXKH HapyIICHHUs Ha KPbBTa

aKo uMare ObOpedHo 3a00IIsIBaHe, U3UCKBAIIO JUAJIH3a
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- aKO CC JICKYBAaT€ B MOMCHTA WJIN CTC CC JICKYBAJIU MPE3 MOCICAHUTE 4 ceaMuIu C 6pI/IBy,I[I/IH
KaTO 49acCT OT JICUCHHUC Ha XCPIICC 30CTECP (BapI/II_ICJ'Ia nim Xeprec 3OCTep).

IIpexynpeskaenus U NpeanasHu MepKu
TpsioBa ma roBopuTte ¢ Bamms nexap npemu ga npuemere Teysuno, ako uMare:
- HapyIIeHUs Ha KPbBTa

- 0B0peuHo 3a0omsBaHe

- CTOMAIITHH W/WJIA YpEBHU MPOOIeMH, KaTo HanpuMep O0JKa, TUapHs, TOBPBINAHE HITH
JeXUpaTaIHs

- OYHHU HapyIIEHUs, KaTo HapuMep ,,CyX0 OKO* WIIM 3aCHIICHO ChI3EHE

- MIPH HACTOSIIIA WK MPEIX0aHa HHPEKIUS Ha YepHUs Apo0 C BUPyca HA XEHATUT
B, Bammsar nexap e Bu HabmojaBa mo-BHAMATEITHO.

- yacTH4eH Ae(UINT Ha aKTHBHOCTTA HA €H3UMa TUXHAIPOTHPUMHUINH AEXUAPOreHa3a
(A1)

- YJIeH Ha CEMEHCTBOTO, KOMTO MMa YaCTUYCH WX IIbJIeH Ne(DUIUT Ha eH3uMa
TUXUAPOTTMPUMHIIH AexuaporeHasa (JII1/])

Hedpuout va AM/: Jedunurst Ha AI1]] e reneTnyHO 3a00MsBaHe, KOSTO OOMKHOBEHO HE € CBBP3aHO
ChC 3JIPAaBOCIIOBHHU MPOOJIEMH, OCBEH aKO HE MOJydaBaTe ONpPE/ICIICHH JIeKapcTBa. AKO uMate 1eUIuT
Ha JITJ] u npuemare Teysuno, uMaTte MOBUIIIEH PUCK Ja MOJIYYUTE TEKKHU HEXKEIIAaHU pPeaKUn
(n306poenu B Touka 4 BB3MOKHN HEXeIIaH! peakitnu). [IpemopruBa ce 1a ce TecTBaTe 3a ACPUITUT HA
JIJ] mpeny HayanoTo Ha JedeHHueTo. AKO JIMIICBAa aKTUBHOCT Ha €H3MMa, He TpsA0Ba Ja npuemare
Teysuno. Ako uMaTe HamalieHa €H3MMHA aKTUBHOCT (YaCTHYHA HEJIOCTAThYHOCT), BamusT nexap
Moke 1a Bu npeanuiine HamaneHa q03a. AKO MMaTe OTPHUIIATEIHU PE3YJITaTH OT TECTOBE 3a NeUITUT
Ha JIITJI, Bce mak € Bb3MOKHO /1 C€ MOSIBAT TEXKHU U )KMUBOTO3aCTpAlllaBAILY HEXEIAHU PEAKLIUU.

Axo Pa3BUCTE JIUIICA HA CHEPTIHA, O6’prBaHe, CBbHJIMBOCT, 'bPY0OBE WJIM HAPYIICHO Chb3HAHUC, MOJIA,
He3a0aBHO ce CBBPIKETC C Bamms JICKap.

Jena v oHOIMIN
Teysuno He ce IpenopbyBa 3a yroTpeda mpu nera nox 18 rogumniaa Bb3pact.

Apyru aexkapcrBa u Teysuno
Wndopmupaiite Bamms nekap ako B3uMate, HACKOPO CTE B3MMaJlH WM Bb3HAMEPsIBaTe Jja B3UMaTe
JpYyTH JIEKapCTBa.

