1. UME HA JIEKAPCTBEHMUWA ITPOAYKT

beraday 30 mg TBBpAM Kancyiu
Betaflu 30 mg hard capsules

beraday 45 mg TBbpAM Karcyiau
Betaflu 45 mg hard capsules

beraday 75 mg TBbpAM Karcynu
Betaflu 75 mg hard capsules

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

berad.uay 30 mg TBbPAM Karcyau

Bcsika TBBp/AA Karncysia cbabpka ocenTaMUBUpOB ¢ocdar, KoiTo ce paBHsaBa Ha 30 mg ocenTaMUBUp
(oseltamivir).

3a MBbJIHUA CIUCHK HA MOMOIIHUTE BELECTBA BUXKTE TOUKa 6.1

beraday 45 mg TBbPAM KancyJiu

Bcsika TBbpJAa Kancysa CbAabpika oceJTaMUBHPOB (pocdar, KoiTo ce paBHABA HA 45 mg OCEITAMUBHP
(oseltamivir).

3a IMBJIHUA CMUCHK HAa MOMOLIHUTE BELIECTBA BUKTE TO4YKa 6.

betadgay 75 mg TBbPAM Kalcyiau

Bcska TBbp/a KarcyJia cbaAbpkKa 0CeNTaMUBHPOB (oc(ar, KOUTO ce paBHABA HA 75 Mg OCEJITAMUBHUP
(oseltamivir).

3a MbJIHUA CIUCHK HA MOMOLIHUTE BELIECTBA BWKTE TOYKA 6. ]

3. JIEKAPCTBEHA ®OPMA

beraday 30 mg TBbpAM KArCyau
Bsn rpaHyIMpaH WM JIEKO YIUTBTHEH Mpax B Kancysa ¢ pasMep 4. TebpaaTa Karcysa ce CbCTOM OT
TSJIO B HACUTEHO JKBJITO M Kanade B HACHTEHO KbJITO.

beraday 45 mg TBbPAX Karncyiau
Bsn rpaHyIMpaH WK JIEKO YIUTbTHEH Mpax B KaricyJja ¢ pa3Mmep 4. TebpaaTa KarcyJia ce CbCTOU OT
0510, HENMpPO3payHoO TsJI0 M 0410, HENPO3pavyHO Kanaye.

beraduy 75 mg TBbP/H Karcyiau
bsn rpaHyMpaH WM JIEKO YIUTBTHEH Mpax B KarcyJa ¢ pa3mep 2. Tsbpaara KaricyJsia ce CbCTOH OT
0510, HENPO3pPa4yHO TAJIO U Karnaye B HACHTEHO XKBbJITO.

4. KJIMHUYHHU JAHHHA

4.1 TepaneBTHYHHN NOKa3aHHUHA

Jlewenue na epun
berady e nokasaH Nnpu Bb3pacTHH U €L, BKJIKYHUTEIHO JOHOCEHH HOBOPOAEHH, ChC C
TUMWYHHU 3a 'PUII, KOraTo rpPUMHUAT BUPYC LUPKYJIHpa B o0wmecTBoTo. Jlokazana e edwu
KOraTo JICYEHHETO 3arnoyHe 70 JBa IHU OT HAYa10TO HAa CUMIITOMMTE.



ITpogunaxmuxa na zpun
- TlocTexcno3uuHOHHA Npo(QUIAKTHKA MTPH JIMLA HA BB3PAcT 1 roAMHa UM Mo-ToJIEMU Cliel KOHTaKT
¢ KJIMHWYHO JHAarHOCTHLMPaH clydal Ha rpHuM, KOrato B 0811€CTBOTO UUPKYJIHpa IPUIIEH BHPYC.

- 'YMecTHOCTTa Ha npwiokeHneTo Ha beradury 3a npodunakTHka Ha rpun TpsdBa Na ce onpeaens
BBB BCEKH OTHENIEH CIy4yai criopefl OOCTOATEICTBATA H MONMYNaLHSTa, H3HCKBama 3aututa. Ilpu
M3BbHPEAHH CHTYalluH (Hanp. B ciydaill Ha HEChBNaJaHe MEXIy UMPKYIHPALINTE H BAKCHHAITHUTE
BHPYCHM IHAMOBE M NP NMaHAEMHYHa cCUTyauus) 6u Moriio aAa ce 0OMHCIH CE30HHA MPOPHIAKTHKA
[pY JIMLA HA Bb3PACT €lHa roJHHa WIH NO-TOJIEMH.

- Beradny e nokazaH 3a npouIakTHKa Ha TPUM CHEl eKCIO3HLMA NMPH KbpMaueTa Ha Bb3pacT nof |
roaHHa npd W30yxBaHe Ha rpUMHa MaHAEeMHS (BXK. TOYKa 5.2).

beTadiy He 3aMECTBA MMPOTHBOIPHITHATA BAKCHHAIINA.

[TpunoXxeHHeTO Ha AaHTHBUPYCHH CPEACTRA 3a JIeYeHHE H npodunakTika Ha rpun Tpsadea fa ce
pelraBa Bb3 0CHOBA Ha oduLManHuTe npenopbkH. I1pH BleMaHe Ha pemieHue 3a ynorpeba Ha
OCEeNTaMMBHP 3a NIeueHue U npodunakTuka TpadBa na ce UMa NpeABHI ChLUIECTBYBALIATAa HHPOPMaLUA
OTHOCHO XapaKTepHCTUKUTE Ha LMPKYIHpALIMTE BUPYCH Ha IpHna, HanWYHaTa HHPOPMaLKa OTHOCHO
MOZENa Ha HYBCTBUTEITHOCTTA KbM JISKapCTBaTa MPOTUB IPHUII 32 BCEKH Ce30H H 3HAUEHKETO HA
3a00JIABAHETO 32 Pa3IHYHKMTE Feorpadcky 00J1aCTH ¥ NMONYNAUMH NauHenTH (BX. Touka 5.1).

4.2 JloanpoBKa H HAYHH HA NMPHJICKEHHE

J03HpOBKa

ITo3n oT 75 mg Morar Ja ce npuiarar MM
- KaTO €/1Ha Kancyna ot 75 mg, win
- KaTo eIHa Kancyna or 30 mg ruioc eAHa Kancyna ot 45 mg.

[TpOMHIILIEHO MPOM3BEIEH OCEITAMHUBHD Npax 3a [epopanHa cycneHind (6 mg/ml) e npeanoYUTaAHUAT
MPOAYKT 3a NeIHATPHYHHA H Bb3PACTHH NALMEHTH, KOUTO UMAT 3aTPyAHEHHA MPH NPErTbilaHeTo Ha
Kalcynu, My KOTaTo ca HeoOX0AUMH MO-HHCKH H03N.

Bw3pacmuu u wonowu na 13 coounu u no-2onemu

Jlevenue: Ilpy roromu (Ha Bb3pact ot 13 go 17 roauHy) U Bb3PacTHH MPEMOPHYHTENHATA [TepopaiHa
J03a € 75 mg ocenTaMUBHp ABA IIBTH AHERHO B NMPOABKEHHE Ra 5 THU.

Tesnecno Terno | [IpenopbuMTeHA 1034 38 5 IHH [IpenopbuuTenna no3a 3a 10 aun™
HNMyHOKOMIpOMETHpaHH NALMEHTH

>40 kg 75 mg n1Ba NbTH AHEBHO 75 mg npa NbTH JHEBHO

* [TpenopbyUTENHATA MPOXLKUTETHOCT HA IETEHAE (PH UMYHOKOMIPOMETHPAHK BLIPACTHK H IoHoWH € 10 anu. Bukre
Cneyuannu nonyaayuu. Hmyrnoxomnpomemupany NALKEHTH 3a NOBEYE HHQOPMALIUA.

JleyeHneTo T]JHﬁBﬂ Jd Ce 3dNN1OYHE Bb3IMOXKHO Hﬂﬁ-pﬂHD B PAMKHTC Ha TEPBHUTEC ABA IHH OT HAYANO0TO
Ha FrPHITHATE CHMITTOMMH,

Hpogpuraxmuxa cred excnozuyua: Ilpu ronoind (Ha Bb3pact ot 13 10 17 ro1uHH) H Bb3pacTHH
NpenopsYHTENHATA 1034 3a MpodUIakTHKa Ha TPHUTI cied OJIH3BK KOHTAKT ChC 3apa3cH HOBeK € 7
OCENTaMHBHP BEAHBXK JHEBHO B MpoAbDKeHUe HA 10 AHH.




TesiecHo Ternoe IIpenopnunTenna go03a 3a 10 IIpenopbunTenHa no3a 3a 10 auu
AHH UMyHOKOMIIPOMETHPAHH MALHEHTH

>40 kg 75 mg BeAHBXK JHEBHO 75 mg BeAHBX RHEBHO

JleueHneTo TpAORA Ja ce 3amo4He Bb3MOXHO Hall-paHO B paMKHTE Ha ITEPBHTE JBa AHH OT KOHTaKTa
ChC 3apa3cH Y0BEK,

IIpodhunaxmura no epeme Ha zpunta enudemus 8 obujecmeomo: IlpenoppuyrTeHaTa 1032 3a
npodHNaKTHKaA Ha I'PUI 110 BpEME Ha enuaeMus B o61uecTBOTO € 75 mg oCeNTaMUBHP BeIHbXK AHEBHO
o 6 ceamuuu (Mim no 12 ceAMMIIH MPH UMYHOKOMITPOMETHPAHK NMALMEHTH, BK. Touxa 4.4, 4.8 u 5.1).

[leouampuyna nonyrayus

Heya na svapacm om 1 00 12 200unu
3a kppMadeTa M Aela Ha Bb3pacT | roaHHa UM no-roneMu, ca HanugHu beradury 30 mg, 45 mg u 75
mg Kancyu.

Jleuenue: 3a NeueHHE Ha KbpMaucTa K IClla Ha BBE3pACT ] ropuHa Wwin [10-TOJCMH, CC NMTPpCNIOPBhYBAT
CIICIHHTE CXEMH Ha NpHIATAHE, KOpHTrHpaHH CHOpPEA TCTIIOTO.

TenecHo Terno IlpenopbynTenHa 1034 32 5 IHM IpenoprunTenua no3a 3a 10 aun*
MMyHOKOMNPOMETHPAHH NAaLMEHTH
10 kg no 15 kg 30 mg aBa NbTH AHEBHO 30 mg apa MHTH THEBHO
>15 kg no 23 kg 45 mg nBa MbTH AHEBHO 45 mg aBa MbTH AHEBHO
>23 kg no 40 kg 60 mg aBa MBETH AHEBHO 60 mg nBa ITbTH IHEBHO
>40 kg 75 mg fBa MbTH JHEBHO 75 mg OBa IMLTH JHEBHO

*[IpenopBYHTEIHATA DPOTLIDKHTENHOCT Ha JICYCHHE [TPH HMYHOKOMITPOMETHPAHH Aeta (> 1 roauHa) ¢ 10 aHn. Buxre
Cneyuannu nonyaayut. Hmynoxomnpomemupanu NIALKEHTH 32 NTOBeYE HHDOpMAaLIHA.

JleuenueTo TpabBa Aa ce 3aNoYMHE BRL3MOXKHO Hal-paHO B paMKHUTE HAa ITBPBUTE IBA JHH OT HAYAJI0TO
Ha TPUITHUTE CAMITTOMM.

Ipocunaxkmuxa cned excnozuyus: IlpenopbunTenHaTa 1032 OCENTAMUBHD 33 NPOQUNaKTHKA cliel
EKCITO3HIMA €:

Tenecno Terno [IpenopruHTenHa Ao03a 32 10 gHu IIpenopbumnTenna no3a 3a 10 gHu
HMyHOKOMNpOMETHPAKH NALMEHTH
10 kg no 15 kg 30 mg BeAHBK AHEBHO 30 mg BEAHBXK JNHEBHO
>15 kg no 23 kg 45 mg BeAHbX NHEBHO 45 mg BEAHBXK JHEBHO
>23 kg no 40 kg 60 mg BeAHBXK JHEBHO 60 mg BeAHBX AHEBHO
>40 kg 75 mg BeOHEX JHEBHO 73 mg BEOHBX AHEBHO

Ipodunakmuxa no speme Ha zpunHa enudemus 8 obwecmgomo: [lpopunaxTakara no BpeMe Ha
rpUiHa eMUAEMHA HE € NMpoyYBaHa NpH Aeua Ha Bb3pacT oA 12 roauHH,

Kvpmavema na evapacm 0 — 12 meceya

Jleuenue: [lpenopbvunTenHara ao3a 3a JiedeHHE NpH KepMavera Ha Be3pacT 0 — 12 meceua e 3 mg/kg
ABA ITbTH AHEBHO. TA C€ OCHOBaBRa Ha GapMaKOKMHETHYHH JAHHHU U JAHHHM 33 §€30MacHOCT, KOUTO
MOKA3BaT, Y€ Ta3u 103a NMpY KxpMadeTa Ha Bb3pacT (} — 12 Meceua ocurypsea miasMeHu
KOHIEHTPALHH Ha NPeIJIeKapCTBOTO K aKTUBHHA MeTa0ONUT, KOMTO C€ 0YaKBa Ia Ca KJIHH
e(pHKacHU ¢ npodun Ha 6e300aCROCT, CPABHUM C TO3H NPH 110-TroJieMH Jela ¥ Bb3pacTH
5.2). IIpx kppMaveTa Ha BB3pacT § — 12 Mecena ce nNpeNopbUBAT CIEAHUTE CXEMH Ha N




TenecHo [IpenopnuuTenda 103a 3a 5 AHM IlpenopnwunTtenna noia 3a 10 gun**
Terno™ FIMyHOKOMNIPOMETHPAHH NMaLHEHTH
3 kg 9 mg nBa IMLTH JHEBHO 9 mg Ba TLTH AHEBHO
4 kg 12 mg n8a NHTH AHEBHO 12 mg ABa MbTH AHEBHO
Skg 15 mg aBa mbTH AHEBHO 15 mg nBa NBTH AHEBHO
6 kg 18 mg ABa MLTH AHEBHO 18 mg nBa MbTH JHEBHO
7kg 21 mg npa MbTH JHEBHO 2] mg ABa NbTH AHEBHO
8 kg 24 mg iBa NbTH JHEBHO 24 mg ABa MbTH AHEBHO
9 kg 27 mg pBa MbTH AHEBHO 27 mg ABa MbTH ZHEBHO
10 kg 30 mg nBa MbTH JHEBHO 30 mg ABa MbTH AHEBHO

*Tazu Tabnuia He ChOBPKA BCHIKH BHIMOXKHH TEXECHH TETHA 32 TA3H NONMYyNAUHA. 32 BCHMKH [ALMEHTH Ha BB3pact noa 1
roguHa TPAOEA Aa ce M3MoJI38a 1033 OT 3 mg/kg, HE3ABHCHMO OT TErNOTO Ha naurenTa. JleseHuero Tpabea oa oe 3anoqHe
BBH3IMOMHO Hail-paHo B paMKHTE Ha ITLPBUTE JBa AHM OT HA4anoTo Ha IPUITHHTE CHMITTOMH.

**[IpenopbHMHTEMHATA MPOIRKHTEIHOCT HA NEYEHHE MPH MMYHOKOMIIPOMETHPAaHM KbpMadeTa (Ha sn3pacr 0-12) Mecena e
10 nun. Binxre Cneyuannu nonyaayuu. Haywoxomnpomemupany NaNHEHTH 3a NOBeYe HHPOPMAIHA.

Tesu MpENOPbLKH 3a JO3HPAHE HE €Ca NIPCAHA3HauCHH 34 HCAOHOCCHH KBbpMaA4CTa, T.C. TC3H C
MOCTKOHUENIIHOHRA BB3PaACT 11O 36 ceaMHILIM. HaMa 00CTATHUHO AAHHHU 3a T€3W NAalMEHTH, THI KaTo

33 TAX MOXE Ja C€ HANOXKH pa3iuvHa JO3HPOBKA NOPANy HEAOPAa3BUTOCT HA PUINONOTHYHUTE
(pyHKLHH.

[Hocmexcnozuyuonna npodpunaxmuxa: [1penoprunTenHara A03a 3a NpOQHIAKTHKA PU KbpPMa4YeTa Ha
BB3PACT oA 1 roHa Npy U30yxsaHe Ha MPHITHA NTAHIEMHA € MTOJIOBHHATA OT AHEBHATA 1034 3a
nedenue, Ta ce OCHOBaBa HAa KIMHWYHH JaHHU [IPpY KbpMayeTa H JAela Ha Bb3pacT | roaMHa Wiu 1o-
rojieMH H BB3PACTHH, 32 KOUTO € A0KA3aHO, Y& MpodinakTHIHA 1033, €KBHBAJIEHTHA Ha ITOJIOBUHATA
OT JIHEBHATA [1032 3a JIcYeHHe, € KIMHHYHO ePHKacHa 33 NpodHnakTHKa Ha rpur. IIpn kspMayera Ha
pB3pacT 0 — 12 Mecewa ce npenopbusa cileIHaTa CXeMa Ha npusjaraie 3a npopuiakTvka, alantTHpaHa
CIIOPER Bb3pAcTTa (Bk. TOUKa 5.2 32 CUMYNTalluA Ha EKCIIO3MLINA):

BnipacTt IlpenopbunTesiHa 103a 33 10 anH IlpenopnunTenna noia 3a 10 aax
HMMyHOKOMIPOMETHPAHH NALMEHTH
0 - 12 mecena 3 mg/kg BEOHBXK JHEBHO 3 mg/Kg BEAHBX JHEBHO

Tas3u nmpenopbkKa 3a J03HUpaHe He e NMpeAHa3HaueHa 3a HEMOHOCEHN KbpMaueTa, T.€. TE3H C
NOCTKOHUENLIMOHHA Bb3pacT nox 36 ceamuim. HaMa RoCTaTHUHO AaHHHM 32 Te3W NalMeHTH, Thit KaTo
3a TAX MOXE Aa ce HAJIOXH pPaiiiyHa A03HUPOBKA M0padH HEI0Pa3BUTOCT Ha PU3UOIOTHYHHTE

(PYHKLMH.

I podunaxmuxa no epeme Ha zpunna enudemus 8 obwyecmeomo: IlpodunakTHKaTa no BpeMe Ha
rPUINHA ENKMIEMUS HE € Mpoy4BaHa Ipy Actla Ha Br3pacT 0-12 Meceua.

3a yka3aHHA OTHOCHO NMPHTOTBAHETO HA €KCTEMITOpaTHaTa popmMa BIDKTE TOUKa 6.6.

CneuManHy nonynanuu

Yeproopobro yapedicoare

He ce M3MCKBa KOPHTHpaHe Ha A03aTa 3a JiedeHHe WK npodWwiakTyKa NpH NalMEeHTH C HapylIeHa
yepHoApoOHa pyHkuuda. He ca npoeexaaHn NpoyyBaHUA NPH NeAHaTPHUHH NAUUEHTH ¢ uepHoaApodHo
HapylIEHME.

Bvbpeuno yapedcdane
Jleuenue na 2pun: IlpenopbyBa ce KOPpUIrUpaHe Ha AO3ATa [IPH Bb3IPACTHH U IOHOLIH (HAa BB3PacT O
o 17 ronKHu) ¢ yMepeHo 1M TexKo 6b0peuHo yBpexaane. [TpenopbuHTEIHMTE J03M Ca
npeacTaBeHH noapodHo B TabuuaTa 1no-1o0Jy.




KpeaTHHHHOB KAUPBHC IIpenopbuMTeaHA 1034 33 JIeYeHHe
>60 (ml/min) 75 mg ABa MTH IHEBHO
>30 go 60 (ml/min) 30 mg (cycrnieH3ua WY Kancynu) OBa ITbTH
AHEBHO
>10 go 30 (ml/min) 30 mg (cycneH3us WM KancyJiH) BEIHBX JHEBHO
<10 (ml/min) He ce nmpenoppuba (HAMa JaHHH)
ITalMeHTH Ha XeMOIHaIH33 30 mg citen BCSAKA CECHA HA XeMOHAIH3a
[lauyMeHTH Ha NnepUTOHEATHA 30 mg {(cycneH3na WM KAlCYIH) €AHOKpATHA 1034
ananusa*

* JlaHHMTE Ca MONYYEHH OT NPOYYBAHKA NTPH MALMEHTH Ha NTPOIBKHATEHA aMOynaropra nepuroneanta auamsa (CAPD);
OYaKBa Ce KIHPBHCEHT HA OCEaTaMUBHD kapOokcHnar aa ObA¢ No-BHCOK, KOraToO C€ MpHiara aBTOMAaTHYHA NEPUTOHEAIIHA
aHamn3a (APD). HauuneT Ka neverne Moxe Ja ce nmpoMedu o APD ua CAPD, ako HeponoreT CIMTA TORA 33

HeoDXOUMO.