He Tpsi6Ba 1a npuemMare GpuBYIUH (AHTHBHUPYCHO JIEKAPCTBO 32 JieYeHHe Ha Xepriec 30CTep WK
BapHIIeJia) 10 eIHO U ChII0 BpeMe ¢ Jevenue ¢ Teysuno (BKJIIOYUTETHO U 110 BpeMe HA NEPUOIN HA
MOYHUBKA, KOTaTo He mpHeMaTe Kancyau Teysuno). Ako cTe nmpuen GpUBYIHH TPAOBA 1a H3YaKaTe Haii-
MAJIKO 4 CeIMUIIN CJie]] CIUPaHe HA OPUBYIHH MpPeIH Ja 3anouHeTe npueM Ha Teysuno. Bukre chino
Touka ,,He npuemaiite Teysuno“

Cn1110 Taka, BU€ TPOBa J1a CTe 0COOCHO BHUMATEIHH, aKO MPUEMATe HIKOHU OT CIICTHUTE:
- IpyTH (GpIyopornMpruMHUINHOBH JICKApCTBA, KaTO HAIIPUMEP POTUBOIBOMYHUS (DITYIIUTO3HH.
Teysuno He MOe Ja ObJie 3aMECTHUTEIN 3a JPYTH PIIyOPOTUPUMHUINHU.
- naxuOuTOpH Ha er3uMa CYP2AG6, koiiTo aktuBHpa Teysuno, KaTo HalIpuMep
TPAHUJILUIIPOMUH U MCTOKCAJICH
- (pommHOBA KMCETMHA (YECTO MPUIaraHa IpH XUMHUOTEPAITUS C METOTPEKCAT)
- IEKapCTBa, pa3pekIalih KPhBTA: MPOU3BOJHI HA KyMapruHa aHTUKOAryJIaHTH, KaTO HaIlpHIMep
BaphapuH
- JIeKapCTBa 3a JICUCHNE Ha ThPUYOBE WIIA TPEMOP, KaTO HarpuMmep GeHUTONH
- IEKapCTBa, KOUTO JIEKYyBaT IMOAarpa, HalpuMep allomypPHHOI

Teysuno ¢ XxpaHu 1 HAIUTKHA
Teysuno Tps0Ba f1a ce mpreMa MoHe eIUH Yac NPean WM eIUH Yac ciell XpaHeHe.
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BpeMeHHOCT U KbpMeHe

[Ipenu 3amouBaHe Ha JICUSHUETO, TPSIOBA J]a YBEAOMUTE JeKaps Win (hapMalieBTa CH, ako CTe
OpeMeHHa, aKo cMATaTe ue cTe OpeMeHHa WM aKo MMaTe HamepeHue na 3abpemeneere. He Tpsa6Ba na
npuemare Teysuno, ako cre OpeMeHHa WA CMATaTe, 9€ MOKE /1a CTe OpeMeHHa.

Mmpxere TpsOBa a mpuiaraT KOHTPALENTHBHA MEPKH 110 BpeMe Ha U J0 3 Mecella Cie]l JIeYeHHe C
Teysuno.

Kenure TpsiOBa na mpuiarat KOHTPAIENITUBHA MEPKH IO BpeMe Ha U 10 6 Mecela clie]] IeYeHue C
Teysuno. Ako mpe3 ToBa BpeMe 3abpeMeHeeTe, Tpsi0Ba 1a yBenoMuTe Barmus exap.

He Tpsa6Ba na kepMuTe, ako mpuemare Teysuno.

[MockBeTBaiiTe ce ¢ Bamms nekap wim dapManeBT npeau ynorpedaTa Ha KOSTO | Jia € JIeKapCTBO.

Hlopupane u padora ¢ MalIMHU

Bwaere BHUMaTenHHU, KOraTo modupaTe Wiv paboTuTe ¢ MalllHa, Thil Kato oT Teysuno Moxe ja ce
YyBCTBaTE YMOPEHHU, J1a UMaTe TrajicHe WIKA 3aMbIJIEHO 3peHHe. AKO HUMaTe HAKaKBU CbMHEHUS,
pasroBapsiiite ¢ Bamms nexap.

Teysuno cbabpika
Jlaxto3a (Bup 3axap). Ako Bammsat nekap Bu e kazan, ye mMaTe HEIOHOCHUMOCT KbM HSKOH 3aXapH,
CBBPIKETE CE C HETro, MPEeIu J1a MpHeMaTe TOBa JIEKAPCTBO.

3. Kak na npuemarte Teysuno

Bunaru npuemaiite Teysuno TouHo kakTo Bu e kazan Bammst nexap. AKo He CTe CUTYPHHU B HEIIO,
nonuTaiite Bamus nekap.

Bamust nexap nie Bu kake kakBa 71032 € HEOOXOAUMO Jla pUeMare, Kora Jia sl IpueMare U KOJIKO
IIBIITO TPsIOBa 11a s mpuemare. Bamrara jgo3a Teysuno mie Obe onpenenena ot Bamus nexap Bb3
OCHOBA Ha BUCOYHMHATA U TErNIOTO Bu. BammsT mekap Moke 1a HaMaiiu Jo3aTa, ako UMaTe MpeKaIeHo
TEXKU HEXEIAHU PEAKIIUH.

Karncymure Teysuno TpsiOBa aa ce mormbInaT ¢ Boaa rmoue 1 yac npenu wim 1 9ac ciej XpaHeHe.
Teysuno TpsiOBa ga ce mpuema JiBa ITbTH JHEBHO (CyTPHH U BEUED).

IIpu pak Ha cTomaxa:

Kamncymure Teysuno oOMKHOBEHO ce IpreMaT B MPOIBJDKEHHE Ha 21 IHHU, TOCIeBaHU OT IIEPHOJ Ha
MOYMBKA OT 7 AHH (KOTaTO HE C€ MpHUeMart Karcyiau). To3u nepuos ot 28 THU € euH jJeueOeH ITUKBI.
Lukmute ce moBTapAT.

Teysuno me 0b/1e JaBaH C IPYTO MPOTHBOPAKOBO JICKAPCTBO, HAPEUCHO MUCIUIATHH. [ [MCTUTaTHHBT 111e
ObJIe CIIPsH ciel 6 MUKbIA Ha JiedeHHue. Teysuno MoXKe Ja ¢e MPOIBIDKY CIIe/ CITUPaHe Ha
LUCIUIaTHHA.

[Ipu pak Ha ne6en0TO YepBO MK PEKTyMa, KOHTO Ce € PasmpOCTpaHI:

Kancynure Teysuno 0OMKHOBEHO ce IpHeMaT B IPOABIDKEHNE Ha 14 THU, OCIeBaHU OT MEPHOJ Ha
MOYMBKA OT 7 JHM (KOTaTo HE ce mpueMar Karcynu). To3u nepuon ot 21 qgHM € equH gedeOeH UKD
[MuknuTe ce MoBTAPAT.

Teysuno Moxxe ma ObJie JaBaH C APYTH MPOTUBOPAKOBHU JeKapcTBa (IUCILIATHH, OKCAJIHWILIATHH,
HPUHOTEKaH WK OeBaIin3yMal), KOeTo IIe 3aBUCH OT BameTo gedeHwme.

AKO cTe IpueJIM IOBeYe 0T HeoOXoaumaTa q03a Teysuno
AKo mpuemeTe IoBeYe KaIcylIn OT He00X0ANMOTO, CBbPIKETE ce He3abaBHO ¢ Bamus nexap.

AKO cTe mponycHaau Aa npuemere Teysuno
He B3emaiite nponycHarta 103a 1 He B3UMaiiTe IBOMHA 1034, 3a 1a KOMIICHCHpATE MPOIlycHAaTaTa J03a.
BwmecTo ToBa mpoawmkere no Bamara pegoBHa cxema u ce cBbpxeTe ¢ Bammus nekap.
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AKko cTte cipesin npueMa Ha Teysuno

Hsma HexxenaHu peakuyy, IPUYMHIBAHU OT CIIUpaHe Ha JedeHueTo ¢ Teysuno. B cioyuyaii ue
ynoTpebsiBaTe JeKapcTBa 3a pa3pexaaHe Ha KpbBTa WK MPOTUB I'bPUOBE, CIUpaHeTo Ha Teysuno
MO’KE€ Ja HAJIOKM ITPOMsIHA Ha J03aTa Ha BammTe nexapcrsa.

AKO MMaTe HSIKaKBH JIOTBIHUTEIIHUA BBIIPOCH, CBbP3aHHU C YyIIOTpeOaTa Ha TO3H JICKApCTBEH MPOIYKT,
MOJIs nonuTaite Bamus nekap.