Ilpogunaxmuxa na zpun: Ipenops4sa ce KOpHrUpaHe Ha 403aTa NPH BH3PAaCTHH H IOHOILIH (Ha
BB3pacT oT 13 a0 17 roguHn) ¢ yMEpEHO UIIH TEXKO 0b0peyHo yBpekaaHe, KakTo noapodbHo e

NpEACTaBCHO B tabauuara no-a0.y.

KpeaTHHHROB KJIHPBHC IipenopbYHTEIHA 1032 32 NPOPHIAKTHKS
>60 (ml/min) 75 mg BEIHBX AHEBHO
30 no 60 (ml/min) 30 mg (CycmeH3Hs WIH KancCyliK) BeAHbX JHEBHO
>10 po 30 (ml/min) 30 mg (cycrneHs3ns WM Kancyin) rpes AeH
<10 (ml/min) He ce npenopnuBa (HAMA JaHHH)
[TaiueHTH HA XEMOAHATH3A 30 mg caen BCsAKa BTOpa cecHi Ha XeMOIHaNu3a
[TaumeHTH Ha NEPUTOHEATHA 30 mg (cycneHaus WIH KancyJii) BEAHbK
ananm3a* CEIMHYHO

* JlaHHMTE Ca NOXYYEHH OT MPOYHBAHHA NPH NALMEHTH Ha NPOIB/DKHTENHA aMOynaTopHa nepHTOHEAIHa anamisa (CAPDY),
09aKBA C€ KTUPHHCHLT HA ocenTaMMBHp KapbokcHnar Ja Obde mo-BMCOK, KOraTe Ce MpHnara aBTOMaTHYHa MepUTOHEeanHa
ananuia (APD). Hauunst Ha neuenne Moxe na ce nmpomerd ot APD Ha CAPD, ako HedponorsT cauTa TOBa 3a

HeoOXoIIMoO.

HaMa DocTaThUHO KIMHMYHH aHHM NPH KbpMadeTa H jela (Ha Bb3pacT 12 roAuHM Y Mo-MajkHu) ¢
610peuno yBpexcJaHe, 3a Ja MOXKe 1a Ce HanpaBAT NPENOPLKH 3a J03HPOBKAaTa.

Cmapuecka evipacm
He ce #3ucKBa KOpUrupaHe Ha J03aTa, OCBEH aKO HAMA JaHHH 3a YMEPEHO WIHN TEXKOo 6H1OpeuHo

YBpeXIaHe.
Hmynoxomnpomemuparu nayuenmu

Jlewenue: 3a NeueHUe HA rpan, NpeENoOpbiIHTEIIHATA NPOABJIAKHTC/IHOCT [IPH HMYHOKOMITpDOMETHPAaHHN

nauudesTy € 10 anu (Bx. Toukn 4.4, 4.8 u 5.1). He ce Hanara kopurupaHe Ha pos3ara. JIedueHueTo
TpA6Ba 1a ce 3an04He BB3IMOKHO Hal-OBbp30 B paMKUTE HA MbPBUTE ABA AHU OT [105BaTa Ha

CHMIITOMUTC Ha I'PHIL.

Cezonna npoghunaxmuxa: [Ipn ”IMyYHOKOMITPOMETUPAHH NALMEHTH € OLEHABAHA MO-NPOIbIXKUTENHA
ce30HHA npodunakTrka 1o 12 ceamuum (Bx. Touku 4.4, 4.8 u 5.1).

Ha4yuH Ha NpHIGKEHHE

[lepopanHo NPHIOKEHHE

[TaueHTHTE, KOMTO HE MOTAT Aa MONTBILAT KaNCyJy, MOXe Aa NoAy4aBaT MoAXOIAIIH 1
OCe/ITAMHBHP IPaxX 32 MepopanHa CyCIeH3H.



4.3 IIpoTHBONOKAa3aHUA

CBpBLXIYBCTBHTEHOCT KbM aKTHBHOTO BELIECTBO WIH KBM HAKOE OT MOMOIMHHUTE BELLECTRA,
u30poeHH B TOUKa 6.1.

4.4 CneuHanHK NpesynpekIeHHR H NpeaNna3HH MEPKK nNpH ynorpeba

OcentaMuBHp € edUKaceHr camo cpellly 3abosBaHe, NMPHUMHEHO OT MPUNHK BUpYCH. Hama n1aHHH 3a
e(HKAaCHOCT Ha O0CENTaMHBHUP NpH 3abonssaHe, NpeAN3BHKaHO OT IPYIH MPHYHHHTENH OCBEH
BUPYCHTE Ha rpumna (Bx. Touka 5.1).

OceTaMHBHD He 3aMeCTBA NPOTHBOTPUIIHATA BakCHHALMA. YTioTpebaTa Ha oCeNTAMUBHMD HE TpaOBa
J1a MOBJKABA Ha OLICHKATa Ha XOpara 3a €XeroJJHo BaKCHHUPaHE IIPOTHB IpHIN. 3allUTaTa CpeuLy rpun
NPOARDKABA CAMO 1OKATO ce NpHnara ocentaMuBup. OcentaMHUBHp TpAOBa Ja c€ U3MOJI3Ba 3a
TeqeHne U MpoduNakTHKa Ha MPUN CAMO KOraTo HaXeXKIHH eNMHIEMHONOTHYHH 1aHHH MOKA3BarT, Yc B
00111eCTBOTO LIMPKYAHpA TPHNIEH BHPYC.

YCTaHOBEHO €, Y€ YYBCTBHTENHOCTTA Ha LUHPKYNHPAILUTE IaMOBE MPHITHH BUPYCH KBM OCEITAMHUBHP
Bapupa 3HauuTeNHo (BxK. Touka 5.1). [lopaau ToBa, Koraro peiapaT XalH Ja H3MOJ3BAT OCEJITAMHBHP,
npeANHCBaIIKTE JieKapu TpaOBa Ja B3eMar NpelBHI HaH-CKOpOLIHATa HANTWYHA HHQOpMaLta 3a
XapaKTepHCTHKUTE Ha YyBCTBHTENIHOCT KbM OCENTAMHBHD Ha IMPKYJIMpAIIHTE B MOMEHTA BHPYCH.

TexkKO ChITbTCTBALIO ChCTOAHHE
Hsama urdopMaLiia OTHOCHO 0€301acHOCTTa ¥ e UKAcHOCTTA Ha OCENITAMUBUP NPH NALHEHTH C

TOJIKOBA TEXKO WIH HecTaDunHo bonectHo CBCTOAHHE, Y€ 24 CC CHHTAT H3INOXXCHH HAa HCMMOCPEACTEBCH
PHCK, KONMTO Hanara XOCTNKUTaJIH3aliHA.

HMYyHOKOMIIPOMETHPAHN NALHEHTH
EdukacHOCTTa Ha OCENTaMHBHP MTPH JIeYCHKHE HIIM MPO(pUIAKTUKA HA TPHI TIPH

UMYHOKOMIIPOMETHPAHU MAllHEHTH HE € KaTerOpUYHO yCcTaHOBeHa (Bx. Touka 5.1).

CrpneyHo/pecnvpaTopHO 3a00asaBaHe
EduxacHOCTTa Ha OCelTAMUBHP NPH JICUCHHE HA JIHIA ¢ XPOHWYHO ChpAeUHO 3abosaBaHe W/WIH

pecnupaTopHo 3aonsBaHe He € ycTaHoBeHa. He e HabnoaaBaHa pa3nvka B 4eCToTara Ha
YCIOKHEHAATA MEXAY IPYNUTE Ha JIE4eHUHE M Ha ru1anedo npu tasy nomyjaauns (Bx. Touka 3.1).

[legHaTpyyHa DONynauus
[ToHacToAInEM HIMA AAHHU, KOMTO Ja NO3BOJIAT JA C€ HAMPABY NpEnopbKa 3a A03UpOBKarTa Nnpu

HeJOHOCeHHU Jeua (MOCTKOHUENIHOHHA BB3pacT < 30 ceAMULH).

Texko 66peuHto yBpexkaaHe

[IpenopbyuBa c€ KOPUTHpaHE Ha [J03aTa 33 JiedeHHe H NpodHIaKkTHKA [IPY IOHOIIH (Ha BB3pacT OT 13
g0 17 roAMHN) ¥ BB3PACTHH ¢ TEXKKO OnOpedHo yspexaaHe. HamMa 10CTaTbUHO KIHHWYHH JaHHH NPH
KbpMaueTa H Aeiia (Ha Bb3pacT 1 roaMHa ui rno-roseMu) ¢ 6s6peuno yspexaane, 3a 1a MOTar aa ce
HanpaBAT NMPENOPBKH 38 J03HpoBKaTa (BxK. TOUKH 4.2 4 5.2).

HeBpo-ncHXHYHHU CHLOUTHA
MmMa crobluenns 3a HeBpO-NICHXWYHH CHOUTHA 110 BpeMe Ha NPUIoKEHHE Ha OCEITAMHBHP MPH

NALMEHTH ¢ IpuM, ocobeHo npH aena U HomK. Te3u cuOHTHA ca HabnioJaBaHu CBIIO H TPH
MALMEHTH C TpHN 0€3 NpUNoXKeHHe Ha ocenTaMUBUp. [laiMeHTHTE TpAOBa BHUMATEIHO Aa Ce
HabJiloNaBaT 3a NPOMEHH B NOBEIEHUETO, KATO NOJI3HTE U PUCKOBETE OT IPOALKABAHE HA IEYEHHETO
TpaGBa BHUMATENHO Aa Cc€ NPeLECHABAT NPH BCEKH MalUeHT (BX. Touka 4.8),

4.5 B3auMmogeiicTBHe ¢ APYIH 1eKaPCTBEHH NPOAYKTH H APYrH OopMH HaA B3aAHMO



Bn3 ocHOBa Ba hapMaKOKMHETHUYHHUTE CBOMCTBA HA OCENTAMMBHP, KaTO HUCKATA CTEIEH Ha CBbP3BAHE
¢ MpoTenHHUTe ¥ MeTabonu3bM, HezaBHCHM OT CYP450 ¥ rmokypoHHa3HUTE CUCTEMH (BXK. TOUKa
5.2), MOXe Aa ce NPeanoioXH, 4e KIMHUIHO 3HAYUMHTE JIEKAPCTBEHH B3aHMOJEHCTBHA Upe3 Te3H
MEXAHH3MH He ¢a BEPOsATHH.

[IpobeHeunn
He ce M3KRCKBa KOpUIrHpaHe Ha 103aTa, KOraTo Ce Mpuiara eIHOBpPEMEHHO ¢ NpodeHe M IpH

nalMeHTH ¢ HopManHa 6rbpedyHa PpyHkuua. EaroBpeMeHHOTO NpunoXeHue Ha MpoOeHeUU ], MOLIEH
MHXHOUTOpP Ha aHHOHHHTE IThbTHINA Ha O6xOpeuHaTa TyOynHa cekpenus, BOAM 10 61430 RBYKPATHO
yBeJWYeHHEe Ha eKCTIO3HIIHATA HAa aKTHBHHA MeTa0OMHUT Ha OCENTaMHBHP.

AMOKCHUHNHH
OcenTaMHBHP HAMA KMHETHYHO B3aHMOJCHCTBHE ¢ AMOKCHLWINH, KOHTO ce eNKMHHHpa MO ChInd

IThT, KOCTO NMNOKA3B4d, Y€ B3aUMOJEHCTBHETO Ha OCCJITAMHBHUD C TO3H IIBT € cnabo H3pa3scHo.

buOpeyHO SNTHMHHHUPAHE
KJIHHHYHO 3HAYHMM JIEKAPCTBEHH B3aWMOJEHCTBHA, BKIIOYBAINM KOHKypUpaHe 3a Onbpeunara

TyOYJIHA CEKPeLHA, Ca MAIKO BEPOATHYU NOPaaH M3BECTHATA MPAaHHULA Ha 6e30NacHOCT Ha MOBEYETO OT
TE3H JIEKaPCTBa, XapaKTEPUCTHKHTE Ha OT/EAHE HA AKTUBHUA META0ONHT (r1oMepynsa pHATpauus U
aHHOHHA TyOy/lHa CEKpellHa) ¥ Bb3MOXHOCTHTE Ha T€3M ITbTHILA 334 eKCKpeuus. Tpadsa aa ce
BHHMaBa o0aue, KoraTo ce NpeAnucBa oCeNTaMMBHP Ha JIMLA, KOUTO CE JIEKYBAT € JICKAPCTBA C TECHH
TEPaNneBTHYHM MPaHHLH, EKCKPETHPAIIM Ce N0 CHIUIKWTE MbTHILA (HaMp. XNOpNpoNnaMKI, METOTPEKCAT,
(eHun0yTa30H).

JonsaHutenHa HHQOpMAaLKA

He ca HaOmonaBaHu hapMakOKHHETHYHHU B3auMoaeticTBUA MeKAY OCENTAMHBUP WIH INIaBHUA MY
MeTaboMMT, KOraTo OCEITAMHBUD CE NMpHJiara eJHOBPEeMEHHO ¢ napaleTaMol, aneTHICAIHIXN0BA
KHCEHHA, LIUMETHANH, aHTHAUMAY (MarHE3UEB H ATYMHUHHEB XHIPOKCHA U KaluMeBU KapboHaTu),
PHUMaHTaIVH WaK BapdapuH (pH J1MLa, cTaDUNHU NpH fedeHue ¢ BappapHH u Oe3 rpun).

4.6 QepTuanrer, 0pEeMEHHOCT H KbpMeHe

bpeMeHHOCT
[ pHITBT Ce CBBP3BA C HEXKEMaH U3Xo] 34 5peMEHHﬂCTTﬂ H 3a INoJa ¢ PUCK OT 3HAYHUTENHU BPOREHHU

MangopMaLMU, BKIKYHTETHO BPOACHH ChpACYHH AePeKTH. ['onaM 0O6eM JaHHH 33 OpEMEHHH XKEHH C
EKCIIO3HLIMA HAa OCeITAMHBHMP OT MOCTMAPKETHHIOBY CchOOIIEeHH U 00cepBallMOHHY NPOYYBAHUA (34
n3xona Ha noseyde oT 1000 cnmyyan ¢ eKCIo3ULMA Ipe3 NbPBUA TPHMECTHP) HE MOKA3ZBAT
Mal(opMAaTHBHA UIU QeTATHA/HEOHATATHA TOKCHIHOCT Ha OCEIITAMHUBHP.

B eaHO obcepBallHOHHO NpoYy4YBaHe, obave, Makap u 6e3 noBHIIEHHEe HA OOLOIHA PHCK OT
Man{opMaLIiH, Pe3YJITATHTE 32 3HAYUTENHH BPOACHH CbPASYHH AeEeKTH, IHArHOCTHLIUPDAHH B
paMKuTe Ha 12 Mecella OT paXKIaHeTo, He ca yoenuTtenHu. B Topa npoy4ysaHe YyecTorara Ha
3HAYUTEJHH BPOJSHH ChpAcYHH NedeKTH el eKCNo3NIUA Ha OCENTAMUBUD NO BPEME HA NbPBUA
TpuMecTsp € 1,76 % (7 kppmadeTa ot 397 OpeMeHHocTH) B cpaBHeHHe ¢ 1,01 % npu OpemeHnocTu
Oes excrio3nums ot obuiara nomyaanuna (Odds Ratio 1,75, 95 % poeepureneH uurepsan 4,51 no 5,98).
Hama sCHOTa OTHOCHO KJIMHWYHATA 3HAYMMOCT Ha Ta3X HAXOJKA, Thil KATO MPOYYBAHETO € C
OrpaHHY€Ha CTATHCTHYECKA MOIIHOCT. ChINO TaKka TOBA MPOYUBaHe € TRBPIE MAIIKO, 3a 13 CE OLICHAT
HaJeXJHO OTASTHHTE BHAOBE 3HAYUTEIHHA MandopMauun. OCBEH TOBA, X EHUTE C eKCNO3UINA Ha
OCeNTAaMUBHP M XeHH 0e3 eKCnOo3uLuA He Morat Ja 6bJaT HambJIHO CpaBHUMU, 0COBEHO MO TOBa JANU
ca MManH IPUIl WIH He.

[IpoyuBaHMATA NPH XKUBOTHH HE MOKA3BAT PENMPOTYKTHUBHA TOKCUYHOCT (BX. TOUKA 5.3).

an HeoOxoaAHMOCT MOXe /18 ce OOMUCIH Ja ce [PHRITOXH OCCITAaMHBHD IO BPEMCE HA ﬁp
CIIel KaTo CE B3EMC 104 BHUMAaHHC HANTHMYHATA HHqJDpM&lIHH 33 0€30NaCHOCTTA H 34 Mo




OTHOCHO M0J13aTa NIPH OpeMEeHHH KeHHU MoJIs, BUKTe Todka 5.1 , Jleyenune Ha rpun npu SpemeHHn
’K€HH’’), U MATOreHHOCTTa Ha LMPKYJIHPALHA aM IPHIIEH BHPYC.

KnpMmene
OcentTaMHBHP H aKTHBHHUAT METAa0O0MHT Ce EKCKPETHPAT B MIIAKOTO Ha IUTbXOBE ¢ JNakTauua. Mma

MHOTO OrpaHmMeHa nHgopManus 3a Jela, KbpMEHH OT MalKH, KOUTO NpUEMAT OCEITaMHBUP, H
OTHOCHO €KCKPELHATA Ha OCENITAMUBHP B KbpMaTa. OrpaHHYEHH JaHHH MOKA3BAT, Y€ OCEATAMHUBHD H
AKTUBHHAT My MeTabONHT ce OTKPHBAT B KbpMaTa, HO HHBATa Ca HUCKH, KoeTo OH q0BEno Ao NpueM
Ha cyOTepanesTH4Ha 1033 OT kKbpMadeTo. Kato ce uMa nNpeaBra Ta3u HHQOpMaLIMs, MATOreHHOCTTa Ha
LUMPKyAUpalli|s IaM Ha MPUITHHA BUPYC ¥ OCHOBHOTO ChCTOAHHE HA KbpMEIIIaTa )KeHa, MOXeE Ja ce
oOMUCIIH MPHIMKEHUE Ha OCENITAMHBHP, KOraTo HMa KaTeropyHuHa MoTeHUHaNHa 10132 38 KbpMELUHTE
MaHKH.

DepTUIUTET
B13 0CHOBA HA HEKJTMHUYHHWTE NaHHH, HAMA A0Ka3aTe/CTBA, Y€ OCeITAMUBHUP OKa3Ba eeKT BbPXY

MBXKKHA WIH XKEHCKHUA QepTUIMTET (BX. TOYKa 5.3).

4.7 EdexTi Bupxy cnocobHocTTa 3a modupane 1 paboTa ¢ MALIHHEA

OceJiTaMHBHP He MOBJIHABA cOcOOHOCTTA 3a Wodupane U paboTa ¢ MalUKHA.

4.8 HexenaHn JeKapCcTBeHH peaKUHH

O60b6n1eHKe Ba nmpoguna Ha 6ezonacHocT

O6mmaT npodun Ha 6€30MacHOCT Ha OCEJITAMHBHP CE OCHOBABA Ha JaHHH 0T 6049 BL3paCTHH/IOHONN
u 1473 nepuarpydHM MaUMEHTH, TEKYBAHH C OCEJITAMUBHD WIH [UTalle00 3a IPHII, H Ha TaHHU OT 3990
BBH3PACTHH/IOHOILIH M 253 neANaTpHUHH NAUMEHTH, IOTYy4aBATH OCENTaMUBHD WIH muauebo/6e3
JIeueHHe 3a NPOPUNAKTHKA Ha I'PHUII 110 BpeMe Ha KIMHHYHHUTE NpoyuBaHus. B nonbiaHenue, 2435
HMYHOKOMIIPOMETHPaHH MalMeHTH (BICIIOUUTENHO 7 IOHOIH U 39 Jena) nory4aBaT OCENITaMHBHP 3a
nedYeHHE HA IPHI, a 475 UMYHOKOMITPOMETUPAHY NauMeHTH (BkmoynTenHo 18 geua, ot Kouto 10 Ha
oceNTaMUBHP H 8 Ha Manebo) ca mojydJapajiM ocelTaMHMBHp WiH IU1auebo 3a npodunakruka Ha rpui.

[1pu BB3PacTHW/IOHOIIM Hait-yecTo chodLIaBaHUTE HeXXenary peakuun (HP) ca raaene u nospbinaxe
B NPOYy4BaHHMATA 3a JiedeHHe, H raJcHe B MPOy4BaHHATA 3a npoduiakTuka. Ilopeuero ot e HP ce
chOOIaBaT B e IMHHYHH CJIY4aH ITpe3 MbPBHU WIH BTOPHA I€H OT JIEUEHHETO M OT3BYYABAT CIIOHTAHHO
no 1-2 auwm. INpu neua Hal-dyecTo choblnaBaHaTa HeXkenaHa peakuus e noBpbirane. IIpu noseveTo
nanxHeHTH, Te3u HP He ca JoBenu 10 IIpeyCcTaHOBABAHE Ha JICYEHUETO ¢ OCEATAMHUBHP.

CrneaHUTE CEPHO3HH HEXXENaHHW peakuMu ca cbo0naBaHy pAaKo Clel MYCKAHETO Ha OCENTAMUBUD Ha
masapa. aHa(QWIAKTHYHH U aHaQHUNAaKTOHOHH PEAKLHH, 4epHOAPOOHH HapymeHua ((QyIMHWHAHTEH
XEMaTHT, HapYIeHWe Ha YepHoapoOHaTa QYHKUHUA W XKBbJATCHHLA), AaHTHOHEBPOTHYEH OTOK, CHHAPOM
Ha Stevens-Johnson ¥ TokcuuHa eMUAepMaNHa HEKPOJIU3a, CTOMAIIHO-9PEBHO KLPBEHE U
HEBPOINCUXHYHU HApYIIEHHUA.

(OTHOCHO HEBPOTICUXHYHHUTE HapyLIEHUs BX. Touka 4.4.)

Tabau4yeH CMHCHK HA HEXKEJIAHUTE PEAKLIHM

M36poenure B Tabnuuure no-aony HP cnagar kbM cneaHWTe KaTeropuy: MHOTO 4ecTH (= 1/10), yecTn
(= 1/100 0o < 1/10), vewectn (= 1/1000 do < 1/100), peaku (= 1/10 000 oo < 1/10060) u MHOTrO peaku
(< 1/10 000). HP ce Bk0MBaT B ChOTBETHATA KaTeropHa B Tabnuumre cnopen cOOpHHA aHanH3 OT
KIMHAYIHUTE NPOYUBAHUA.

Jeuenue u npogpunakmura Ha 2pun nPU 6LIPACMHY U IOHOWU:
[Ipu npoyyuBaHMATA 3a JICUEHHE W MPOIAKTHKA NPH Bb3pacTHW/IoHOLM, HP, KoUuTo BB3
YeCTO NPH NpenopbyuTenHaTa 103a (75 mg 2 NbTH OHEBHO 32 5 IHU 33 JIEYeHHUE H 75 mg
AHEeBHO B MPOAb/HKERHE HA 6 ceAMHLH 32 PO HUIAKTHKA), ca roKaszanu B Tabnuua 1.



[TIpodunsT HA Ge30MacHOCT NPU JIMLA, KOUTO ca MOMyYaBAIN NPENopbUUTETHATA 03a OCEITAMHBHD
3a npodmnaxThka (75 mg BeAHLXK AHEBHO B NIPOILJIKEHHE HA 6 CeAMMIIH), € KaYeCTBeHO nojlobeH Ha
TO3H, HaOJMKA4ABAH MPH MPOYYBAHUATA 33 ICIEHHE, HEZABHCHMO OT NO-TO/LIMATA MIPOABL/HKHTENHOCT
Ha NPHNOKEHHE MPH NPOYYBAHMATA 3a MPOPUNAKTHKA.

Tabnuua 1 Hexenann peakuun npu Npoy4BaHHATA, H3C/1EABALUH OCENTAMHBHP 38 JIeYEHHE
H NPoPHIAKTHKE Ha FPHI NPH BH3IPACTHH H IOHOIIH HJTH MO BPEME HA
NOCTMAPKETHHIOBOTO HabmoAeHHE

Cucremo- Hexen1aHH peakuMR Cnopea YECTOTATS

OpraHeH Kiac Muoro yecty YecTH HeyecTH PeakH

(COK)

HudexkuHH u BpoHXHT,

HHpecTaALHH Xepnec

CUMILIEKC,
Hazodapuurur,
Nudpexuun Ha
TOPHUTE
OUXATETHH

T THIIA,
CHHY3HT

Hapyuienus Ha TpomMbouuTONEeHMs

KpbBTa U

JumepuaTa

CHCTEMA

Hapyueduus Ha Peakiivd Ha AHapWIaKTHYHH

MMYHHATA CBPDbX- peakLHH,

CHCTEMA YYBCTBUTEAHOCT | AHAQUIAKTOUIHH

peakiuH

IICHXHYHH AxuTtanus,

HAPYLUEHHA OTKNOHEHHSA B

TIOBEIEHHETO,
TperoxHOCT,
ObnpkBane,
Hanyanocty,
Jenup,
XanouMHaums,
Koimapw,
CaMoHapaHsaBaHe

Hapymenns Ha | ['nasobonue beiceHHE [IpoMeHEHO HUBO

HepBHATA Ha Ch3HAHME,

CHCTEMA I'bpuoBe

HapyinenHa Ha 3pHUTENHO

O4YHTE HapyIUEHHE

Crpaeunn CopacuHa

HApPYIOEHHS apUTMUS

PecnupaTopHH, Kaumuua,

IPBAHH H BrinaneHo

MEeAHACTHHAHH I'bpIo,

HAapYUIEeHHHA PuHopes

CromMamHo ["'aneHe [TospulaHe

YpeBHH KopeMua donka

HAPYUICHHH (BKJ1. 60ONKA B
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TOPHATA YacT Ha XeMoparu4eH KOJIHT
Kopema),
Jucnencus
Xenaro- [Tosuniexn QyIMHHAHTEH
6unnapn YepHOAPOOHH XEIaTHT,
H HapYLUeHHS eH3UMHU YepHoapoOHa
HEAOCTAaTHYHOCT,
XenaTur
HapyuzeHusa Ha Ex3zeMa, AHT'MOHEBPOTHYEH
KOXKATS R HepMarTur, OTOK,
NOAKOXHATA O6pus, Epurema
ThKaH YpTukapus MYJITH(QOpME,
CHurapom Ha
Stevens-Johnson,
Toxcuuna
enuaepManHa
HEKpOJIH3a
O06um bonka
HAPYLUEHHS U 3amaiieaHe (BKUI.
edexTH HA CBETOBBPTEX),
MACTOTO HA YMopa,
NPpHAOKEHHE [Inpekcus,
bonka B
KpaiHuLHTE

Jevenue u npoghunaxmuka na 2pun npu deya:
O61wwo 1473 aeua (BKIIOUKMTEIHO MHAYE 3paBH J€LA HA Bh3pacT 1-12 roauHK U Aena ¢ acTMa Ha
BB3pAcT 6-12 roquHn) ca yyacTBATH B KIMHHYHHU NTPOYYBAaHHUS Ha OCENTaMHBHD 3a JIEUEHHE Ha TPHIL.
Ot 11X, 851 Jeua ca noJy4yaBRaiu NedyeHHe ¢ OCENTAMUBHD cycneH3na. O6mo 158 neua ca moayyasanu
MpenopbUHTENHATA 1032 OCEITAMEBHP BEIHBXK AHEBHO B NMPOYYBaHE 3a NpodHNakTHKa clel
€KCMO3HIKA B AOMAKHHCTBaTa (0 = 99), 6-ceIMMYHO MeAHATPHYHO NTPOYYBAHE 33 Ce30HHA
npodiakTHKa (n = 49) ¥ 12-ceAMHYHO NEAUATPHYHO MPOYYBAHE 33 CE30HHA MPOQUIAKTHKA MTPH

MMyHOKOMNpoMeTupanu nuua(n = 10).

Tabauua 2 nokaisa Hali-uecto croOmaBannTe HP OT neaUaTpUYHUTE KIIMHHYHH NIPOYYBAHMUSA,

Tabnauua2  Hexenann peakuMu npu npoy4yBaHHSATA, H3CAEABALIH NPHITIOKEHHETO Ha
oceITAMMBHP 33 JledeHHe H NpoduNaKkTUKa HA IPHN NpH Aeka (103RPOBKA
cnopen BL3pacTTA/Ter/10T0 [30 Mg 20 75 mg BeAHLXK IHEBHO])

Cucremo- HexeTaHH peaKilHR cnoped 1ecToTaTa

OpraHeH KJjac MHuoro uecTH YecTH HeuecTn Peaxkn

(COK)

Hudexkunn n OTHUT Ha

HHpecTANHH CPEIHOTO YXO

Hapywennn Ha ['naBoboinne

HEePBHATA

CHCTEMA

HapyweHunn Ha KOHIOHKTHBHT

OUHTE (BKJ1. 3aUEPREHHN

09H, CeKpELIUA
OT OKOTO H DONKa
B OKOTO)
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Hapyumenuns Ha bonka B yxorto HapylieHue Ha
YXOTO H ThIIaHYEBATA
JaOHpHHTA MeMOpaHa
Pecnupartopuu, | Kamnuua, Punxopes
rpPLAHH H HazanHa
MEIHACTHHAIHHA | KOHrecTHs
HAPYLIEHNH
CromaluHo- [Tospbmiane Kopemua bonka
YpeBHH (Bkn. bonka B
HAPYLIEHHA rOpHaTa 4acT Ha

KopeMa),

Hucnencus,

I'aneHe
HapyuieHda Ha HepMatHT (BKIL.
KOMKATA M ANEPTUUEH H
NOAKONHATA aTOINH4YEH
ThKaH JAEPMATHT)

OnKcaHye Ha H30paHu HeXxenaHH peaKUuy

ITcuxuunu HapyweHus U HaAPYWenua Ha HepeHama cucmema

["pumbT MOXE Ja € CBBP3aH ¢ pa3NMYHH HEBPOJOTHYHH H MOBEAEHYECKH CHMIITOMH, KOMTO MOTar J1a
BKJIIOYBAT ChOMTHA KaTO XATIOLHHALKM, KETHPHYM H HEOOMYaHHO NOBEACHUE, B HAKOH CAyYau
BOJELIM KO JIeTANEH H3Xod. Te3u ch0UTHA MOXKe Ja Bb3HHKHAT [IPH HATHYHE HA CHUCQATHT HIIH
eHileanonaTia, HO MoXe Aa ce HabmogasaT 0e3 BHAMMO TEXKO 3a00IgBaHE.

[Ipu NAIMEHTR € TPUI, KOUTO Ca MPHEMAIH OCEITAMHBHP, UMa [TOCTMApKETHHIOBH ChOOIIEHNA 32
IbPYOBE M JETUPUYM (BKIHOUMTETHO CUMIITOMH KaTO NPOMIAHA B Ch3HAHHETO, OOBPKBAHE,
HeoOHYaltHO NOBEAEHHE, HATY IHOCTH, XaNIOLMHALINYN, KUTALUA, TPEBOKHOCT, KOLIMapH), KOUTO B
MHOI0 M&JKO OT CTy4auTe ca JOBEJH 10 CAMOHAPAHABAHE WIH JeTaneH H3X0Aa. Tean chOuTH: ce
chOOIIABAT NPEAHMHO TIpH NMeAHATPHYHH NMALMEHTH U IOHOIIM U YeCTO HMAT BHE3AIIHO Havajo H
6Bp30 0T3ByuaBaHe. [IpMHOCHT Ha OCEITAMHBHP 32 Te3H ChOUTHA e Hen3BecTeH. Takusa HeBpO-
NCHXHIHH CHOUTHA ca CLOOINEHHK CBHINO K MTPH MALIUEHTH € TPHUII, KOUTO HE €a NMPpUeMalH
OCeJITAMUBHD.

Xenamo-bunuapuu napyueHust
HapyuwieHHs Ba Xenaro-OuinapHaTa CHCTEMA, BKIIOYUTEHO XENAaTHT H MOBULLEHH YEPHOAPOOHH

eH3HMH TIPH NalMeHTH ¢ rpunonofobHo 3aboyaBane. Te3H ciydan BKIIOYBAT JieTaleH QyIMHAHAHTEH
XenaTut/uepHoapoOHa HeAOCTATBYHOCT.

ﬂ[.’_l! 'H CricluHanHK IMomnynalnuur

Iedouampuura nonyrayusa (Kepmayema ha v3ipacm noo €0Ha co0uHa)

B nse mpoyuBaHHA 3a XapakTepH3HpaHe Ha ¢apMaxkoXHHeTHKaTa, papMaKoAMHaAMUKaTa U npoduia Ha
Oe30nacHOCT Ha JIEYEHHETO ¢ oceNTaMUBHp NpH 135 3apa3eHH ¢ rpHan AeLa Ha BB3PACT I10/] eHa
roHHa, NpoduabT Ha 6e30nacHOCT € OMN CXOJCH MEXIY KOXOPTHTE 10 BB3PacT KATO Hai#-4eCcTo
CcHOOIMaBaHHTE HEXKElaHH PeaklHH Ca NOBPBIIAaHe, AMapus H 00pHB oT nenexu (BXxk. Tovka 5.2). Hama
HOCTATBYHO JAHHH IIPH KbpMaveTa ¢ MOCTKOHLUENHMOHKA Bh3pacT Nox 36 CeAMHULH.

Hanuuuarta vHpopmMalni 3a 6€300acHOCT Ha OCEJITAMUBHP, PWIOKEH 32 JIEYeHUE HA TPHUI MpU
K'bpMadeTa 1oy eJHOroANINHA BE3PACT, OT IPOCIIEKTUBHH U PETPOCIEKTHBHU 00CcepBalMOHHU
npoyusanus (o6xpawanty obio noseye 0T 2400 meua oT Ta3u BR3IPACTOBA rpyna), EMHAEMH
u3cneApaHe Ha fa3a-IaHHY ¥ NIOCTMAPKETHHIOBH CLOOLEHUs peanonarar, 4e npoduis
0€30macHOCT NpH KhpMayeTa Ha BB3PacT NOJ €1Ha TOAWHA € NoAo0eH Ha YCTAaHOBEHHA
Ge301nacHOCT NpPH Bela Ha Bb3PacT €1HA FOJHHA H NO-TOJIEMHU.
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Xopa 6 cmapuecka gb3pacm u nayueRmu ¢ XpOHUYHO CbPOEHHO Wunu pecnupamopuo 3abonseane
[TomynaurATa, BKOYEHA B POYYBAHMATA 3a JIEYCHHE HA TPHII, CE CbCTOH OT HHAYE 3JpasH
Bb3PACTHU/FOHOLIH U “PUCKOBH” MAaLHEHTH (TALMEHTH ¢ NO-BUCOK PUCK OT PA3BUTHE HA YCIOXKHEHHA,
CBBP3aHH C TPHUIA, HAMP. XOPa B CTAPYECKA BH3PacT H NMAUMEHTH C XPOHHUYHO ChP/ACUHO WU
pecnupaTopHO 3abonapane). ITo npyHUKMT, NpodHUABT HA OE30TACHOCT NpPH “PHUCKOBUTE” MALLKEHTH €
KayecTBEHO NoJo0eH Ha TO3H NpH HHaYe 3ApaBH Bb3PACTHH/IOHOWIM.

Hmynoxomnpomemuparu nayuermuy

JleyeHHETO HA I'PUII MPH HMYHOKOMITPOMETHPAHH NMALHEHTH € OLIEHEeHO B BE MTPOYYBAHHUA C
noay4yaBaHe Ha CTAaHAAPTHA 033 WIH BHCOKOA030Ba CXeMa (1BOMHA WIK TpoiHa J03a) OCEIITAMUBUP
(k. Touka 5.1). ITpopursT Ha Ge30MaCHOCT Ha OCEITAMHBHP, HA0IK0AaBaH B TE3H MPOYUBAHUA,
CLOTBETCTRA HA Npodiia, HabG0AaBaH B NMPEANIIHY KIMHUYHHA H3ANUTBAHHUA, B KOUTO OCENITAMUBUP €
IpWIaraH 3a feyeHre Ha IPHIN NpU UMYHO-HEKOMIIPOMETUPAHR NAlHEHTH BB BCHUKH Bb3pacTOBU
IpyNH (MHAYe 3ApaBH MAUMEHTH WM NIALUWEHTH ,,B PUCK™ [T.€. JIHLIA € pecnHpaTOPHH W/HIH CbpACUHH
ChITBTCTBALIM 3a0071BaKuA]). Hali-guecrara Hexke1aHa peaxklus, ChoOIaBaHa Npy
HMYHOKOMIOPOMETUPAHH Aena, € MoBpbilane (28%).

IIpu enHo 12-ceAMHYHO MPOYUBaHeE 3a MpoPHIakTUKa NPH 475 UMYHOKOMIIPOMETHPAHH ITALIHEHTH,
BKJIIOYHTETHO 18 neua Ha Bb3pacT oT 1 A0 12 roAMHH H NO-TofieMH, MPOUIBT Ha 0€30NaCHOCT NPH
238-Te nMaHeHTH, KONTO ca MOJyYaBajlk OCeNTaMUBUP CHOTBETCTBA Ha TO3H, HabMoAaBaH Npeay TOBa
NpH KJIHHHYHHATE NPOYYBAHHA HA OCeJTaMUBHP 3a NMpodunakTHKa.

Heya cve cvujecmayaauya OpoHxuarHa acmma
[To npuHLMI, TpodUNBLT HA HEXKENAHHTE peaklMK NPH Jella CbC ChIIeCTBYBAIlla 6pOHXHANIHA acTMA €
KayecTBeHO NOACOEH HA TO3M MMPH WHAYE 3APABMTE JECLA.

CrobiaeaHe Ha noa03MpaHH HeXXENaHU PeakKHu
Cpo611aBaHETO HA NOJ03HPAHU HEXKEIAHH peaklUU clell pa3pellaBaHe 3a ynotpeda Ha NekapCcTBeHUs

NPOAYKT € BaKHO. TOBa NO3BONABRA fa NMPOALIKH HAOMOAEHHETO HA CHOTHOLIEHHETO MON3a/PUCK 3a
neKapcTBEHHA MPoayKT. OT MENULMHCKHTE CIELMATACTH Ce U3UCKBA 1a ChoOLIaBAT BCAKA
NMOAO3HpaHa HEXeEJlaHa PeakHs Ypes3:

HsnbAHUTEAHA areHUMSA MO JIEKapcThaTta

yi. ,,J{amaH ['pyep Ne 8

1303 Codusa

Ten.: +35928903417
yebcaiit: www . bda.bg

4.9 Ilpeaoinpane

[TonyuyeHH ¢ca ChOOLIEHHA 3a Mpea03HpaHE C OCENTAMHBHD OT KIIHHMYHH H3NHTRBAHHA H
MocTMapKeTHHIoBuA onuT. [Ipy nopedero OT CYYaUTe HAa NPeAo3UpaHe He Ca ChOOLIEHH HEXelaHu
cBOUTHA.

HexenaHute cbOMTHA, CHOOIIEHH Clle] NPeAo3HpaHe, Ca NOAOOHH N0 XapakTep H Ppa3sNpoCTpPaHEeHHE
Ha Te3M, BaboJaBaHy NP TepaneBTHYHHU J03H OCENTAMHBHP, ONMMCAHU B TOYKA 4.8 Hexenanu
JeKapcTBEHU peaKkLHH.