4. Bb3MOKHU HexXeTaHH JICKAPCTBCHU PCaKIUU

KakTo Bcuukm nexapcersa, Teysuno Moxe Ja MpeIn3BUKa HEXKEIIaH! PEaKIiU, BBIIPEKH Ue He BCEKH
ru noixydyaa. JIokaTo HIKOU CUMIITOMH JIECHO CE€ OIPEEeIsT KaTo HeXKeaHa JIGKapCTBEHA peaklus OT
CaMUTE TAITUEHTH, TO 3a Ja C€ YCTAHOBSAT HIKOHU IPYTH CUMIITOMH ca HEOOXOAMMH M3CJICIBAHIS HA
KpbBTa. Bammusr ekap mie o0chau ToBa ¢ Bac u e 00sICHE BB3MOKHHUTE PUCKOBE U TIOJI3H OT
JIEUEHHETO.

MHoro 4ecTuTe HesKeJIaHM peaKuu ( MoraT Aa 3acerHat nosede ot 1 Ha 10 1ymm) BK/I0o4Bar:

- JImapus, rageHe, NoppblIaHe, 3alleK
o Ako uMaTe auapus oBede oT 4 IbTH HA JICH WIX Ipe3 HOIITA, WK aKO YCEeTHTE CyX0Ta B
ycTaTa, IpUApYyKeHa ¢ JUapus, ciupeTe pueMaHeTo Ha Teysuno u ce cBbp:keTe
He3a0aBHO ¢ Bamus jekap.
o Ako uMate auapus, u30ArBaiTe TIBCTH XPaHH, TAKMBA C MHOTO ITOAIIPABKY U BUCOKO
ChIbpKaHWE Ha GUOPH.
o IlpuemaiiTe MHOTO TEUHOCTH MEXIY XPaHEHHATA, 32 Ja 3aMECTUTE 3ary0ara Ha TEUHOCTH
U J1a ce IPeA0TBPaTUTE HACThIIBAHE Ha JeXUApaTalys, HaMansiBaHe Ha KPbBHUS 00eM U
HapylIaBaHe Ha PABHOBECUETO HA COJIUTE WM XUMHUUYECKUTE BEIIECTBA B KPHBTA.
o Axo uMmare rajieHe U MOBbPHETE /1032 OT JIEKapCTBOTO, yBeaomeTe Bamms nekap. He
3aMecTBaiiTe 103aTa, KOSITO CTE IOBbPHAIH.
o Axo oBBpHETE MOBEUE OT 2 IBTH 3a 24 yaca, cpere npuema Ha Teysuno u ce
cBbpiKeTe He3a0aBHO ¢ Bammus Jiekap.
o 3aja moJANOMOTHETe OBJIa/ASIBAHETO Ha T'aJICHETO U MOBPBIIAHETO:
= Jlernere wiH npaBeTe ABIOOKH BIWIIBAHHS, KOTATO YCETUTE rajicHe
»  U306srsaiite TecHU Opexu
- Hucbk 0poii Ha YepBeHNTe KPbBHHU KJIETKH, BOJEI 10 aHEMHUS:
o Moxe na uMate CUMIITOMH, KaTo CTyJIeHH PBIIe U Kpaka, ja U3riexaare oneau, aa cTe
3aMasiHY, OTIAJHAJIM, 12 UMAaTe HEAOCTUT Ha Bb3IyX.
0 AKO NOJIyuHuTe HIKOU OT FTOPENIOCOUYEHUTE CUMIITOMH, HE paboTeTe IPEKOMEPHO,
[IOYMBANTE CU U CIIETE NOBEYE.
- HuckusT 0poii Ha 6eTUTe KPbBHH KJIETKH BOJIU J0 ITOBUIICH PUCK OT TEKKa MeCTHA (T.c. Ha
ycTa, Osu1 Apo0, yprHA) MM KPbBHA HHPEKIHS
o Moxe na nmare CUMITOMH, KaTO HallpuMep TPECKa, TPBIKH, KAIIJINIA, Bb3IAJIEHO I'bPJIO.

o Axo umare Temnepatypa 38,5 °C nnu no-sucoka, cnpere npuema Ha Teysuno u
ce CBbpiKeTe He3a0aBHO ¢ Bammus jekap.

o 3a ;a ce nmpenoTBpaTH UH(EKIMATa, CTOITE Jajiede OT MHOTOJIIOJHI MECTa, IIpaBeTe CH
raprapa ciiesi npuOupase y 10Ma, MUHTE PbLETe CH IIPEAHN XPaHEHE U ClIe/ I0JI3BaHe Ha
TOaJeTHaTa.