He e naBecTeH cieuudpuieH aHTHIOT.

[TeanaTpyyHa NMOMTYNALNSA
[To-4yecTo ce chOOILABAT C/TyQaH HA Mpeo3MpaHe NPH JEUa, OTKOJKOTO NMPHU BE3PacTHHU U 1OH
[IpHroTBAHETO Ha OCENTAMUBHP NEpPOpalHa CycneH3us TpadBa Aa cTaBa BHUMATENHO, K
MPHIOKESHHETO HA OCEITAMUBUP TPH AeLa.
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5. @®OAPMAKOJIOTHMYUHHU CBOMCTBA

5.1 @apMaKOOHHAMHYHH CBOHCTBA

(hapMakoTepaneBTHYHA Ipyna: AHTHUBHPYCHHU CPelICTBA 338 CHCTEMHO NMPHJIOXKEHHE, HHXUOUTOPH Ha
HeBpaMuHugazata ATC kox: JOSAHO2

Ocenramusup pocdart e NpeaeKkapcTBO Ha AKTUBHHUA MeTabonut (ocenTaMUBUp kapbokcunar),
AKTHUBHHAT MeTabOJIUT € CEJIEKTHBEH HHXHOHUTOP HAa HEBpPAMHHUAAZHATE €H3UMM Ha BUpYca Ha IpuUna,
KOWTO NPEeACTaBASBAT MNIIKONPOTEHHH, HAMHpPAILLM CE HA MOBBPXHOCTTA HA BUPYCa. AKTHBHOCTTA Ha
BHPYCHUA HEBpAMUHHUIA3EH €H3UM € BaXKHA KAKTO 34 HABJIM3AHETO HA BUPYCa B HEMHEeKTHpaHUTE
KJIETKH, TaKa 4 32 0cB000K1aBaHETO Ha CKOpO 0Bpa3yBaHHTE BUPYCHH YacTULIM OT 3apa3eHUTE KIIETKH
H 3a M0-HAaTaThIIHOTO Pa3sNpOCTPaHEHHE HAa BUPYCHATa HHGeKI A B OPraHuiMa.

OcearaMuBUp KapOokcunar UHXHOUpaA in vitro HEBpPaMHHHUIA3HUTE HA IPUNIHUTE BUPYCH THIT A U B.
OcenTtamusHp dochar MHXUOHpa URPEKTUPAHETO H PENVIMKALMATA HA IPHUITHUA BUPYC in Vitro.
OcenTaMHBHP, MPWIOXKEH NEPOPATHO, MHXUOUPA in vivo peIVIHKaUMATA U NTaTOreHHOCTTA Ha
FPHUITHATE BUPYCH THN A KB B npH XHBOTHHCKH MOJENH Ha MpUIHA HHGEKLUA TPY AHTUBHPYCHA
EKCIOo3MMmMA, NoJ00OHA Ha Ta3H, IOCTUIrHATA IPU YOBEKA CbC 75 mg ABA ITbTH AHEBHO.

AHTHBHPYCHATa aKTUBHOCT Ha OCEJITAMUBUP KbM IPpUNHHUTE BUPYCH THI A U B e 6una noagxpeneHa ot
€KCNepUMEHTANHH NPOBOKARMOHHH NPOYYBAHUA TIPH 3ApaBH AOOPOROIIIM.

CroitroctHTe Ha [IC50 Ha HeBpaMHHUAA3HHUA EH3UM 3a OCEJITAMUBMP NMPH KITMHHYHO HM30JKpaH rPpUIieH
BHpYC THIT A ca Bapupanu ot 0,1 nM go 1,3 nM, a 3a rpunex Bupyc tun B ca 6unu 2,6 nM. [lorucokn
crotiHocTH Ha [C50 3a rpuneH Bupyc tun B no meanana ot 8,5 nM ca 6unu nabmonasanu npu
myOJINKYBaHM MPOY4YBAHHA.

KJIMHWYHH NPOYYBAHUA

Jevernue na zpunia ungexyus

ToBpa nokasaHue ce OCHOBABa HAa KTHHWYHH MPOYYBAHUA NPU €CTECTBEHO Bb3IHWKHAJ TPHII, MPH KONTO
npeobnanabBamara HHpEKLHA € TPUIIEH BUPYC THI A,

OcentaMuBHUp € eeKTHBEH caMo cpellly 3adoABaHuA, MPUYMHEHH OT IpHMNeH Bupyc. [Topand Tora ca
MpeJCTaBeHH CTaTUCTUYECKH aHATHW3HW CaMo 3a 1HUa, 3apa3eHu ¢ rpun. B cOopHara nonynauus Ha
MPOYYBAHETO 34 JIeYECHHE, KOATO € BKNI0YBANA U TPUMN-NOJIOKHTENHN K OTpHUAaTeAHR HHAnBHAU (ITT),
MbPBHYHATA ¢PUKACHOCT ¢ O11a MOHMXKEHA NPONOPLKOHANHO Ha Opos Ha rpUM-OTPHLATETHUTE KA.
B o6inara nomynauus, Ha KOATO € NPHUACKEHO I€YeHHe, 'PUNHATa HHpeKLIMA € OWia NoTBbpAEHA NMpH
67% (c rpannun 46% 10 74%) or HabpaHnTe nauueHTH. 64% OT TMULATA B CTAp4YecKa Bb3pacT U 62%
OT Te3H C XPOHUYHO ChPAEUYHO H/UNHK PECIIHPATOPHO 3ab0NABaHe ca OUNH rpUM-nonoxutenHu. Ilpu
BCHYKH Mpoy4BaHus ¢aza Il ¢ uen neyenne naumeHTHTe ca OMnNy HabUpanu caMo nmpe3 NepHoaa,
KOTaTO IPUNBT € LMPKYJIMpaJl Cpell MECTHOTO HaceleHue.

Bw3pacmuu u woHowu Ha 13-200uwna ev3pacm u no-coremu: IlauneHTure ca Ounu n3dUpaHu 3a
yuacTHe, ako ca cbo0luaBanu 1o 36 4yaca cjel nossara Ha CUMITOMUTE, aKO Ca HMald BUCOKA

TeMneparypa > 37,8 °C, npuapyxeHa Hal-MalKko OT eIiH PeCIUpaTOpeH CUMIITOM (KaUUTHIIA,
Ha3’a/lHY CUMITTOMM MJIM DOJKH B I'bPJIOTO) U HAH-MANKO €IHH CHCTEMEH CHMIITOM ( MUANTHA, CTYIEHH
TPLIKW/ WINOTABAHE, Hepa3NONoKEeHNe, yMopa Wil rnasobonue). B cbopeH ananuz Ha pe3yaTaTuTe OT




noBepuTeneH nHtepsan 4,9 — 5,5 aun) B rpynata ¢ miauedo a0 4,2 auu (95% noeepureneH HHTEPBAT
4,0 — 4,4 ouu; p <0,0001).

[TIpoueHTHLT Ha JIMLATA, KOUTO Ca Pa3BUIM OTIPEACNICEHH YCIOXHEHHA OT CTpaHa Ha AONHUTE AUXaTeNHU
MbTHIA (NPEANMHO OPOHXHUT), NEKYBaHHK ¢ aHTHOHOTHULIH, € Oun HamaneH oT 12,7% (135/1063) B
rpynara ¢ ninaunedo Ha 8,6% (116/1350) npn nonynauusita, nexysana ¢ ocexramusup (p = 0,0012).

Jleyenue na 2pun npu nonynayuu ¢ eucox puck: Meavadara Ha MPOAB/DKUTENHOCTTA HA 3200N1ABAHETO
OT IPUI TIPH JIMLA B CTApYecka Bb3pacT (= 65 roAnHH) U NpH NHLIA C XPOHHYHO CHPAESYHO WHIU
pecnMpaTopHO 330onsABaHe, MONy4aBaly OCENTAMMBHD 75 mg ABa IbTH AHEBHO B MPOABIIKEHUE HA 5
AHH, He e Orna 3Ha9MMo HaManeHa. Ob1ara NpoALDKUTENHOCT Ha peOpHnHTETa € OHNa HaManeHa ¢
€XHH J€H B TPYIHTE, ICKYBAHH ¢ ocenTaMuBUp. [IpH rpun-rnonoxXUTENHUTE M4LA B CTAPYECKA BB3PacT
OceNTaMHBHD 3HAYHMO € HaMaJliil 4eCTOTATa Ha ONpPeAe/ieHH YCIOXKHEHUSA OT CTPaHa Ha JOMHUTE
NUXaTeNHHU ITbTHIIA (MpeAUMHO OPOHXHT), NEKYBaHM ¢ aHTUbHoTHLY, oT 19% (52/268) B rpynara c
mwiane6o Ha 12% (29/250) npu nomynaumsTa, nekyrasa ¢ ocentamusHp (p = 0,0156).

[Tp4 rpUn-NONOKHUTENHH NMALKEHTH C XPOHUYHO ChPAEYHO W/HUITH peCHpaTopHO 3abonsBane,
KOMOMHHpPaHaTa 4eCTOTa Ha YCIOKHEHHUA OT CTPAHA HA AONHWTE JUXATEHU IbTHINA (MPeIUMHO
OpOHXHT), TEKYBaHH ¢ aHTHOUMOTULH, € OKna 17% (22/133) B rpynarta ¢ mnauecbo ¥ 14% (16/118) npu
NOIMyJIALKXATA, NTEKYBaHa ¢ ocentaMusup (p = 0,5976).

Jleuenue na zpun npu bpemerntu xcenu. He ca NpoBexIaHW KOHTPOJIHPAaHH KIHMHMYHHA NMPOY4YBaHHA 34
ynotpedara Ha oceNTaMHBHP NpH OpeMEHHH KEHH, BBITPEKH Y€ HMa AOKA3aTENCTBa OT
[MOCTMAPKETHHTOBH M peTpOoCeKTUBHY 00cepBallHOHHH NPOYYBaHUs, KOUTO [OKa3BaT MoJ3a OT
HacToAImATa CXeMa Ha JO3MpaHe NpH Tasy NaUHEHTCKa TONynalKa, B YCIOBHATA Ha HUCKA
MopOuaHocT/eMBpTHOCT. Pesyntature oT ¢papMakOKHHETHYHHUTE aHANMU3Y NT0Ka3BaT HACKA
EKCNO3NLMA Ha aKTHBHHM META0O0JIUTH, BBIIPEKH Y€ HE CE NPENophYBA KOPUTHpaHe Ha 103aTa NPH
OpeMeHHH XeHU TIPH JIeYeHHEeTO UK MpopUIAKTHKATA Ha MPUIla (Bxk. Touka 5.2, dapMakOKHHETHKA,
CrnelMaIiy Nonynaumu).

Jevenue na cpun npu deya. B KITMHIMHO H3NKMTBAHE NPM HHAYE 3Jpasu aeua (65% rpun-
NMONOKHTENHU) HA Bb3pacT OT 1 10 12 roauuu (cpeaHa BL3pacT 5,3 roaAuHN), KOUTO €3 UMATH BHCOKA
Temneparypa (= 37,8°C) woc kanuinua M puHuT, 67% OT IpUN-noa0XKUTEIHATE NALHEHTH Ca
Ouin 3apa3eHu ¢ rpuried BUpyc THN A B 33% c rpuned Bupyc THn B. JleyeHneTo ¢ ocenraMHBMp,
3aMo9Hano 1o 48 yaca OT NOABATA HA CUMITTOMMTE, 3HAYHMMO € HAMAIIWIIO BPEMETO 3a 03ApaBABaHe
(onpenesieHO KaTo eAHOBPEMEHHO BB3BPbUIAHE KBM HOPMATHOTO 3APAaBOCIIOBHO CHCTOSHHE H
AKTUBHOCT M clafaHe Ha BUCOKAaTa TeMIeparypa, o0/IcKuaBaHe HAa KallUIMLATa ¥ pUHUTA) ¢ 1,5 tHHU
(95% nosepurenen nurepsan 0,6 — 2,2 auy; p < 0,0001) 8 cpapHeHue ¢ nuauedo. OcenraMmuBup e
HaMalWJI YeCTOTaTa HAa OCTHP OTUT HA CPeAHOTO yxo ot 26,5% (53/200) B rpynara ¢ nnauebo go 16%
(29/183) nmpu peuarta, neKyBaHH ¢ ocentaMHuBHp (p = 0,013).

BTopo npoyusaHe e 0110 3aBBplleHO NP4 334 geua ¢ aCTMa Ha BL3pacT OT 6 A0 12 roauHu, 0T KOHTO
53,6% ca 6w rpun-nonoKuUTeNHHU. B rpynara, JeKyBaHa ¢ OCENTaMMBHD, MEAMAHATA Ha
NPOALNAKUTETHOCTTA Ha 3a00/1ABaHeTO He e OMna HaManena 3Ha9uMo. J1o JeH 6 (MOoCNIeAHHAT AEH OT
neuenunero) FEV1 ce e nosumma ¢ 10,8% B rpynara, nexyBaHa ¢ OceITaMHBHp, B CpaBHeHue ¢ 4,7%
OT Ta3M nomyJjauusa ¢ mauebo (p = 0,0148).

EBpornefickata AreRuus [o JJeKapcTBaTa 0Tiara 3agb/DKEeHHETO 3a PeIOCTaBAHE Ha pe3yJITaTHTE OT
MPOYYBaHMNATA C OCETAMUBUP B €Ha MJIK MOBEYE MOATPYTH HaA MeJHaTPUIHATa NOMYIalka NPy

[PHIIL.
Buxre Touka 4.2 3a vHpOpMaLHA OTHOCHO yrioTpeda B neaAnaTpHATA.

[ToxazaHueTO NPH KbpPMAdYeTa Ha BL3PACT NOJA 1 NOAUHA €& OCHOBABA HA €KCTPaNoXaly
3a eUKACHOCT [TpU MO-TOJIEMH Je1a, a PENOPHUUTEIHATA JO3UPOBKA CE OCHOBABA H
¢apMaKOKMHETHYHO MOIe/IKpaHe (BX. ToYka 5.2).
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feuenue na ungbexyun ¢ zpunen gupyc mun B: O0mo, 15% o1 rpUn-nojoKHTENHATA NOTYJIALH €
6una nHpekTHpaHa ¢ rpUNeH BUpYC THN B, KaTo NpouUerTsT € OKn B rpaHuu ot 1 A0 33% npw
OTHEJNHHTE NMPOYYBaHHA. MenHanaTa Ha MPOABDKUTETHOCTTA Ha 3a0018BaHETO NPY JTKLIA, 3aPA3EHH C
rpuIieH BUPYC THR B, He ce e pa3sanyanana 3Ha4MMO MEXIy PaVIHIHHTE IPYIH Ha JIeYeHHE B
OTHOENHHTE MpoyuBaHud. JanuuTte ot 504 nulla, 3apa3eHH ¢ rpuneH supyc Ty B, ca 6wnu cubpanu ot
BCHYKY MPOYYBaHKA 32 aHaTH3. OceNTaMHBHD € HAMANKI BpeMeTo A0 oblekyaBaHe Ha BCHYKH
cuMnToMH ¢ 0,7 num (95% nosepurenen uarepsan 0,1 — 1,6 asu; p = 0,022) u npoabKUTENHOCTTA
Ha ¢ebpunurera (> 37,8°C), kamnunata ¥ pUHHTA € e14H 1eH (95% nosepurenex uHrepsan 0,4 — 1,7
guu; p < 0,001) B cpaBHeHHE ¢ miauedo.

Jlewernue na zpun npu umyHoxomnpomemupary nayuenmy: EN1H0 paHAOMHW3KPAHO, IBOHHOCAANO
Npoy4YBaHe 3a OLIEHKA Ha Oe30MacHOCTTa H 0XapaKTEpHU3IHpaHe Ha €(PEKTHTE Ha OCEITAMUBHD BBPXY
Pa3lBHTHETO Ha PE3UCTEHTEH IPUINCH BUPYC (ITbPBHYEH aHANTN3) NPH 3apa3€HH ¢ IPHII
HMYHOKOMNPOMETHpaHH NalHEeHTH BKIOYBA 151 BB3pacTHH NallHeHTH, 7 IOHOWIH H 9 neua,
NMOIXOAALIM 33 OLIEHKA Ha €(PHKACHOCTTAa Ha OCEJITAMMUBHUD (BTOpPHUYEH aHAIHW3, 0€3 A0CTaTh49Ha
CTaTHCTHYECKAa MOWIKOCT). [IpoydBaHeTO BKIIOMBA MAUMEHTH ¢ TPAHCIUIAHTALUMSA HA COJIMAHY OpPraHH
[SOT], nauHeHTH C TPAHCIAAHTALIMA HA XeMATONOECTHYHH CTBONIOBH KIeTKH [HSCT], nonoxurenHn
32 HIV naupentu ¢ 6poit Ha CD4+ kieTkn <500 knerkn/mm3, naleHTH Ha CHCTEMHA
UMYHOCYIpeCHBHA Tepanusa M TaKWBa ¢ XeMaTOoJIOrMUHH 3ToKayecTBeHH 3abonsaBaHusa. Te3d nauveHTy
ca paHAOMH3MPAHM 34 Je4eHHE B paMKHUTE Ha 96 Jaca OT nofABaTa Ha CHMIITOMMTE 3a nepuon ot 10
AHU. TepalleBTHYHUTE CXEMH €A CTAHAApTHA 1033 (75 mg WK KopurupaHa CIpAMO TENECHOTO Tero
NpH Jeua) xBa MbTU RHEBHO (73 BB3PAcTHH NALUHMEHTH, 4 IOHOIIK U 4 feua) WiH ABoiHa no3a (150 mg
WIH KOPHTHPaHA CIIPAMO TEJeCHOTO TEro MpH Aela) ABa NbTH JHEBHO (78 Bh3pacTHH MaLMUEHTH, 3
HOHOIIM U 5 Jena) ocenTaMuBHD.

MenuanaTta Ha BpeMeTo 3a oT3BydYaBane Ha cuMnToMuTe (TTRS) npH BB3pacTHH H IOHOLIH € oaodHa
B rpyTniaTa ckc cTaHaapTHata g03a (103,4 yaca [95% noeepurtenen unrepsan 735,4-122,7]) n rpymnara ¢
aBotina no3a (107,2 yaca [95% nosepurenex untepsan 63,9-140,0]). TTRS npu aeua Moxe aa Bapupa
H HHTEpIIpeTalHaATa € OTpaHHYEHa OT MAJIKUs pasMep Ha H3Bajakata. [IpoLEHTHLT BE3PAcTHH MallHEHTH
C BTOpUYHHM HHPEKUMH B Ipynara chC CTaHAapTHa 4033 H B Ipyrnara ¢ ABOHHA A03a € CpaBHUM (§8,2%
cnipamo 5,1%). TIpy nena u I0HOIMH, CaMO €/IMH MALMEHT (JOHOLLIA) B IrpyfiaTa ChC CTaHAapTHA 1034 e
pa3BuJjl BTOpHUHA HHbeknus (dakTepHaneH CHHY3NUT).

[TpoBeneHo e Npoy4uBaHe OTHOCHO GapMaKOKHHETHKATA U PapMaKOAMHAMUKATA MPH TEKKO
HMYHOKOMIIpoMeTHpanu aea (< 12 roaunu, n=30), konTo noay4wasaT cTaHAapTHa (75 mg HH
KOPMIrHpaHa CIIpAMO TErJIOTO ABa MbTH THEBHO) Cpelly TpoitHa Ao3a (225 mg Wi KOpHTHpaHa
CIIPAMO TETJIOTO JBa ITETH AHEBHO) OCENTAMUBHD 3a aJJallTUBEH NEPHOJ] Ha npinarade ot 5 a0 20 aHu
B 3aBHCHMOCT OT MPOABDKHTEIHOCTTA Ha OTHOE/MHE Ha BUpYyca (MelHaHa Ha MPOABLIKHTENHOCTTA Ha
neyeHHe: 9 aHH). HUTO eAHH NauMeHT B CTAaHAAPTHATA I'pyna 4 2 NalLHeHTH B Tpynara ¢ Tpo¥Ha a1o03a
cx00mansar 3a BTopuyHa OakrepHanda HHPeKLUA (OPOHXHUT H CHHY3HT).

ITpogunaxmuxa na cpun

E¢HKacHOCTTA Ha oceNTaMUBUP 33 NPOPWIAKTHKA Ha ECTECTBEHO Bh3HUKHAIO IrpHnHO 3abonaBane e
AI0Ka3aHa B MPOYYBAHE 33 NOCTEKCNO3HIIMOHHA NMPOQUNaKTHKA B JOMaKHHCTBATA M J8€ NMPOYYBAHHUA C
e ce3oHHa npodunakTika. IlspBuiHaTa KpafiHa ToYKa 3a e(PHKACHOCT IPH BCHYKH TE3H
npoyusaHus e Ouna 4ecTorara Ha NabopaTopHO NMOTBBPACHH CIIy4ad Ha IpUr. BHpPYJIEHTHOCTTA Ha
rPUITHATA STIHASMHS HE € MpeABUAMMA ¥ BapMpa B pAMKHTE Ha 061acTTa H OT CE30H Ha CE30H, OPaIH
TOBa OpoAT LA, kouTo € HeoOxoaumo aa ce nekysat (bHJI), 3a na ce npeaoTBpaTy €AHH ciydai Ha
IPUITHO 3a00/ABaHE, € Pa3TUUEH.

IHocmexcnosuyuonna npogunaxmuxa: B npoy4BaHe OpHU JMLE B KOHTAKT C H30JIHPaH Clyy
(12,6% BakCHHMpPAHH Cpelly I'PHIl), IPHICKEHNETO HA OCENTAMUBHP 75 Mg BeIHbX IHEB
3AMOYHANO R0 2 JHH OT MOABRATAa HA CUMIITOMUTE NPH 3apa3eHUs ¢ TPUIT U € MPOABLIIKHI
I'pun e 6un notespaeH npy 163 ot 377 otnenku cnyyasd. OceaTaMUBHp 3HAUYUTENHO €
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YeCTOTATA HA KIMHHYHO TIPOABEHO IPHITHO 3a00nABaHe, Bb3HUKHANO NPH KOHTAKTHUTE JIMLA, [1pU
KOMTO € NOTBBPAEHO 3abonaBaHeTo, ot 24/200 (12%) B rpynara ¢ wiauedo Ha 2/205 (1%) B rpynara ¢
ocenTaMHuBHP (92% HamaneHue [95% moeeputenes uuTepBat 6 — 16; p < 0,0001}). bpodar nuua, kouto
e 6uno Heob6xonumo na ce nexkysat (BHJI) B KOHTAKT € MCTHHCKH Clly4dau Ha rpur, e 0wn 10 (95%
noeepuTeeH uHTepBan 9 — 12) u e 6un 16 (95% noseputenieH uHTepBan 15 — 19) B usanara
nomynauua (ITT), He3aBHCUMO OT CLCTOSHHETO HAa UHGEKLUATA B OTAEAHUS Cy4al.

EdHkacHOCTTa HA OCETTAMUBHP 3a NPEXOTBpaTABAHE HA €CTECTBEHO BLIHMKHAMO IPHITHO 3a0onssane
e JI0OKa3aHa B MPOYYBAHE 3a MOCTEKCNO3ULMOHHA MPOPHIAKTHKA B JOMAKHHCTBATA, KOETO €
BKJIOYBAJIO BB3PAacTHH, OHOIIM U AeLa Ha Bb3pacT OT 1 10 12 roguHy, KAKTO KaTO OTAEIHH ClTy4aH,
TaKa W KaTo KOHTAKTHH B ceMeiicTroTo. [loka3arendart 3a nbpBu4dHA ePHKACHOCT B TOBa IpOYy4YBaHe €
yecToTaTa Ha JadopaTopHO-NOTBLP/ACH KNHMHUYHO NPOABEH IPHN B 1OMakKWHCTBaTA. [Ipodunakrukara
¢ oceJITaMUBHP € mpoabaxuiaa 10 guu, B obutata monynaums € HMano NOHWXEHHUE B HECTOTATA HA
nabopaTOpHO-NOTBBEPAEH KIHHUYHO TIPOSBEH IpUn B JoMakdHcTBaTa oT 20% (27/136) B rpynara,
KOSITO HE € NomyuyaBana npodunakTHka, Ha 7% (10/135) B rpynarta, ko4To € ronyyasana
npodniakTika (HaMmanerue ¢ 62,7% [95% nosepurenes WHTepsan 26,0 - 81,2; p=0,0042]). B
ROMAKMHCTBATA, KBJAETO € HMANO OTACJIHM C/TYYaH Ha UHPEKTUPaHM ¢ IpHIL, € HabojaBaHo
MOHIMKEHUE HA YeCTOTAaTa Ha 3a0oiepaeMocT oT rpun o1 26% (23/89) B rpynara, KOATO He €
nory4asana npopunakTuka, Ha 11% (9/84) B rpynara, nony4yasana npopunakTika (HaMajlCHHeE C
58,5% [95% nosepuTeneH uHTEepBal 15,6 — 79,6; p = 0,0114]).

Crnopea NOArpynoB aHanus MPH Aella Ha Bb3pacT oT | g0 12 roanHy, 2ecTorara Ha 1abopaTopHO
NOTBBPACH KITUHHYHO IPOABEH IPUII Cpell ACLaTa € HaManeHa 3HaduTeNnHo oT 19% (21/111) B
rpynarta, KOATO He e ToyuaBana npogunaktuka, Ha 7% (7/104) 8 rpynara, nonyyasana
npodunakTuka (64,4% namaneHue [95% nosepureneH unrepsan 15,8 — 85,0; p = 0,0188]). [Ipn
AellaTa, KOMTO B HAYAJIOTO Ha H3NATBAHETO Ollle HE OTAEIAT BHPYCa, YECTOTAaTa Ba 1abopaTopHo
[NOTBBp/JAEH KIIHHWYHO NpOABEH IpHn € HaManana ot 21% (15/70) B rpynarta, KoATO HE MOJTy4apana
npopunakTika, Ha 4% (2/47) B rpynara, nonyudasana npogunakrtuka (80,1% naManenue [95%
noBepuTeneH HHTepnaa 22,0 — 94,9; p = 0,0206]). BHJI 3a nanara neauatpuuHa romynauus e 9 (95%
goBepuTenen MaTepan 7 — 24) u 8 (95% norepHTeneH HHTEPBAT 6, rOPHATA IPaHULIA HE € U3MEPEeHa)
3a uanara nonynauua (ITT) U CLOTBETHO NPH OELATA, KOHTAKTHH € OTACAHK HHPEKTUPAHH CITy4Yau
(ITTII).

[podhunaxmuxa wa cpun cned excnozuyui npu Keypmasema nog I -2odutuna eb3pacm nQ peme Ha
nardemus: [IpodpHnakTHkaTa no BpeMe Ha NaHAEMHA Ha IPHII He € MPOYYBaHa B KOHTPOTHPaHH
KJIHHHYHA H3NHTBAHHA NpH Aclia Ha Bb3pacT -12 mecena. Buxre Touka 5.2 3a noapobHocTH OTHOCHO
CHMYJIaLMATA HA €KCTIO3HLMSA,

IIpoghunaxmuxa no eapeme Ha 2punng enugemun 8 obuiecmeomo: B cOopeH aHanU3 Ha ABe APYTH
MpOY4BaHMA, IIPOBEACHHU NNPH HEBAKCHHUPAHH, HHAYE 3ipAaBH Bb3PACTHM, OCENITAMUBUP 75 mg BEIHDBX
AHEBHO, MIPIJIArad B POAb/KEHHE HA 6 CeIMHKLH, 3HAYHMO HaMansBa Y€CTOTATa Ha KITHHHYHO
NMpOoABEHOTO rpunHo 3abonssane ot 25/519 (4,8%) B rpynara ¢ mnauebo Ha 6/520 (1,2%) B rpynara c
ocenraMuBHp (76% Hamaneuue [95% nosepurened udrepsan 1,6 — 5,7; p = 0,0006]) o speme Ha
rpunHa enuaeMus B o0ecteoro. bBHJ1 npu Toea npoyusane e 28 (95% nosepureneH uarepeal 24 —
50).

[Ipu npoy4BaHe Ha xopa B CTap4eCKa BL3PacT B IOMOBE 3a BB3PACTHH Xopa, KpaeTo 80% ca Ounu
BAKCHHHPAHH [Ipe3 Ce30HA Ha NPOYYBAHETO, OCENTAMMBUD 75 Mg BEAHBK JHEEBHO, ITPHUIIAraH B
MpoIbKEHUE Ha 6 ceAMULIHN, 3HAYUMO HAMATABA YeCTOTATa Ha KNTHHUYHO MPOABEHOTO IPUITHO
3abonapane ot 12/272 (4,4%) B rpynara ¢ wanebo Ha 1/276 (0,4%) B rpynara ¢ ocenraMueyp (92%
HamaneHue [95% nopepureneH uHrepsan 1,5 — 6,6; p = 0,0015]). BHJI mpu ToBa mpoyusane € 25
(95% nmosepuTeneH HHTepBal 23 — 62).

1auedo KOHTPONMPAHO, PAHAOMHUIUPAHO HIMHUTBAHE 3a CE30HHA NPOPIIAKTHKA Ha rpUn
UMYHOKOMIPOMETHPaHHU NMalueHTH (388 MmauMeHTH ¢ TPAHCIUTAHTALIMA HA COJTMAEH Opr
nnauebo; 193 ocentamusup], 87 nauneHTH ¢ TPAHCNNAHTALUA HA XEMOIIOETUYHY CTBOM
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[43 nnauebo; 44 ocenTaMUBHp], HAMA MAMEHTH € IPYTH UMYHOCYIIPECHBHHU CECTOSHHA),
BioniouHTeNHO 18 neua Ha Bbapact oT 1 A0 12 roauny. [IspeyuyHaTa KpaiiHa TOUKa NPH TOBa KITHHHYHO
M3MHUTBAHE € 4eCcTOTaTa Ha NadopaToOPHO NOTBBPAEH KIMHHYHO NIPOSABEH IPUII, ONPEAEIEH HUpes
KyJITHBHPaHE Ha BUPYCH W/ HIIK YeTHPMKpPATHO nosHueHue Ha HAI anturenara. Yecrorara Ha
nabopaToOpHO NOTBLPAEH KIWHAYHO IposABeH rpun e 2,9% (7/238) B rpynara ¢ wiauebo u 2,1%
(5/237) B rpynara ¢ ocextaMuBHp (95% AU -2,3% — 4,1%; p = 0,772).

He ca npoexxaadi cneMpUIHA fIpoyYBaHHg 334 OLIEHKA HA HAMAJICHHETO Ha PHCKA OT YCIOXKHEHHA.
Pezucmenmunocm KoM oceimamMusup

Knunuunu npoyysauus: PHCKBT OT 1104Ba Ha IPUMHM BUPYCHU ¢ HAMANEHA YYBCTBUTENHOCT WIN
H3ABEHA PE3HCTEHTHOCT KbM OCEJITAMHBHP € M3CIIeIBaH 0 BpeMe Ha crmoHcopupann oT Roche
KNTHHUYHH H3NHTBaHUA. Pa3BUTHETO Ha BUPYC, PE3RCTEHTEH KBM OCEITAMHBHP, MO BpeMe Ha
NEYEHUETO € MO-9eCTO NMPH Jelia OTKOJKOTO NNPH Bb3pacTHH, KaTO TOBA BapHpa oT nox 1% np#
BB3pacTHUTe N0 18% mpH kppMaveTaTa Ha BB3pacT noA 1 roauHa. Jleuara, npH KOUTO € YCTAHOBEHO,
ye ¢a HOCHTENTH Ha BHPYC, PE3HCTEHTEH KbM OCEeJITAMUBHP, IO NPHHLUKI OTAENAT BUPYCa I10-
NPOABIXKHTEIHO BPEME B CPaBHEHHE € IMLATA C UYBCTBHTEAECH BUPYC. PE3UCTEHTHOCTTA KBM
OcenTaMMBHP, Bb3HHKBAIIA 0 BpEME Ha JiedeHHe, obaue He MOBIUABA OTHOBOPA KbM JIEUCHHETO H HEe
Npear3BHKBA YALKaBaHe Ha CHMIITOMMTE Ha I'pHAa.

KaTo 110 no-BUCOKa YeCTOTa HA PE3HCTEHTHOCT KbM OCENTAMHUBHP € Haha10/aBaHa NpH BL3PACTHH U
IOHOIIM MMYHOKOMIIPOMETHPAHH NaLMEeHTH, IEKyBaHH CbC CTAHAAPTHA [03a WIK C ABojiHa Jo3a
OoCeJTaMHUBHp B npoabmkeHHe Ha 10 gHu [14,5% (10/69) B rpynaTa ¢h¢ cTadHJapTHa jo3a U 2,7%
(2/74) B rpyniata ¢ ABOMHA [03a], B CpaBHEHHE C JAHHH OT NPOYYBAHHA C JICKYBAHH C OCE/ITAMMBHP
MHaye 3IpaBy IOHOLIY M BB3PACTHU NalUueHTH. Ilo-ronsMara 4acT OT B3PaCTHHTE MaUMEHTH, KOHTO
pa3BHBAT PE3UCTEHTHOCT, Ca PEUMIIUEHTH Ha TpaHCIUTaHTaT (8/10 mauKeHTH B rpymnara Che
CTaHJapTHa A03a W 2/2 naxueHTH B rpynara ¢ ABoitHa no3a). [loBe4yero OT nalMeHTHUTE C PE3UCTEHTEH
Ha OCeJITAMHBHP BHPYC ¢4 KHPEKTHPaHM ¢ I'PUMl THO A K MMAT NPOABLIKHTENHO OTACIIAHE Ha BHpYCa.

YecTOTAaTa HA PE3MCTEHTHOCT KBbM OCEITAMUBHP, HAOMI0JaBaHa [TIPH HMYHOKOMITPOMETUPAHH Jela
(<12-roauuida BB3pacT), EKYBAHH C OCENTAMHBHD B IBE NPOYUBAHHUA U OLIEHEHH 3a PE3HCTEHTHOCT, €
20,7% (6/29). Ot wecTTe UMYHOKOMIIPOMETUPAHU Ae1a ¢ Pe3UCTEHTHOCT KbM OCENTAMUBHP,
BB3HHKHAJA 110 BpeMe Ha JIeYCHHETO, 3 NALMEHTH NOJIYUaRaT CTAHIAPTHA 1032 M 3 MAL{HEHTH —
BHCOKaA 1033 (ABOHHA HNM TpoiHa A03a). MHO3HHCTBOTO HMAT ocTpa JHMGoOIacTHA IEBKEMHA U Ca
<5-roiMiIHa Bb3pacT.

YecToTa HAa pE3HCTEHTHOCT KBM OCEJITAMHBUD B KJJMHHHYHHTE NPOYyYBaHHS

[MonynauHug NauHeHTH ITauHeHTH ¢ MYTAUHH HA pe3HCcTEeHTHOCT (Y0)
QOenoTHNRINpaAHE™ ["eHo- u
¢enoTHNHIHpaHEY
B13pacTHH ¥ FOHOLIH 0,88%% (21/2 382) 1,13% (27/2 396)
Nena (1-12 roavnn) 4,11% (71/1 726) 4,52% (78/1 727)
Knpmauera (<1 roauna) 18,31% (13/71) 18,31% (13/71)

*[TemHO reHOTUIMM3RpaHE HE € OWI0 HIBBLPLICHO BLB BCHYKH NMPOYUBAHHR.

IHpogunaxmuxa na cpun
Hsama naHHM 32 NOsBa HAa JieKapCcTBEHA PE3NCTEHTHOCT, CBBbP3aHa ¢ ynorpedara Ha oceITAMUBUD MPH
KJIHMHUYHUTE HINMTBAHHA, MPOBEACHHU AOCETA ITPU IPYITH CIEA eKcno3unus (7 IHU), MpH Pyl ciie
€KCIMO3ULHA B JOMAKKHCTBOTO (10 DHK) K ce30HHa (42 aAHM) NpoQUNAKTHKA Ha TPUI MPH -
HMYHOKOMIETEHTHH NMauueHTH. He e HabnionapaHa pe3ncTeHTHOCT N0 BpeMe Ha 12-cen
NpoyuBaHe 3a MpopUNaKTHKA IPH UMYHOKOMITPOMETHPAHH MALMEHTH.
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Knunuuny Oannu u 0anny om nabpiodenue. OTKPUTH Ca €CTECTBEHU MYTaLlHU, CBBP3aHH ¢ HaMajeHa
YYBCTBHTENHOCT KbM OCEJITAMHURHP in vitro NPH BUPYCH THNT A M B, H3onHpaHH OT naumeHTH 6e3
€KCIIO3ULIMA HA 0cenTaMUBUP. PE3MCTEHTHH LLIAMOBE, CEJIEKTHPAHH 10 BPEME Ha JIEHEHHE C
OCEJITAMHUBHUP, €A M30JIKXPAHH KAKTO OT HMYHOKOMIETEHTHH, TaKka U OT HMyYHOKOMITPOMETHPaHH
nanydeHTH. HMyHOKOMIPOMETHPAHHTE NMAalMEHTH B MANKHTE Aella ca HITO0KEHH Ha HAH-BUCOK PHCK OT
pPa3BHUTHE HA PE3UCTEHTHH Ha OCEITAMHBHD BHPYCH 10 BpEME Ha JIEYEHHETO.

Y CTaHOBEHO €, 4e PE3UCTEHTHH HA OCEJITAMUBUAP BUPYCH, U30IMHPAHU OT NallUEHTH, JIEKYBaHH C
OCENTaMHMBHP, ¥ PE3UCTEHTHH Ha OCENTAMHBHP 1adopaTOPHH MIAMOBE Ha IMPHITHHTE BHPYCH,
ChABLPKAT MyTaurd B N1 u N2 HespamrHHAa3uTe. MiMa TeHAEHUKA MYTALKHTE 32 PE3HCTEHTHOCT Aa
6baar cneurdpeHy 3a BUpycHHus noatvn. Ot 2007 r. cnopaau4HO ce OTKPHBA €CTECTBEHO
Bh3HHKBALLIATA PE3UCTEHTHOCT, CBbp3aHa ¢ MyTauuata H275Y npu cezonnuTe wamose HIN|.
UyBCTBHTENHOCTTA KbM OCENTAMUBUP U IIHPOKOTO pasnpocTpaHeHHe Ha TE3H BUPYCH H3IJIekKa
BapHpaT ce30HRO H reorpadck. [1pes 2008 r. H275Y e 6mna otkpura npu > 99% oT uupkynrpaiiite
HINI1 rpunuu n3oaata B EBpomna. [Tpes 2009 r. rpunnuat supyc HINT (“cBruHCKH rpUn’™) € 61
MOYTH €AHAKBO YYBCTBHUTENEH KbM OCEelTAMUBHD, KaTO € HMAlIO CaMO CIIOPaAHUHH ChOoOMEHHA 3a
Pe3HCTEHTHOCT BBB BPBb3Ka KAKTO C TEPANECBTHYHH, TaKa H ¢ NMPOPHIAKTHYHH CXEMH Ha NpHNAraHe.

52 (OapMaKOKHHETHUYHH CBOHCTBA

O61ia nrdopmMaLns

Abcopbyun

OcenTaMHBHp ce pe3opOHpa Ao0pe OT CTOMALIHO-YPEBHUA TPAKT Clie] [IEpOpaJHO NPUIOXKEHUE Ha
oceaTaMuBHp docdar (mpexkypcop) U ce meTabonu3Mpa B rosisMa cTeneH Kato ce NpeBpsbllia B
aKTHBHHA MeTa0oNHT (OoceNnTaMHBUP KapOoKCHNaT) NpeAHMHO ¢ MOMOLITA HA YEPHORPOOHHTE
ectepasy. Hali-manko 75% oT nepopannara 103a IOCTHUIa CHCTEMHOTO KPpbBOOOpAlIEHHE 1101
¢opMaTa Ha aKTHBeH MeTabonuT. Excno3uuusaTta Ha MpeteKapcTBOTO NO OTHOLIEHHE HAa AKTUBHHA
MeTadoIHT € no-Manka o1 5%. [11a3MEHHUTE KOHUEHTPALMY Ha NIPEXYPCOpa H HA AKTHBHHA METabOoHT
ca NPOTNOPLIMOHATHYA HA 103aTa U HE CE NOBJMABAT OT EHOBPEMEHHO NMPUIIMKEHHE C XPaHa.