-  HuckusaT 6poii Ha TPOMOOIMTHTE BOIU 10 YBEIMUYEH PUCK OT KbPBEHE:

o AKo mMaTe KbpBEHE OT KOXKaTa, ycrara (IPHYMHEHO OT MHEHe Ha 360uTe), HoCa,
JIUXaTEeIHNUTE MBTHUILA, CTOMaxa, YepBara u T.H., cnpeTe npueMa Ha Teysuno u ce
cBBbpiKeTe He3a0aBHO ¢ Bammus nekap.

o 3a Ja ce mpenoTBpaTH KbPBEHE, M30ArBaliTe TEXKa padoTa WM HATOBAPBALH CIIOPTOBE,
Taka 4ye Ja peJoTBpaTHTE HapaHsiBaHUs U TpaBMH. Hocere mupoku apexu, 3a 1a
npeanassare Koxara. Muiite 360UTe CH U U3IyXBaiiTe HOCa CH BHUMATEITHO.

- 3ary0aTa Ha aneTUT (AaHOpPeKcHs) MOXKE J]a TOBEJIE 10 OTCIabBaHe Ha TETJo U AeXHUapaTaius

82



o Bwue moxe na ce gexuapaTupare, ako He AAeTe W/WIM He THeTe JOCTaThYHO BOJA.
0 AKO CTe AeXupaTUpPaHU, MOXKE J1a MOIYYUTe CUMIITOMU, KaTO CyX0Ta B yCTara,
cabocT, cyxa Koa, CBETOBBPTEXK, CXBalllaHe
o OmuTBaiiTe ce Aa ce XpaHUTE YeCTO U TI0 MAJKO. M30sSTBaiiTe TIIHCTH M CHITHO apOMATHH
xpanu. [lopu na He yyBCTBaTe Tiaa, MPOABIDKETE A CE XPaHUTE JOTOJIKOBA, Ue J1a
oAIbpkaTe 100po XpaHeHe.
o AKxo ce 4yBCTBaTe yMOPEHH U UMaTe TeMIIepaTypa ChC 3aryda Ha areTuT, He3a0aBHO ce
CBBpKETE ¢ Bamus nekap.
- HepBHO HapylIeHMe: MOJKE /1a TOYYBCTBAaTE CKOBAaHOCT, U3TPBIIBaHEe, O0JIKA, TPOMEHEHA
CETHBHOCT, MyCKYJTHa c1aboCT, TperepeHe Win 3aTPYAHEHUS TIPU IBUKCHHE.
- Cua6ocTt U yMopa, KOUTO MOTaT Aa ObJIaT HeXKeJlaH! JIEKAPCTBEHU PEaKIUU, TIPUIHMHEHU OT
JIpYTH JIEKapCTBa.

Yecturte HeskesJaHu peakuuu ( Morat Aa 3acerHat ot 1 1o 10 na 100 gyuiu) BKJIOYBAT:

- Hean: I‘J'IaBO6OJ'II/IC, 3aMafIBaH6, CbHJIMBOCT, IPOMCHH BBHB BKYCa

- Oxko: ouHM POOJIEMH, 3aCHIICH HJIM HAMAJICH CII'b3€H TUCKOM(OPT, 3pUTEIHU NPOOIEMH,
CEepHO3HO 3a00IIsIBaHe C 00pa3yBaHe HA MEXYPH 110 OYMTE, KOETO BOIM /10 U3HOCBAHE HA
MOBBPXHOCTHATa OOBMBKA HAa OKOTO (€pO3Hsi Ha pOrOBUIIATA).