Pasznpeoenenue

Cpeanuar 06em Ha pasnpeaeneHue B CTAlMOHAPHO CHCTOSHHUE Ha OCeTAMHBHP KapOokcunart npu
xopa e npuoanInNTeNHO 23 nuTpa — 0feM, eKBUBAIEHTEH Ha EKCTPALICNyJIapHATA TENECHA TEYHOCT.
Toi KaTO HEBPAMHHKUA3HATA AKTHBHOCT € eXCTpalemynapHa, ocelTaMUBHp KapOOoKCHIaT ce
pasnpeRens BbB BCHUKH MECTa Ha pa3snpoCcTpaHEHHe Ha IPHITHHS BHPYC.

CBBp3BaHETO HA OCEITAMMBHDP KapOOKCKNAT ¢ MIa3MEHHUTE NPOTEHHN NPH XOpa € He3HAYUTEITHO
(npubnuzuTenHo 3%).

Buompancgopmayun

OcenTaMHMBHD € NOAI0KEH Ha eKCTEH3MBHO NPEBPbILAHE A0 OCENTaMHUBUP KapOOKcunar or
ecTepa3uTe, HaMHpalllk ce MpeAUMHO B uepHusa Ape6. [1poyusanus in vitro ca NOKa3anu, Y€ HUTO
OCENTAMUBHP, HUTO AKTHBHHAT MY MeTabOIIHUT ca cybcTpaTH MM HHXHOMTOPH HA OCHOBHHUTE
m30opMy Ha uuToxpoM P450. He ca uaentuduuupan in vivo koHioraty ot (pasa 2 Ha HUTO €JHO OT
OBETE CheIHHEHHA.

Enrumunupare

A6copOupaHuaT ocenTaMUBHp C€ eNTUMMHHUPA NpeaUMHO (> 90%) upes NpeBpBILAHETO MY B
ocenTaMuBHp kapboxcunar. Cnen Toea Toll He ce MeTafoIH3Hpa NMO-HATATHK U Ce eNIMMUHUPA C
ypHHaTa. [IHKOBHTE NIa3MERM KOHLIEHTPAUMH Ha OCEJITAMHUBHMD KapOOKCHIIaT HAMAIABAT C
noJykKUBoT 0T 6 o 10 yaca npu noBe4eTo UHAUBUINU. AKTHUBHHAT META0O0UT C€ ETUMHHHpA M3

¢unrpauns (7,5 Vh), koeTo nokasea, 4e oCBEH MMOMepyaHa QHITpalius ce K3BLPIUBA U
cekpeuns. [lo-manko ot 20% oT nepopanHaTa Hena3ada 4o3a ce eTHMHUHHNDA ¢ QPeKanHY
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JIpyrul crielanHy nmomynauun

Heduampuurna nonyrayus

Kvpmavema na svipacm nod 1 zoduna: apMakoKHHETHKATA, apMaKkoauHaMuKaTa U 6e3onacHocTTa
Ha OCEITAMMBHP Ca OLIEHEHH B JBE€ HEKOHTPONHPAHH OTBOPEHH NPOYYBAHHA, BIIIOYBAIM 38Pa3eHH C
rpHUII fela Ha Bh3pacT noj eaHa rogrHa (n=135). CkopocTTa Ha KIHPEHC Ha aKTUBHHA METa0ONHT,
KOpMIHpaHa 33 TeJIECHOTO TEr1o, HaMalaBa IPY BB3pacT M0 €4Ha roAHHa. EKCro3uuaATa Ha
mMeTabonuTa ChIO € NO-MPOMEHIYBA NPH Hall-MankHTe KbpMadyera. HanvMyHuTe 1aHHHU NoKassar, 4e
eKcrno3HUMATA ciaed a03a 3 mg/kg npu KbpMaueTa Ha Be3pact 0 — 12 Mecena ocurypsiBa ekcrno3nuMy
Ha NpeANeKapCcTBOTO M MeTabonura, KOUTO e oYakBa Aa bnaar edukacHH, ¢ Npodun Ha He30NacHOCT,
CPaBHMM € TO3H NMPH NO-TONEMH Jella H BB3PAcTHH, NOTyYaBallln ogo0peHarTa 103a (BXK. To4UKH 4.1 n
4.2). CLo0OWeHHTe He)XKEJTaHH peaKLK €a B ChOTBETCTBHE € YCTAHOBEHHA nNpodun Ha 6€30nacHoCT
NpH No-roJIEMHU JeLa.

JIunceaT AaHHYW NPH KbpMadeTa Ha Bb3pacT nol | roamua 3a npopuiakTHKa Ha IPUN ClIEd
eKkcrno3uimAa. [IpodunakTHKaTa No BpeMe Ha IPHIHA ENNIEMHUA B O0LLIECTBOTO HE € NMpOyYBaHa NpH
fela Ha Bu3pacT noa 12 roauHx.

Ipoghunaxmuxa na zpun cred excnosuyusl npu KepMavema nod [-2o0uwind 6b3pacm no gpeme Ha
nandemwsi: CUMynalRaTa Ha NpUIOXKeHUe BeAHbXK JHeBHO Ha 3 mg/kg npu kppMadeTa < | roguHa
[MOKa3Ba €KCNO3ULMA B CHILATE FPaHULIM WIK NNO-BHCOKA OT Ta3H NPH NPUI0KEHHE BEIHBXK JHEBHO Ha
75 mg npH Bb3pacTHH. EXCIIO3MLMATA HE NMPEBHILABA TAa3U MNpPH JedyeHHe Ha kbpMaueTa < 1 roauHa (3
mg/kg ABa ITbTH AHEBHO) U CE 04axBa Ra J0Be/e A0 CPpaBHUM Npodua Ha Ge30MacCHOCT (BXK. TOUKA
4.8). He ca npoBexXIaHy KIHHWYHH W3NUTBAHHA ¢ MpOQHIAaKTHKA TPH KbpMayeTa Ha Bh3pacT < ]
roMHa.

Kvpmauema u deya na gu3pacm I 2o00una unu no-copemu. PapMakKOKMHETHKATA HA OCENITAMMBHD €
OLIEHABaHa BbB (PaAPMAKOKMHETHYHH MPOYUYBAHUA C €JHOKPATHO NPUIOKEHHE NP KbpMayeTa, Aela U
FOHOLIM Ha Bb3pacT oT 1 1o 16 rognHyu, PapMakOKHHETHKATa [IPK MHOTOKPAaTHO NPHAOKEHHE € Ouiia
Mpoy4eHa MpH MainbK Opoli Aelia, BKITIOYEHH B KIHHWYHO H3MHUTBaHE 3a epUKacHOCT. [lo-Mankure
Jela ca OTAENHWAN NMPEAIEeKapCTBOTO M AKTHBHHA My MeTa0OoNUT No-0bp30 0T BH3PACTHUTE, KOETO €
NOBENO A0 MO-HUCKA eKCIO3UIUA 3a AaaeHa a03a B mg/kg. Jlo3un ot 2 mg/Kkg nasaT €KCIo3HUHUH Ha
oceNTaMHBHpP KapOOKCHIaT, CpaBHUMH € Te€3U, NOCTHTHATU NPH Bb3PACTHH, [10JyYaBallHd €JHOKPATHA
po3a ot 75 mg (npubnuaurento 1 mg/kg). PapMakoKHHETHKATA Ha OCENTAMUBHP NPH A€LA H IOHOILIN
Ha BB3pacT 12 roXMHH HIM NO-TONIEMH, € TOA00OHA HAa Ta3H NPH BL3PACTHUTE.

Cmapuecka év3pacm

Excrno3numaTa Ha aKkTUBHUA MeTabONUT B CTAlIMOHAPHO CHCTOAHME € 25 10 35% no-BHCOKA ITpH Xopa
B CTapHecka Bb3pacT (Ha Bb3pacT oT 65 10 78 roauHH) B cpaBHEHHE C Bh3PAcTHH NMoA 65 roquHy cnen
NpUIOXEHHE HA CPABHHUMHU J03U ocentaMuBHp. 1101y KUBOTHT, Ha0NOJaBRaH IPH XOpa B CTAPUYECKA
BB3pacT € nogodeH Ha TO3M, HabmoaaBaH IPpH MNAaIU BE3PacTHH. Bb3 OCHOBA Ha NEKapCTBEHATa
eKCITO3HLIHA H NMOHOCHMOCTTA, HE e HeoOX0AMMO KOPHI'MpaHe Ha J03aTa IPH Xopa B CTapyecka
BH3PACT, OCBEH aKO HAMA JAaHHH 332 YMEPEHO UIH TEKKOo OpOpeuHo yepexaaHe (KpeaTHHHHOB
KJAupsHC noA 60 ml/min) (Bxk. Touka 4.2).

bvbpeuro yapedicoane

[Tpunoxenuero Ha 100 mg ocenramusup gocdar A8a MbTH AHEBHO B NPOABIDKEHHE HA 5 AHU NPDH
MaMeHTH C pa3IMyHa CTeneH Ha ObpOpetHo yBpexxaHe rnokasga, e eKCrno3uLHaTa Ha OCENTAMUBHP
xapOokcunat € obpaTHO MPONOPLMOHANIHA HA HAMAaNeHHeTo Ha ObOpeyHaTa gyHKiMA. 3a JO3UPOBKATA
BIKTE TO4dKa 4.2.

YepnodpobHo ygpedicoane
[IpoyuBanms in vitro ca nokasany, 4ye He c€ 0YaKBa 3HAYMMO MMOBHIIABAHE HA €KCIIO3H
OCeTaMHUBHP, HUTO IThK 3HAYUMO HAMAIEHHE HAa EKCITO3HIIHATA HA aKTHBHUA Metadon
nauMeHTH ¢ 94epHoapoOHO yBpexaaHe (Bak. Touka 4.2).
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bpemennu xceru

O6001eH nomynaluoHeH ¢papMakOKHHETHYEH aHANK3 [10Ka3Ba, Ye CXeMaTa Ha mpuiaraHe Ha
OCEJITAMHBHP, ONMMCaHa B Touka 4.2 , JI03UpOBKA M HAYMH HA NPHIOKEHNE", BOJR A0 NO-HUCKA
excno3uuma (30% cpenHa BeMYKHA 33 BCHYKYA TPHMECTPH) HA AKTUBHHA METAOOJIUT NTpU GpeMeHHH
KEHH, B CPaBHEHHUE C JKE€HH, KOUTO He ca OpemeHHH. [To-HuckaTa ouyakBaHa eKMO3HLUA obaye 0CTaBa
HaJ HHXHOUTOpHMTE KOHUeHTpaluH (1C95 cTOMHOCTH) U B rpaHMLIUTE HA TEPaNeBTHYHOTO HUBO 3a
peaMlia IIaMOBe Ha IPMMHKA BUpyc. OcBeH TOBa, MMa JaHHH OT 00CepBALIHOHHHM NPOYYBAHNS,
MOKa3BallM N0J13aTa OT HACTOALATA CXeMa Ha MNPWIArase rpy Tazv NOMynays NalHeHTH.
CrnefoBaTelHO, He ce MpenopbyYBa KOPHIrHpaHe Ha J03ara 3a OpeMeHHU KeHHU MPH IeYeHHe WM
npodWIakTHKA Ha IpHII (Bx. To4ka 4.6 PepTHIHTET, OPEMEHHOCT H KbPMEHE).

74 MYHOKOMNPDOMEMUPAHU NAYUEH MU

[MomnysauMoOHHH GapMaKOKHHETHUHY aHATH3H [TOKA3BAT, Y€ NEeUEHHETO Ha Bh3PACTHH M MEAHATPHIHH
(< 18-roZuIIHA) HMYHOKOMIIPOMETUPARH NTALIMEHTH € OCEIITAMUBHP (KaKTQ € ONMHCAHO B To4uKa 4.2.
J03MpOBKA M HAYMH Ha NPUIOXKEHKE) BOAU A0 NIOBHLIEHA [TPOTHO3HA €KCIIO3HLUMS (OT NPHOJIU3UTENHO
5% no 50%) Ha akTUBHUA MeTA0ONUT B CPABHEHHE C HMYHO- HEKOMITPOMETHPAHH NaLMEHTH ChC
CpPAaBHHM KPEATMHUHOB KNHPBHC. [lopany WHPOKUTE rpaHHLM Ha 6€30MacHOCT Ha aKTUBHUA
MeTaboJIHT, 00aye He € HeoOXoaUMO KOPUIMpaHe Ha 403aTa NPH NALUECHTHTE 3apagH
UMYHOKOMIPOMETHPaHHA UM cratyc. [IpH HMyHOXOMITpOMeTHpaHH naunerTy ¢ 6s0peuHo
yBpexKAaHe, obaye no3ute TpadBa Aa ce KOPUrHpPAT, KaKTO € OMHCaHo B To4Ka 4.2. J[o3upoBKa U
Ha4HH Ha NPUNOXKEHUE.

DapMaKOKUHETUYHHTE U (apMaKOAHHAMUIHHTE aHANW3H OT JBE [pOyUBaHHA NpH
UMYHOKOMITPOMETHPAHH MallHeHTH [T0Ka3BaT, Y€ HAMA 3HaY¥Ma JOMBAHUTENHA M0/3a OT EKCIO3NLIMM,
10-BUCOKH OT MNOCTHIHATHTE CJIe] MPUIOKEHHETO HA CTaHAApTHATa A034.

5.3 TIpeAKNTHHHYHM JaHHH 38 De3zonacHocT

HeknHHHMMHKTE JaHHH He MOKa3BaT 0cobeH puck 3a Xopa Ha §6a3aTa Ha KOHBEHIHOHANHHUTE
dapMaxoNOruuHH NPOy4YBaHKUA 3a 6€301MaCHOCT, TOKCHYHOCT NP MHOTOKPATHO MpUnaraHe u
reHOTOKCHYHOCT. Pe3ynTaTHTe OT KOHBEHUHOHATHHY NPOYYBAaHHA 32 KapIUHOTEHHOCT MPH IrpU3ayy
MTOKA3BAT TEHACHUMA KbM A03a-3aBHCHMO MOBHIIEHHE HAa Y€CTOTATA HA HAKOH TYMOPH, KOHUTO Ca
TUITHYHH 33 M3I0I3BAHUTE BUAOBE rpu3aud. KaTo ce uMar nmpeABHI rpaHHLINTE HA €KCIO3UIUS 0
OTHOLIEHHE Ha OYaKBaHaTa €KCMO3IMLIMA NpH yrnoTpeba npy xopa, Te3u JaHHU He NPOMEHAT
ChOTHOLIEHHETO MOJI3a/PHCK Ha OCEITAMMBHP NPH 0100peHUTE TepaneBTHMHH NOKa3aHuA.

TepaToJIOTHYHHTE MPOYYBAHUS Ca MPOBEJECHH BHPXY IUIBXOBE W 3aliliy B 1034 ChOTBETHO A0 1500
mg/kg/aHesno 1 500 mg/kg/nHesno. He e HaOnronaBan edekT BbpXy $ETATHOTO pa3BUTHE.
[Tpoyusane Ha GepTHINTETA NPH ITBXOBE B 1034 0 1500 mg/kg/nHeBHO He € MoKa3ano HexelaH!
peakuMH BbpXy ABara nona. [Ipy npe- ¥ NOCTHATAJIHKTE ITPOYYBAHUA IIPH [THXOBE € 0TOENA3aH0
yABJKABaHe Ha paxaaneTo npu 1500 mg/kg/AHeBHO: rpaHHUaTa Ha 6€30MMaCHOCT MEXIY
eKCIMO3HLIMATA NPH X0pa ¥ Hall-Bucokara 033 6e3 edext (500 mg/kg/AHEBRO) NPH TUTEXORE €
¢choTBeTHO 480 ITHTH 32 OCENTAMUBHD H 44 MLTH 33 aKTUBHHA MeTabonuT. DeranHara excnoInuusa
pH ILTBXOBE Y 3aiil € MpUubIuInTeNHo 15 no 20% ot Ta3n Ha Malikara.

ITpH IIBXOBE C NAKTalHsd OCENITaMUBUD U AKTHBHHUAT META0OHUT C€ EKCKPETUPAT B MIIAKOTO.
OrpaHHYeHH JaHHH MOKAa3RaT, Y€ OCEJTAMMBUP U AKTHBHUAT METabONUT ce eKCKPETHPAT B KbpMarTa
npu xopa. I1pH ekcTpanonupaHe Ha JaHHUTE OT XXMBOTHH Ce noJjydasar cToltHocTH ot 0,01
mg/axesHo U (0,3 mg/IHEBHO 32 CLOTBETHUTE CheAHHEHHS.

HabnrogapaH e NOTEHLHAN 32 KOXXHO CeHCHOMNU3KMpaHe KbM OCeNTaMHUBHp B "maximisation”

BELIECTBO, [IOKA3BAT EpHTEMA Clle[] IPOBOKALMA HA HHAYUHpaHH XHBOTHH. HaGnonae
Jpa3sHeHE Ha OYH Ha 3aKLIH.
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BBIpeKy 1€ MHOTO BUCOKH €JHOKPATHH TepOpaiHi A03H ocenTaMMBHp docdar noa popmara Ha con,
10 Haii-BucokaTa HicneasaHa no3a (1310 mg/kg), HAMaT HexenaHH peakUHH{ NPU Bb3PacTHH ILTBXOBE,
Te3H AO3H Ca NPEAHIBMKANY TOKCHYHOCT, BKAYUTENHO CMbPT, IPH MAJIKM 7-AHEBHM NnbX4era. 1e3u
peakuyu ca Habmonasasu mpu 4034 oT 657 mg/kg u no-eucokH. [1pu 500 mg/kg He ca ycraHOBeHH
HeXXeJIaHH PeaKUiH, BKIIOYHUTENHO U cnefl XpoHHYHO TpetHpaHe (500 mg/kg aHeBHO, Mpunaraiy ot 7
oo 21 aeH ciel paKIaHETO).

6. DPAPMAUEBTHYHH TAHHH

6.1 Cnuebk HA NOMOIIHHTE BEILECTBA

beraday 30 mg TBLpAM Kancynu

Kancynno cvodvpsicumo:

[IpexenaTHHA3INPAHO HULECTE (NOJYY€HO OT UaPEBHYHO HULIECTE)
ITorupoH (K-29/32)

KpockapMmenosa HaTpHi

Tanx

Harpres creapundymapar

Cvcmas Ha kancyrama.
TA710 HACHTEHO XBATO!
TutanoB auokcua (E171)
JKBnT kKeneseH okcun (E172)
Xenarux

Kanaue HaCHTEHO XDBJITO:
Turanos auoxkcua (E171)
JpnT xenesen okeun (E172)
JKenaTuH

betadgay 45 mg TBLPAU KanCyiH

Kancyano cvovpaicumo:

[TpexenaTHHH3MPAHO HULIECTE (IOAYYEHO OT UAPEBUYHO HHUIIECTE)
IMounoH (K-29/32)

KpockapMenosa HaTpuii

Tank

Harpues creapundymapar

Cycmas va kancyaama:
Tano 6s10 Henpo3payHo:
TutaHos auokcHa (E171)
Xenatuu

Kanade 65J10 HEMPO3PAYHO:
Turanos anokcua (E171)
Xenatvr

beradpay 75 mg TREpAM KANCYNH

Kancyano cv0wbpocumo:

[TpexeaTUHHU3NPAHO HHINECTE (MTOTY4YEHO OT LIapeBUYHO HUIIECTE)
[Tounox (K-29/32)

Kpockapmeno3a HaTpuH

Tank

HaTpues creapundymapar
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Cvcmas na kancynama.
Tsano 6510 HEMpO3payHO:
Tutanos auoxcug (E171)
KenaTHH

Kanaue HACHTEHO XBJTO;
Tutanos auokcua (E171)
Kunt xenezen okcun (E172)
Aenatus

6.2 HechBMECTHMOCTH
Henmpuinoxnumo
6.3 Cpok Ha roaHoct

Beradury 30 mg/45 mg/75 mg TBepAHU Kancynu: 3 (TpH) roAHHH.