- ¥xo: npo0iemMu che ciryxa

-  KpbBoHOCHH ChI0Be: BUCOKO WIIM HUCKO KPBBHO HaJIATaHe, KPbBHH CHCHPELH B KpaKaTa 1
oennte ApodoOBE

- Benoapo6Hu MbTHINA H HOCHH XO00Be: 3ayX, KalUIUIA

- Yepna u ycTa: CyxoTa B ycTara, paHH B ycTara, I'bpJIOTO  XpaHONPOBOAA, XbJILIaHe, KOPEMHA
0oitka, JTOIIO XpaHOCMUJIaHE, Bh3IAJICHHE Ha CTOMaxa WM YepBara, nepdopamys Ha cToMaxa,
THHKOTO WJIU J1€0€JI0TO YepPBO.

- YepeH apo6: MOXBITIBAHE HA OUYUTE U KOXKATA, IPOMEHU B KPHBHHUTE TECTOBE, KOMTO MMOKA3BaT
(hyHKIMATA HA YepHHS APOO,

- Kosxka: xocomnaz, cepOex, 0OpHB (MM IePMATUT, KOXKHA PEaKLHsl), CyXa KOXkKa, peaklus pbKa-
Kkpak (OoJika, MoIyBaHEe W 3a4epBsABaHE Ha PHIIC W/UIM KpaKa), MUIMEHTHH KOYKHH ITeTHA

- bboOpek: HamaneH o6eM Ha ypHHATa, IPOMEHHU B KPBBHUTE U3CIIEBAHNUS, KOUTO TIOKA3BAT
(dhyHkuAaTa HAa 6BOpEKa, OLOPEYHO YBpEKIaHe U ObOpPEeYHa HETOCTATHYHOCT

- JIpyru: cTyJeHHU TPBIIKH, 3ary0a Ha Terjo, MoAyBaHe Ha ONPeIeJIeHd MecTa U KOCTHO-
MyCKyJTHa 00JIKa

Heuecture Hexesanu peakunu ( Morar aa 3acerHar 1 1o 10 na 1 000 gymu) BKiI04BaT:

- Icmxmka: Bx/IaHe ¥ YyBaHE HA HECHIIECTBYBAIW HEIlla, IPOMEHU Ha JTUYHOCTTA,
HEBBH3MOXKHOCT Ja C€ CTOU CIIOKOIHO, O0BPKaHOCT, YCElllaHe 32 HEPBHOCT, JCIPECHs, HapyIleHa
cekcyasiHa QyHKIUs

- HepBu: HapyuieHus Ha riaca, HeBb3MOXKHOCT JIa C€ M3TOBapAT U paz0depat JyMH, IPOOIeMH C
aMeTTa, HecTaOMIHA IOX0 KA, TPOOJIeMH C paBHOBECHETO, SIHOCTPAHHA CIIA00CT, CHHIMBOCT,
BB3MaJICHUE Ha HEPB, IPOMEHEHO OOOHSHIE, HApYIIeHa MO3bUHa (DYHKIINS, TPUMaIsIBaHe,
3ary0a Ha Ch3HaHUE, yaap, TbPUOBE,

- Oko: cppOsAIIM 1 3a9epBEHN OUH, ATEPTUYHH PEAKIIIH B OUUTE, MMaJall TOpeH OYeH Kiermay

- ¥YXo: CBETOBBPTEXK, 3aIlyIIBaHE HA YXOTO, yIIeH JUCKOM(OpPT

- Cobpue: HeMpaBUIIHA UK YYECTEHA ChpeUYHa JeHHOCT, IpbaHa 00JIKa, HATPYIIBAHE HA U3JIMIIHA
TEYHOCT OKOJIO CHPIIETO, ChpJeueH HH(APKT, ChpAeYHa HEOCTATHYHOCT

- KpbBoHOCHHU ChI0Be: Bh3MAJICHUE HA BEHA, TOIUIH BHJIHU

- bBexoapo0Hu MbTHIIA U HOCHH X00B€: TeUalll HOC, HAPYIIICHHUS HA TJIaca, 3aIyIiBaHe Ha
HOCa, 3a4epBABaHE Ha I'bPJIOTO, CEHHA XpeMa

- Yepsa m ycTa: TEYHOCT B KOpeMa, racTpoe3odaruanta pedrykcHa 00JecT, 3aCHUIeHa
CIIFOHYEHA CEeKPEIHs, IPEKOMEPHO OPUIBaHe, Bh3MAJICHUE HAa YCTHA, CTOMAIITHO-YPEBHO
HapylleHue, 00JKa B ycTaTa, HCHOPMAaJIHH ChKpallleHHs Ha MyCKYJIMTE Ha XPaHOIIPOBOJIA,
3aIyIiBaHe Ha CTOMaxa M YyepBara, CTOMaIllHa s13Ba, peTpornepuToHeanHa Gudpo3a, 3601, KOUTO
C€ HaITyKBaT WM YYyTIST JIECHO, 3aTPYyIHEHHS IIPH I'bIITaHe, HApYIICHUS Ha CIFOHYCHUTE JKIIEe3H,
XEMOPOUIH
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- Kosxka: 3ary0a Ha 11BeTa Ha Ko)kaTa, OeJiella ce Koxa, 3aCHIICHO OKOCMSBaHE Ha TSIIOTO,
YyIUTMBH HOKTH, 3aCHJICHO TIOTEHE

- O6wro: BIIOIMaBaHe Ha OOIIOTO CHCTOSIHUE, YBEIMUCHNE Ha TETJIOTO, 3aUePBSIBAHE U ITOTyBaHEe
Ha MACTOTO Ha MHXKCKTHUPAHE, paKOBa 0oJIKa 1 KBpPBEHE, HEAOCTATHYHOCT Ha MHOI'O OpTraHn

- IIpomMeHu B KPBBHHUTE H3CJAEeABAHNSA: BUCOKA KPbBHA 3aXap, BUCOKH KPHBHU JIUITU/IH,
IIPOMEHH BBB BPEMETO Ha ChCHPBaHE Ha KPBBTA, YBEIMUYCH Opoil Ha YepBEHUTE KPBHBHU KIIETKH,
HHUCKO WJIM BUCOKO HMBO Ha MPOTCHUHN

- JIpyro: 4ecTo ypuHUpaHe, KpbB B YpHHATa, OOJIKM B IIHUATa, OOJKK B r'bp0Oa, OOIKM B MICUHHUTE
XKIIE3H, BTBBPASBAHE HA MYCKYJIH MM KPaMIIH, OTOIM Ha CTaBUTE, TUCKOM(MOPT B KpaHUIINTE,
MYCKyJHa c1a00CT, apTpUTHO Bb3MaJICHUE U 00JKa

Penkure He:kenanu peakuum (Morat aa 3acernat 1 10 10 norpeduresn na 10 000 gymim) u MHOTO
PedKNTe HeKeJAHU peakumnu (3acarat mo-MaJjko ot 1 va 10 000 gymmu) BKiIo4Bar:

- OCTpa I'IepHO,ElpO6Ha HCOAOCTATBbYHOCT

- uH(}EeKIHs Ha aHKpeaca
- MYCKYJIEH pa3maj
- 3ary0a Ha 00OHSIHHUE
- CJI'bHYCBA aJICprus
- TEHEepalIu3UPaHO ChCUPBAHE HAa KPHBTA U KbPBEHE
- 3aboisABaHe, 3acsATaIIO OSITOTO BEIMIECTBO HA MO3BKa
- CEepHO3HO 3a00JsIBaHE C MEXYPH Ha KOXKATa, yCTaTa U TeHUTAIUUTE
- peuuaus (peaKTHUBAIWs) Ha UHEKINS C XeMaTUT B, KOrato B MUHAIOTO CTE HMAJH XEIaTUT
B (aeprHompoOHa uHpEKIHS)
- BHCOKH HUBAa Ha aMOHSK B KPBBTa

Axo MOJIYYUTEC HAKOA OT HECIKCIIAHUTC JICKAPCTBCHU PCAKIIUN UITU 3a0€eleKnTe ApYyTry, HEOIMMCAaHu B
Ta3u JIMCTOBKA HEKCIIAHU pCaKINU, MOJISI YBEAOMETC Bamms JICKap.

AKO HAKOSI OT HesKeJJaHUTe JICKAPCTBCHU PCAKIMU CTaHE CCPUO3HA, CIIPETE NMpUueMa Ha Teysuno
U YBEAOMETE He3a0aBHO Bammus JIEKap.