CrxpaHeHUe Ha CYCNEeH3MATa, MPHUIOTBEHA B antTekara
Cpok Ha roanoct 10 anm mpu cexpanenne noxa 25°C.

6.4 Cneunajlnu ycioBHA Ha ChXpPaHEHHe
[lpu remneparypa noa 25°C.

3a yCJIOBHATA Ha ChbXpaHEeHHE Ha CYCIeH3NATa, IPHIOTBEHA B ANTEKa, BHKTE TOYKa 6.3.

6.5 BuaH CHLALPKAHHE HA ONNAKOBKATA

Bnucrep or PYC/PVAC/PVC/AL
10 xancynn B bnucrep. 1 6aucTep B KAPTOHEHA KYTHMKA.,

6.6 CneunajHun NpeANa3HH MEPKH HPH H3XBLPJIAHEe H paboTa

Heuznon3igaHHAT ITpOAYKT WIH OTNAABYHHTC MaTEPHAIIH OT HCIo Tpﬂﬁﬂﬂ da CC HIXBBPIIAT B
CBOTBETCTBHE C MECTHHTE N3IUCKBAHHA.

EkcreMnopaiHa ¢popma

Koecamo nama ocenmamueup npax 3a nepopanHa CycneH3un

[TpoMHIUNEHO TPOM3BEAEH OCENTAMUBHP Mpax 3a nepopanHa cycnedsus (6 mg/ml) e npeanovHTaHUAT
NPOXYKT 3a NEANaTPHYHU U Bb3PACTHU NMALMEHTH, KOKTO UMAT 3aTPYAHEHHA NMPH NMPENTBILAHETO Ha
KafCyJI4, WIH KOraTto ¢a HeoOxoauMu no-HUCKH 103K, B coyyail, ye HAMa NpOMHILIEHO NPOU3BEIEH
oce/ITAMMBHp ITpax 3a MepopajiHa cycneH3ns, PapMaleBThT MOXE 1a NIPUIOTBH CycneH3nd (6 mg/ml)
OT OCEJITAMMBHP KAarCyJiH, WIH MaLHEHTHTE MOXKE Aa CH NPUTrOTBAT CYCIIEH3HATA OT KAlMCYJH B KbILH.

Tpabea na ce mpeano4yTa mpenapar, NPHroTBEH B anTeKarta, IIpela NPHroTBEHHA B JOMAIIIHH YCJIOBHA.
[TogpoOHa rHbOpMALMA 32 IIPUrOTBIHE B JOMALUHH YCIOBHA MOXE [a C€ HaMEPH B JINCTOBKATA 34
MaluMeHTa Ha OCENTAMUBHUD Kancyiu B , IlpuroTesHe Ha TeueH OcenTaMUMBHP BKBILIH .

3a npuiaraHde Ha CYCNEH3HATA, NPUIrOTBEHA B aNTEKATA, KAKTO W 32 NPOLEAYPUTE 34 JOMALIHO
MPHroTBAHe, TpAORA a ce OCHTYPAT CIIPHHLIOBKH ¢ Noaxoasil obem U rpagyupane. B asarta ¢

npaBwiIHHTE 06eMu TpAOBa Aa ca oTOeNd3aHH BbPXY CIIPHHLOBKHTE.

[IpHroTBgHE B anrekara
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6 mg/ml cycneH3us, MPUroTBEHA B 4NTEKATA OT KaNcCyJIH

Bw3pacmuu, oHowu u xbpmavema, u deya Ha 8b3pacm | coduna wiu no-zoremMu, KOumo He cd 8
CBCIMOSHUE O ROZTBIIAM YEeRU KaNncyau

Tasu npolexypa ONMACBAa NMPUTrOTBAHETO HA 6 mg/ml cycneH3us, KoaTo e OCUrypy Ha €IMH MALHEHT
JOCTAaTHYHO JEKApCTBO 32 S-IHEBEH KYPC Ha JiedeHue unu 10-aneeeH Kypce 3a npodunakruxa. [Tpu
MMYHOKOMIPOMETHPAHH NallkeHTH € HeoOxoaum 10-gHEREH Kype Ha nedeHue.

dapMaleBTbLT MOXE Ja MpUroTeH 6 mg/ml cycneHsug ot ocentaMueup 30 mg, 45 mg unu 75 mg
KaICyiH, KaTo H3Moji3Ba Boja, ceabpxama 0,05% 1./006. Hatpues Oenzoat, 10OaBEH KaTO KOHCEPBaHT.

[1epBO, H3uHCcHeTe 0OIMa 00eM, HEOOXOAUM 32 MPHUIOTBAHE H OTITYCKAHE, KOATO LIE OCUTYPH 5-
AHeBEH Kypc Ha nedeHue uiM 10-aHeBeH Kypce 3a NpodunakTHka Ha nauueHra. Heobxoaumuar obw
o6eM ce onpenens crnopel TErVIOTO Ha MAaLMEHTa, ChIJIACHO NpernopbKUTe B Tabnuumara no-aony. 3a aa
MOXKe 1a ce M3TErNU ToOUHUAT 06eM 10 10 no3u (2 u3TeriaHUg 33 AHEBHA 034 34 JICUEHUE B
NPOABb/IKEHHE HA 5 IHM), NpH NMPUTOTBAHE HA A03ara TpadBa fa ce B3eMe MpeBHA KONOHKATA,
nokazpaia 3arybarta npu H3IMEPRAHETO.

3a UMYHOKOMIIPOMETHPAHH NAUMEHTH, H3uHcaeTe obmus obem, HeoOXOAUM 3a IMPHTOTBARE H
OTITYCKaHe, KOATO mie ocUrypH 10-aHeBer Kypc Ha nedeHue 3a nanuenra. Heobxoonmuar o obem ¢
yKa3aH B TA0JIMLATA 32 UMYHOKOMITPOMETHPAHH NMAUMEHTH TO-A0IY H C€ ONPEAeia Cropel TErVIOTO Ha

NaluMeHTa. 3a Ja MOXKe 1a C€ M3TErIM TOYHMAT 0bem a0 20 no3u (2 u3TernsHuA 3a JHEBHA 1034 3a
nedeHHe B MpOIL/KeHWEe Ha 10 IHH), IPH MPUIOoTBSHETO TPAORBa Ja ce B3eMe IpedBHI KONOHKAaTa,
noKa3palla 3arybara npH H3IMEPBaHETO.

Obem Ha 6 mg/ml cycneH3us, NPHroTBeHA B ANITEKATA Bb3 OCHOBA HA TEIJVIOTO HA NauHeHTA (32
S-aneBeH Kypc Ha JeueHne Hau 10-1HeBeH Kypc Ha NpPoPHIAKTHKA)

TeJIeCHO Terno
(kg)

O0w obem 3a npuroTesaHe cnopea
TErJ0To Ha nauueHra (ml)
3ary6aTa npx n3MepBaHeTO He €
B3€Ta NpeABH

O6i 06em 32 NpUroTBEAHE COOpEN
TerJ10To HA nauHeHnTa (ml)
JarybaTa npu H3IMepBaHETO €

B3€Ta N peaBHA

10 kg no 15 kg 50 ml 60 m! wiu 75 ml*
> 15 kg no 23 kg 75 ml 90 ml wu 100 ml*
> 23 kg no 40 kg 100 ml 125 ml
> 40 kg 125 ml 137,5 ml (»au 150 ml)*

*B 3aRHCHMOCT OT KONHYECTROTO HA AXTHRHOTO BEIISCTBO B H3NON3BAHATA Kancyla.

Obem Ha 6 mg/ml cycneHiHda, TPHroTBEHA B ANTEKATA BRL2 OCHORA Ha TErJIOTO HA NalHeHTAa (3a
10-nHeBEeH KypC Ha JleyeHHe HA HMYHOKOMIIPOMETHPAHH NALIHEHTH)

TenecHo TErno
(kg)

0611 06eM 3a NpRroTBAHE CIOPEN
TerJoTo Ha namHeHTa (ml)
3arybaTa npH H3IMEPBAHETO He €
B3€Ta NpeaBH

061 o6em 3a NpHroTBAHE CNOpen
TerJ1I0To HAa nanHesTa (ml)
3aryfara npH H3MepBaHeTO €
B3ETA NpeaBHA

10 kg no 15 kg 100 ml 125 ml
> 15 kg 0o 23 kg 150 ml 187,5 ml
> 23 kg 1040 kg 200 ml 250 ml

> 40 kg 250 ml 300 ml

OT ropHarta Tabauua) Ha 6 mg/ml cycneHs3nd, IPUroTBEHA B ANTEKaTa, KakTo € Moka3s

Mo-10Y:
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Bpoii Ha kancy/uTe H KOJIHYECTBO Ba HOCHTENd, He0OXOAHMH 32 NPHIroTBAHE Ha 001K 06eM
Ha 6 mg/ml cycneHiusi, IPUroTBEHA B ANTEKATA (38 S-IHEeBEH Kypc HA JedyeHHe HH 10-aAHeBeH
KYp¢ Ha NPOPUNAKTHKA)

061z obeM Ha Heo6xonum 6Gpoit kancyau ocelTaMHBHP Heobxoaum obem
CYCNIEH3IHATA 34 (g oceITAMHBHp HA HOCHTENA
NPUroTBgHE 75 mg 45 mg 30 mg
60 ml Mons, 8 xancynu 12 xancynu 59,5 ml
H3no3Baiite (360 mg) (360 mg)
Kancyjiy ¢ apyro
KOJIMYECTBO Ha
AKTHBHOTO
BeIecTBO®
75 ml 6 kancynm 10 xancyau 15 kancynu 74 ml
(450 mg) (450 mg) (450 mg)
90 mi Mons, 12 xancysu 18 xancynu 89 ml
H3mnosn3Baiite (540 mg) (5340 mg)
KAnCyJaH ¢ ApYyro
KOJIMIECTBO Ha
AKTHBHOTO
BEINECTBO™
100 ml] 8 Kancynu Mons, 20 kancynu 98,5 ml
(600 mg) H3noa3epaiTe (600 mg)
Kancyiu ¢ Apyro
KOJIHMECTBO Ha
aKTUBHOTO
BellecTBO*
125 ml 10 kancynu Mons, 25 kancynu 123,5 ml
(750 mg) H3MOJI3BANTE (750 mg)
Kancyy ¢ Apyro
KOJIHUECTBO Ha
aKTUBHOTO
BellleCTBOY
137,5 ml 11 kancyiu Mouns4, Mons, 136 ml
(825 mg) W3MOJI3BaNTE W3Mon3BaTe

KalCy/H ¢ ApYyro
KOJIHYECTBO HA
aKTHBHOTO
BeniecTeo®

KarcCyJy ¢ Apyro
KOJIMUECTBO Ha
AKTUBHOTO
BenlecTso”

* HaMa xoMOMHALMA C TAKOBA KOJHIECTBO HA AKTHBHOTO BEIUIECTBO B KalCcylld, KOATO MOXKC N1a CC HANMOM3BA 3a ITOCTHIrAHC Ha
WCIaAHATA KOHLUCHTPAIIHA, 3aTOBE MOJIA H3non3BanTe Kancyia C apyro KOJH4YCCTBEO HA aKTHBHOTO BCLICCTRO.

Bpoif Ha KancynuTe ¥ KOJAHYECTBO HA HOCHTEJIA, He00X0AMMH 3a NPUTrOTBRAHE HA 00LLUHA 00em
Ha 6 mg/ml cycneH3us, npuroTeeHa B antexkara (3a 10-qHeBeH Kype Ha JiedeHHe NpH

HMYHOKOMIOPOMCTHDAHHA IIHIIHEHTH)

00w obem Ha Heobxonum Opoill KancyJiu oceJITAMHBHP HeobGxoaum obem
CYCIIEHIHATA 34 (mg oceITaMHBHP Ha HOCHTENH
NPHIoTBAHE 75 mg 45 mg 30 mg
125 ml 10 kancynu Mons4, 25 kancynu 123.5 ml
(750 mg) H3noJ3BakTe (750 mg)

KalICYAH C Ipyro
KOMU4YCCTBO Ha
aKTHBHOTO
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BEWIECTBO™
187,5 ml 15 kancynu 25 Karncynu Mo, 185 ml
(1 120 mg) (1 120 mg) H3MON3BANTE
KaIncyJju ¢ Apyro
KOJIMYECTBO Ha
AKTUBHOTO
BEUIECTBO™
250 ml 2(} Kancynu Mons, 50 kancynu 246,5 ml
(1 500 mg) H3NOA3BANTE (1 500 mg)
Karncyau ¢ aApyro
KOJIMYECTBO HA
aKTHBHOTO
BelecTso*
300 ml 24 xancynu 40 xancynu 60 kancyau 296 ml
(1 800 mg) (1 8300 mg) (1 800 mg)

* Hama koMO1HAIMA C TAKOBA KONWHECTBO HA aKTHBHOTO BELISCTBO B KANCyJ/a, KOATO MOXKE 8 CE H3TIOA3EA 3a NOCTHIAHE Ha
HKEMAHATA KOHUEHTPAUMA, 1aTOB3 MOJIS H3N0IIBANTE KANCYNA ¢ APYTO KONKYECTRO Ha aKTHRHOTO BELIECTBO,

Tpeto, cneasaiite npoueaypaTa 10-40;Ty 3a MPUrOTBAHE Ha 6 mg/ml cycrieH3us OT OCeITaMUBHD

Kancynu:

1. B crbpkieHa yallla ¢ NOAXOQAIR pasMEp CIOXKETE MOCOYEHOTO KOJUYECTBO BOAA, ChAbpKaLla
0,05% 1./06. HaTpreB GeH3oaT, 00ABEH KaTO KOHCEPBAHT.

2. OrBopere NOCOYEHOTO KOJIMUECTBO OCeNTaMUBHUP KaIICYJIH U MTPEXBBPIIETE ChABPKAHUETO HA
BCAKA KaNcyJla JHPEKTHO BhB BOAATA C KOHCEPBANUT B CTHKJIEHATa Yalla.

3. Pa36bpkpaliTe B NpoABLIKEHHEe Ha 2 MHHYTH C [10aX0A1lta 6bpkanka.
(3abenexka: NekapCTBEHOTO BELLECTBO OCENTAMHUBHP ¢ochar ce pa3TBaps JIECHO BLB BOJA.
CyceH3HaTa ce Ab/IKH Ha HAKOH OT NMOMOIIHUTE BELIECTBA Ha OCENTAMUBHP KalCy/, KOUTO ca
HEpPA3ITBOPHMH. )

4. [Ipexebpiere cycneH3uATa B OyTHIKA OT ThMHO CTBKJIO WIH TbMEH NTONIUETHIEHTEpEedTaIaT

(PET). Moske na uanonaeate QyHRA, 3a 1a niberneTe panuBaxe.

3aTeopete OYTUIIKATa KaTO M3IMOI3BATE 3alIMTEHA OT JELA KanayKa.

6. [TlocTtaBeTe MOMOLLUEH €THKET BbLPXY OyTUIIKATA ¢ HAANKC “‘Palknarere BHUMATENHO Npedy
ynoTpeba”.
(3abenexka: Tazu npHroTBeHa cycrneH3ua TpaOBa Ja ce pa3KJaTH JIEeKO Npeay NpHIoKeHHe, 3a Ja

ce CBele R0 MAHHHYM TeHIEeHLMATA 3a 3aXbpXKaHe Ha BB3OyX.)

7. HaiiTe yKa3aHnA Ha pOOUTENS WK Ha OonHornena4Ya, 4Ye BCHYHKH OCTaHANIA MaTEPHAIH ciell
NPHKIIOYBRAHE Ha IeYeHHETO TpAbBa aa ce u3xewpnar. [Ipenopbusa ce Tazu HHGOPMaLUA Ja ce
JdajJe KaTo Ce MOCTaBM MOMOILLIEH eTHKET HA OyTHIKaTa Wik ce 100aBH ykazaHHe KbM €THKETa ¢
UHCTPYKLMH OT afnTeKara.

8. [IlocTtaBeTe eTHKET CbC CHOTBETHATA JaTa HA U3THYAHE HA CPOKA HAa NOJHOCT ChINIACHO YCJIOBHATA
Ha CbXpaHreHHe (BX. TO4Ka 6.3).

Lh

TTocTaBeTe anTedeH eTHKET BRPXY OYTIIKaTa, KOHTO BKIKOUBA HMETO Ha MalMEHTa, YKa3aHuA 3a
MpuiaraHe, JaTa A0 KOATO MOXE 1a ce M3M0J3Ba, KME Ha JIEKapCTBEHHA NPOAYKT ¥ Apyra Heo0xoanma
HH$opMaLKA B CLOTBETCTBHE C MECTHHTE peryJlaTOpHH H3MCKBaHHA 3a anTekuTe. Hanpasere crpaBka

¢ Tabnuuara MO-aQJTY 334 MOAXOIALINUTE YKA3dHHA 3a MTpUIlaraHne.

Tabauna 3a NpHJaraHe Ha 6 I'llg/Il'Il CYCNNEH3IHA, NDHI0TBE€HA B AIITEKATA OT OCE/ITAMHBHP
KalICYJIH, 32 NAaLHCHTH HA BbipalT 1 roaHHa KJIH NO-roJieMH

Tenecno Ho3a ObeM 32 Ho3a 3a J1o3a 33 neyeHue IIpodpuaakTHYHA
TerJo (mg) A03a JIeYCHHE (3a 10 auu**) no03a
(kg) 6 mg/ml (3a 5 nun) | HMyHOKOMIpOMETHpaHH
NalMeHTH
10 kg o 30 mg Sml 5 ml nBa 5 ml nBa ITbTH RAHEBHO
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15 kg ITbTH JHEBHO
JAHEBHO
> 15kg 45 mg 7,5 ml 7,5 ml asa | 7,5 ml nBa MbTH AHEBHO 7,5 m] BeaHbK
oo 23 kg TLTH AHEBHO
JHEBHO
> 23 kg 60 mg 10 ml 10 ml asa | 10 ml aBa meTH AHEBHO 10 ml BeoHsXxK
1o 40 kg ThTH OHEBHO
AHEBHO
> 40 kg 75 mg 12.5 ml 12,5 ml oBa 12,5 ml nBa meTH 12,5 ml pegabx
TbTH IHEBHO IOHEBHO
IHEBHO

* [IpenopBYATENHATA NPOILIDKHTETHOCT IPH HMYHOKOMITPOMETHPAHH MAIMEHTH (> l-rogpmiHa su3pact) e 10 nun. Bruxre
Crneyuannu nonyaayuu. Amynokomnpomemuparu NALMEHTH 33 NOBede HHGOpMALHA.

OtnyckaliTe cycrneH3naTa, MpUroTBEHa B anTekara, ¢ rpalyHpaHa CIMpHHLOBKA 3a NepopaiHy GopMu
332 H3IMEPBAHE Ha MAIKH KOAMYECTBA OT CYCNEH3HATA. AKO € BL3MOXKHO, 0TOENEXKETE HIIH
nogyepralTe AeieHHETo Ha CIPHHLIOBKATA 3@ nepopanhu GopMH, ChOTBETCTBALIO HA MIOAXOAAIIATA
no03a (cernacHo Tabnuuara 3a no3dpane no-rope) 3a BCEXH MaLueHT,

bonxornenausT TpalBa na CMECH NOAXOAAIIATA A03a C PABHO KOJIWYECTBO CNaAKa TEYHA XpaHa, Hamp.
nojacnajceHa BOAa, INOKONAg0B CHPOI, CUPON OT YepeLl, JECEPTHH 3aTMBKH (Halp. CHpOII OT KapaMen
K4 Hyra), 3a Aa ¢€ MacK¥pa ropuHBHiA BKYC.