Cpho011aBaHe HA HeKEJIAHU peaKInu

AKO TIOJTy9HUTe HIKAKBHU HEXKETIaHU JICKApCTBEHU peakluy, yBeapoMere Bamus nexap. ToBa BKiItouBa
BCHUYKHU BH3MOXKHU HEOTIMCAHU B Ta3H JUCTOBKA HEXXEIaHH Peakiuu. MoxeTe ChINo J1a ChOOUTUTE
HEeXXellaHU PeaKkIuyl TUPEeKTHO Ype3 HallMOHATHATa CUCTeMa 3a ChOoOIaBaHe, mocoyeHa B [IpunoxeHue
V. Karo cro0riaBaTe HeXKelIaHU PEaKIIuU, MOXKETE J1a JaJCTe CBOs MIPUHOC 3a MOTydYaBaHe Ha TIOBEUe
rH(pOpMAIUs OTHOCHO 0€30ITaCHOCTTa Ha TOBA JICKAPCTBO

5. Kak na cbxpansiBate Teysuno

- Jla ce cbxpaHsiBa Ha MSICTO, HEZIOCTBITHO 3a JICTIa.

- He m3non3BaiiTe TOBa IEKapCcTBO CIIe]] CPOKa HA TOAHOCT, OTOENSA3aH BHPXY ONHcTEpa Ciel
"EXP" u xapTonenara onmakoBka ciex "['ogeH no:". CpokbsT Ha TOAHOCT OTTOBAPS HA
MIOCIIC/THUS JICH OT MTOCOYCHHUS MECEIL.

- To3u nexapcTBeH MPOTYKT HE U3NCKBA CIIEIATHN YCIOBUS Ha ChXpaHEHHE.

- He u3xBbpiisiiTe IekapcTBaTa B KaHAIM3AIKATA UK B KOHTEHHEPa 3a JJOMAIIIHU OTHAIbIIH.

[TormuraiiTe Bamms ¢apmareBT kKak a M3XBLPIINTE JICKapCcTBaTa, KOUTO BEUE HE M3IOI3BATE.
Te3u Mepku I11e CIOMOTHAT 32 Olla3BaHe Ha OKOJIHATa Cpefa.

6. Cobabp:kaHne HA OMAKOBKATA M JONMbJIHUTETHA HHpOpMaHs
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Kaxkso cpabp:xa Teysuno

- AxTuBHHTE BellecTBa ca Teradgyp, THMEpaIi U OTEpaLil.
Bcesika TBBpaa xancyna ceabpka 20 mg teradyp, 5,8 mg rumepanun u 15.8 mg oreparin (
KaTo MOHOKAJIUH ).

- Jlpyrute chCTaBKH ca:
KamncynHo chabpKUMO: TaKTO3a MOHOXHPAT, MarHe3ueB cTeapar
CrhcTaB Ha KarcyJsara: skelnaTiH, TutaHnoB auokcun (E171), natpues naypuicyndar,
Tank Mactuiio: uepBeH xenezeH okcun (E172), xbnt xkenezen oxcun (E172),
nnaurokapmut (E132), kapHayOcku BochK, H30eeH 1euiaK, IIIHLEpoIOB MOHOONEAT

Kak u3riexaa Teysuno u KakBo cbbp:Ka ONIAKOBKATA

TBBpAATE KANCynH ca ¢ OsUT0 TS0 M Osiy1a Karmadka ¢ oTrnedarano ,,1C442“ B cuB nBsT. Te ce
MpeyiaraT B OIMCTEPH ChIBPIKAIIHU 0 14 Karcyiu BCEKH.

Bcsika onakoBka chabpika 42 Karncyinu win 84 Karcyinu

[IpurexkaTesa Ha pa3pelIeHHETO 32 yNOTpeda
Nordic Group B.V.

Siriusdreef 41

2132 WT Hoofddorp

Hunepnangus

IIpousBoauTen
Nordic Pharma B.V.
Siriusdreef 41

2132 WT Hoofddorp
Hunepnangus

Laboratoires Macors
22 Rue Des Caillottes

89000 Auxerre
Opannus

I[aTa Ha MOoCJeAHATA aKTyaJu3alud HA JUCTOBKaTa

Ho;:[p06Ha I/IH(l)OpMaL[I/IH 3a TOBa JICKAPCTBO € MPEAOCTABCHA Ha ye6CElI>iTa Ha EBpOHCﬁCKaTa arcHIus

110 JiekapceTBa: http://www.ema.europa.eu.
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