Kvpmauema na ev3pacm nog 1 coduna

Tasu npoLieaypa ONMKUCBa MPUTrOTBAHETO Ha 6 mg/ml CYCreH3Hs, KOATO 1€ OCHIYPH Ha EAMH NaLMEHT
DOCTATBYHO JEKAPCTBO 3a 3-AHeBeH Kypc Ha JedeHue uau 10-aHeBeH Kypce 3a npodunaktuka. [Ipu
HMYHOKOMITPOMETHPAHN DALKCHTH € HeoDXoauM 10-aHEBEH KypC Ha edyeHue,

dapmaleBTHT MOXKE a MpHUroTBu 6 mg/ml cycnensus or ocentamusup 30 mg, 45 mg uau 75 mg
KarncyJiH, KaTo H3MoA3Ba BoAa, Chabpxaila 0,05% T1./06. naTpues OeH3oar, 100aBEH KaTO KOHCEPBAHT,

[Tepeo, u3uKcnere 00WMA 06eM, He0OX0 MM 32 NPUIOTBAHE U OTIIYCKaHE 32 BCEKU NALMEHT.
HeobxoauMuaT obur obem ce onpeacna Crnopel TErTOTO HA NAUMEHTA, ChbIacHO MPENOPHKHTE B
tabnuuara no-aomy. 3a Aa MOXKe [a ce M3Ter1d TOUHNA 00eM o1 10 po3H (2 U3TETNSHHA 334 IHEBHA
1034 33 JeYeHUe B NMPOAbIKEHNE Ha 5 OHU), IPY NPHIOTBAHE Ha N0o3aTa TpAOBa a ce B3eME NpeaABK ]
KOJIOHKATA, NM0Ka3Ballla 3arybara npH H3MepBaHeToO.

3a UMYHOKOMITIPOMETHPAHHU NMAaUHEHTH, H3unucaeTe obius obeM, HeoOX0AUM 3a NIPUTOTBAHE U
OTIYCKaHe, KOWUTO e ocurypn 10-1HeBeH Kypc Ha JedeHne 3a nauueHTa. Heobxogumusat obw obemM e
YKaiaH B TﬁﬁHHHaTH Mo-10JTY H CC ONpEACAA CNIOPEA TErNMOTO Ha NALTNEHTA. 3a Ja MOXKe a4 C€ U3TETNH
TOYHHAT 00eM 0o 20 go3u (2 u3TersHMuA 3a JHEBHA /1032 33 JIeyeHHe B MPOXbIKeHHe Ha 10 auu), npu
NPUroTBAHETO TPAOBA Aa C& B3eMe NMPEABRHA KONMOHKATA, MOKa3Balla 3arybara Npu U3MEpBaHEToO.

O6em Ha 6 mg/ml cycneH3Hs, MPUroTBEHA B ANTEKATA Bb3 OCHOBA HAa TerJ0TO HA NanHeHTa (38
S-AReBeH KYpC Ha JedeHne uiau 10-1HeBeH Kype Ha NPOPHIAKTHKA)

TesrecHo TEr0 061 00eM 32 NPHroTBAHE O6m obem 3a npuroresiHe
(kg) cnopel TerJJOTO Ha NALHEHTA | cnopel TerJoTO Ha NMalHeHTa
(ml) (ml)
3arybaTa npu U3IMEPBAHETO 3arybaTa npM H3MEpRAHETO €
He € B3eTA NNpeABH B3€Ta NpeaBHa
<7kg 10 40 ml 50 ml
> 7 kg no 10 kg 50 ml 60 ml unn 75

* B 3aBHCHMOCT OT KOJIHSECTBOTO Ha AKTHBHOTO BELIECTBO B H3MORIBAHATA Kancyna.

27




O6eM Ha 6 mg/ml cycnenznga, NPHroTBeHa B ANTEKATA Bb3 OCHOBA HA TErN0TO HA NanyeHTa (3a
10-aHeBeH Kypc HA JieMeHHe MPH HMYHOKOMIIPOMETHPAHH MALLHEHTH)

TenecHo Terno 006w 0b6eM 33 NPUIrOTBAHE O6m obem 3a npuroreane
(kg) CTIOpeR TErJa0TO HA NAlUHEHTA | CNOpe] TerJioTO HA NANHEHTA
(ml) (ml)
3aryfaTa npn H3IMEpPBAHETO 3arybaTa npH H3IMEPBAHETO €
He € B3eTa NpeaBua B1ETa NPEIBHA
<7kg a0 80 ml 100 ml
>T7kgno10kg 100 ml 125 ml

Bropo, onpenenere Opos Ha KarnicyIUTE U KOJIHYECTBOTO Ha HocuTensd (Boda, ceaspxkaiua 0,05% 1./06.
HaTpHeB OeH30aT, 1o0aBeH KaTo KOHCEPBAHT), HE0OX0IUMH 3a MPUroTBAHE Ha o61MA obeM (M3YHCcIeH
oT ropHara Tabnxua) Ha 6 mg/ml cycneHsnd, NPUroTBEeHa B aNTEKaTa, KakTo € toxasaHo B Tabnunara

no-A0Jy:

bpo#t Ha KancyaHTe H KOJIHYECTBO HA HOCHTENA, HE00X0AHMH 34 NPHTOTBAHE Ha 00INHA 0DeM
Ha 6 mg/ml cycneH3ns, IPHIOTBEHA B ANTEKATa (33 S-AHEeBEH Kypc Ha JedeHHe HNH 10-aHeBeH

Kypc Ha NIpoPHIAKTHKE)

061 o6eM Ha Heobxoanm Gpoil kancyn ocenTaMHBHD Heo0Gxoaum obem
CYCNEeH3IHATA 34 (mg oceNTaMHBHp Ha HOCHTeNs
NPUroTBAHE 75 mg 45 mg 30 mg
50 ml 4 xancynu Mons, 10 kancynu 49 5 ml
(300 mg) M3Mo0n3BanTe (300 mg)
KaTcyau € Apyro
KOJTHYECTBO Ha
aKTMBHOTO
BeIeCTBO*
60 ml Mons, 8 Kancynu 12 xancynu 59,5 ml
H3INO/13BalTe (360 mg) (360 mg)
KaICyJIK ¢ ApYro
KOIMYECTBO HA
aKTMBHOTO
BeniecTso™
75 ml 6 Kancynu 10 kancynu 15 xancynm 74 ml
(450 mg) (450 mg) (450 mg)

* HaMa koMONHALMA ¢ TAKOBA KQJIHYECTBO HA AKTHBHOTO BEUISCTRC B Kalcyna, KOATO MOXKC 14 CC H3II0J3Ba 3a TOCTHIaHE Ha
AKENaHaTa KOHIICHTPALKA, 34TOBa MONTA HINOM3BaiTe Kancyla ¢ Apyro KONHYECTBO Ha aKTHEHOTO BCINCCTBO,

Bpoii Ha KancyJHTe H KOJIHYEeCTBO HA HOCHTE/IA, He00X0AHMHU 38 NPHroTBAHE Ha 00LIHA 00eM
Ha 6 mg/ml cycnenzun, NpHroTBEeHA B anTeKaTa (3a 10-q1HeBeH KypC HA JIeeHHe NPH
HMYHOKOMNPOMETHUPAHH NALHEHTH)

061 o6eM Ha Heobxonum Gpoll Kancy/iH ocenTaMHBUP Heobxoanm obem
CYCIIEH3HATA 33 (mg oceJTAMHBHD Ha HOCHTE/IA
NPHTOTBRHE 75 mg 45 mp 30 mg
100 ml 8 Kancynu Mo, 20 xancyniu 98,5 ml
(600 mg) H3noa3BaiTe (600 mg)

KalCyJy ¢ APYTo
KOJIHYECTBO Ha

AKTHEHOTO
BellecTBO*
125 ml 10 xancyau Mons, 24 kancynu
(750 mg) H3noa3Balite (750 mg)
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KalcCyJy ¢ ApYyro
KOJIHYECTBO Ha
AKTHBHOTO
BelecTBO®

* HaMa xoMOHHALINA € TAKOBA KONMHWHYECTBO Ha aKTHBHOTO BELIECTBO B KANCY/a, KOATO MOXKE Ia ce H3INO0N38a 32 AOCTHTAHE HA

KEITAHATE KOHLCHTPALHNA, 3aTO0BA MOJIA H3MONIBARTE Karicyna € apyro kONH49ecTBO Ha aKTHBHOTO BCIIECTBO.

TpeTo, cneaBaiiTe NpouegypaTa no-40My 3a IPUTOTBAHE HAa 6 mg/m! cycneH3na oT oceNTaMHUBHP
Kancynu:

1.

2.

N

B crpkiena yaiia ¢ mnoAXoAAll pasMEp CI0XeTe NOCOYEHOTO KONMHYECTBO BOAR, ChABPXKALIA
0,05% T1./00. HarpneB GeH3o0aT, 100aBEH KaTO KOHCEPBAHT.

OTBOpeTE NMOCOYEHOTO KONMHYECTBO OCRNTaMUBHP KAICYlIH U NMPEXBHPIETE ChABPKAHUETO HA
BCAKA Kamncy/ia AUPEKTHO BbB BOJATA C KOHCEPBAHT B CTBKNEHATA Yalia.

Paz6ppKkBaifTe B IPOABAXKEHUE HAa 2 MUHYTH C MOAXOAALLA ObpKaTKa.

(3abenexka: JiekapcTBEHOTO BEUIECTBO ocenTaMUBHp docdar ce pa3Tsaps JIECHO BB BOAA.
CycCIeH3nATa ce IBJIKH Ha HAKOY OT NOMOUIHHTE BELIECTBA HA OCEITAMHBHP KarcCyiH, KOUTO Ca
Hepa3ITBOPHMH.)

[NpexsbpneTe cycrneH3uATa B OyTUNKa OT ThbMHO CTBKJIO MITH ThMEH MOJIMETIISHTEpedTaIaT
(PET). Moxe na n3nonisare pyHH4, 3a 1a n3bernere painBaHe.

3atBopere OyTH/IKATA KATO M3MIOJI3BATE 3AMMTEHA OT Aella Kanayka.

[locTaBeTe NOMOIIEH eTHKET BBPXY OYTWIKATa ¢ HAAMKC “Pa3kiarere BHUMATEIHO Mpeay
ynoTpeba”.

(3abenexka: Ta3d NPUroTBeHAa CyCNeH3Us TpabBa fa ce pa3kiaTH 1eKo Npead NPUNoKEHNe, 3a Aa
Ce CBelle A0 MUHHHYM TEHAEHLMATA 3a 3al0bp)KaHe Ha Bb3AyX.)

HaliTe ykazaHHUs Ha pOAUTENS WM Ha HOHOIIEAawa, 4e BCeKH OCTaHAl MaTepyan ciel
NPUKIIOYBAHE Ha nedeHnero Tpabsa na ce H3Xxsbpny. Ilpenopbasa ce Ta3u yepopMaums 1a ce
naje KaTo ce NOCTABHM MOMOLIEH eTHKET Ha OyTuIKaTa wiH ce 100aRd yKa3aHHe KbM €THKETA C
MHCTPYKLMH OT anTeKaTa.

ITocTaBeTe eTHKeT ChC CHOTBETHATA JaTa HA M3TUYAHE HA CPOKA HA MOJHOCT CHITIACHO YCIIOBUATA
Ha ChXpaHeHue (Bxk. TOYKa 6.3).

[TocraBeTe anTe4eH €THKET BBPXY OyTHiKara, KOHTO BKIIOYBA MMETO Ha MallHEHTA, YKa3aHKUA 3a
MpuaaraHe, 1aTa 10 KOATO MOXE Ra C€ H3MO0JI3BA, HME Ha IEKapCTBEHMA MPOAYKT M Apyra Reobxoanma
HpopMaLHA B CbOTBETCTBUE C MECTHUTE PErYJIAaTOPHH HIUCKBAHMA 3a anTekuTe. Hanpasere cnpaska
C TabnML@ara no-a40Jay 3a NOAXOJALIHTE YKa3laHHA 3a NTpUAaraHe.

Tabnuua 3a npuaaraie Ha 6 mg/ml cycneH3nsA, NPUroTBEHA B ANTEKATa OT 0CEJITAMHBHD
KANCY/JM 38 KbpPMAa4YeTa HA BLIPACT NoA 1 rognHa

Paimep Ha
AO33TOPA,
TenecHo Obem 3a Jlo3a 3a eyeHHe KOHATO AA ce
TerJo ao3a Ho3a 38 (3a 10 Aun*) Ho3a 3a HINO3BA
(3akprraeno| [o3a (6 NevyeHHe UMyHOKOMDpOME- npopuaakTuka | (c aeneHust
KeMm 0,5 kg) (mg) mg/ml) (3a 5 aHn) THPaHH NaLUCHTH (3a 10 auu) o7 0,1 ml)
3kg 9 mg 1,5 ml 1,5 m! nBa 1.5 ml n1Ba neTH 1,5 ml Beaunx 2.0 ml unu
IIbTH JHEBHO IHEBHO JHCBHO 3.0 ml
3.5kg 10,5 mg I,8 ml 1,8 ml aBa 1,8 ml aBa neTH 1,8 m] BeaHbxK 2,0 ml nm
[ThTH JJHEBHO JHEBHO JHEBHO 3,0 ml
4 kg 12 mg 2,0 ml 2,0 ml ora 2,0 ml apa nbTH 2,0 ml BeanBK 3,0 ml
ILTH JHEBHO JHEBHO IHEBHO
4,5 kg 13,5 mg 2,3 ml 2,3 ml 1Ba 2,3 ml ABa mbTH 2,3 ml BeAHEX 3,0 ml
NLTH JHEBHO OHEBHO AHEBHO
Skg 15 mg 2.5 ml 2.5 ml asa 2,5 ml ABa nvTH 2.5 ml BeAHB XK
BTH JHEBRHO JTHERHO JIHEBHO
3,5 kg 16,5 mg 2,8 ml 2.8 ml aBa 2,8 ml 1Ba NLTH 2.8 ml eaunaf/ « F]; %o o
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NBTH AHEBHO JHEBHO JHEBHO
6 kg 18 mg 3,0 ml 3,0 ml aBa 3,0 ml nga neTH 3.0 ml pean®BK 3,0 ml (unu
MbTH AHEBHO JHEBHO JHEBHO 5,0 ml)
6,5 kg 19.5 mg 3,3ml 3.3 ml nBa 3.3 ml aBa nBTH 3.3 ml Beanpx 5,0 ml
MbTH JAHEBHO JHEBHO JHEBHO
7 kg 21 mg 3.5ml 3.5 ml nBa 3.5 ml gBa nbTH 3.5 ml peaubX 5,0 ml
15TH JHEBHO JHEBHO THEBHO
7.5 kg 22,5 mg 3.8 ml 3,8 ml nBa 3.8 ml aBa neTH 3.8 ml BeaunK 5,0 ml
IbTH JHEBHO JHEBHO JIHEBHO
8 kg 24 mg 4,0 ml 4,0 ml aea 4,0 ml a8a nrTH 4,0 ml BeaAHBXK 5,0 ml
TbTH JHERHO JHEBHO JIHEBHO
8,5 kg 25,5 mg 4,3 ml 4,3 ml npa 4.3 ml xBa obTH 4.3 ml BeanbK 5,0 ml
('bTH JIHEBHO JHEBHO JHEBHO
9 kg 27 mg 4,5 ml 4,5 ml zra 4,5 ml apa neTH 4,5 ml BeAHBK 5,0 ml
'bTH JHEBHO JHEBHO JHEBHO
9.5kg 28,5 mg 4.8 ml 4,8 ml nsa 4,8 m!| nBa NbTH 4.8 ml BeagHBX 5,0 ml
'ETH AHEBHO JAHEBHO JIHEBHO
10 kg 30 mg 5,0 ml 5,0 ml aBa 5,0 m] aBa NbTH 5,0 ml BeOHDBK 5,0 ml
NETH JHEBHO JHEBHO JIHEBHO

* [IpenophuNTENHATA APOTBL/DKHTEJHOCT IPH HMYHOKOMITPOMETHPAHHY KEpMaieTa Ha s13pacT (-12 meceua) ¢ 10 ann.
Buxre Creyuannu nonyaayuu. HMynoxomnpomemuparnu NalMEHTH 3a nopeae HHGopMauna,

OTmycKaiiTe CycneH3nATa, NPUIroTBEHA B aNlTeKaTa, ¢ rpalyHpaHa CIPUHUOBKA 3a [epopaiHy (opMR
332 H3IMEpPBaHE Ha MAJIKH KOJTHYECTBA OT CYCIIEH3UATa. AKO € BBIMOXHO, ordbenexere WM
noayepTaiTe JENeHUETO HA CIPUHLIOBKATA 32 IEPOPATHH (POPMH, CHLOTBETCTBANIO HAa NOAXOAALIATA
ao3a (ceriacHo TadnuuaTa 3a JO3UPAHE N0-rope) 3a BCEKH NAaLHEHT.

bonHornesaysT TPHGBH Ad CMECH NOAX0AALIATa J03d C PABHO KOIHUYECTBO CJIaKa TEYHA XpdHa, HAllp.
NMNoACHaICHa BOAA, IIOKOJIAA0B CHpOIl, CHPOIN OT YHCPCLUIN, JCCCPTHH IATHBRKH (Hﬂl’lp CHPOH OT KapaMLIl

WK HyTa), 3a Ja C€ MacKupa ropuuBUs BKYC.

[TpUroTBAHE B TOMAIIHH YCIOBHA

Koraro HAMa MpOMHIIERO MPOM3BEACH OCENTAMUBHP NEpopanHa cycrneH3nd, Tpabea na ce u3nonsea
CYCNeH3HA, MPUTOTBEHA B allTeKaTa OT OCEJITAMUBHD Kancymu (BxX. NogpobHU yKa3aHUs MO-rope).
AKO HAMa NMPOMUIILIEHO NPOU3BENEH OCEITAMHBHD NEPOPATIHA CYCNIEH3HA U CYCNEH3HA, NPUIOTBEHA B
aNTEKaTa, OCEJITAMHBHP CYCNEH3HA MOXE [Ja CE MPUTOTBH BKbIIH.

Koraro ¥Ma Kancyny ¢ NnoAxXoAauo KOJWM4eCcTBO Ha aKTHBHOTO BELIECTBO 33 Hy KHATa J03a, 103aTa e
MpUAara 9pe3 OTBApAHE HA KaNCynaTa i CMECBAHE Ha ChABLPKUMOTO # C HE MTOBEYE OT e1HA YaeHa
ABKHYKA MoAXOAALIa NoAcaaeHa XpaHa. [opuuBUAT BKYC MOXKE Ia ¢€ MACKUpPa C MPOAYKTH KaTo
noAciafeHa BoAa, MOKONaA0B CHPOIl, CHPOI OT YEPELIH, ASCEPTHH 3ATHBKH (Hanp. CHpON OT KapaMen
nian Byra). Cmecra Tpsabpa na ce pasdbpka U Ja ce 1aae Ha NauueHTa Ws1oTo KonyaecTro. Cmecra
TpaOBa aa ce NorbJHe BeaHara cjiel MPUroTBAHETO M.

Koraro uMa caMo Kamncyny ot 75 mg, a ca Heodbxoaumu 1103M ot 30 mg unu 45 mg, NpHroTBAHETO Ha

OCCJITAMHUBHD CYCNIEH3INUA BKIKOYBA NOITBJIHHTCIIHH CTHIIKH. nﬂﬂpﬂﬁHH YKa3dHNA MOXKC 1d CC HAMCPAT
B JJHCTOBKATa 3a lalluCHTa Ha OCC/ITAMHUBHD KallCYJIH B ,,anI‘DTBHHE Ha TCHECH OCCNTAaMHBRHD B KBILA™.

7. MPUTEXATEJI HA PAIPEIIEHHUETO 3A YIIOTPEBA

AHTHOMOTHK-Pasrpag A ]
6yn. “Anpuicko BbcTanue” 68, opuc 201
7200 Pasrpaa, boarapus
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8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

beradgny 30 mg rebpau kancynu: Reg. Ne: 20220233

Beradny 45 mg Teepau kancynu: Reg. Ne: 20220234
Betagnay 75 mg Tebpam kancyau: Reg. Ne: 20220235

9. IATA HA ITBbPBO PA3PEIIABAHEAIOAHOBABAHE HA PAJPENMIEHHETO 3A
YIIOTPEBA

Jlara Ha MbpBO pa3pelnapane: 04.08.2022

10. JATA HA AKTYAJIU3UPAHE HA TEKCTA

Anyapn 2026
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