KPATKA XAPAKTEPUCTHKA HA IIPOJAYKTA



1. HME HA JIEKAPCTBEHUA NPOAYKT

Ocentamupup ABP 30 mg Tespam kancynu
Oseltamivir ABR 30 mg hard capsules USMLNHUTENHA ATEHURA 10 R_EEPCTBATA
Kpaumica Xapaxmeoputmuka Ha npogyxana - lpusaxenue 1

Ocentamusrp ABP 45 mg Teepay xancynu Kom Poa. Ne /&7/ A ﬁ/d:}/du//ef
Oseltamivir ABR 45 mg hard capsules
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Qcenramusip ABP 75 mg Tespau kancyin
Oseltamivir ABR 75 mg hard capsules
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2. KAYECTBEH U KOIHYECTBEH ChCTAB

Ocenramyeup ABP 30 mg Tepau xancy/u

Beska TRppaa kancyiia ChIbpiKa 0CeNTaMHEHPOB (ocdar, KoifTo ce parHsEa Ha 30 mg ocenTaMHUBHp
(oseltamivir),

3a MBJIHMA CITUCHK HA NOMOLHUTE BEIHECTRE BHIKTE TOUKa 6.1

Ocentamusrp ABP 45 mg TBBPIH KANcynu

Beaxa TBbpaa Kancysia ChAbPXKA OCENTAMHBHPOB (pocdaT, Ko#To ce paBHABa Ha 45 mg OCENTAMMBUD
(oseltamivir).

3a ENHHA CIHCHK HA TIOMOIIHHTE BELECTBA BIDKTE Touka 6. |

Ocentamusup ABP 75 mg TREpAM Kancyiau

Beaka TBBpAa Kancy/ia CuAbpia ocenTaMuBupoB Qocdart, KolTo ce paBHABA Ha 75 mg oceNTaMUBHP
(oseltamivir).

3a mbIHUA CITUCHK HA ITOMOLLHHUTE BELIECTRA BYOKTE TO4Ka 6.1

3. JIEKAPCTBEHA ®0OPMA

OcentamuBup ABP 30 mg TRBpAY Kancymu
BAn rpatyaMpan HIM JIEKO YIUTETHEH IIpax B kancyna ¢ pasmep 4. TerpiaaTa xarncyna ce ChCTOH OT
TAMO B HACHTEHO XKEBIITO M Karavye B HACHTEHO JKBITO.

Ocenramueup ABP 45 mg TRBpAM Kancyau
Bsan rpanynupaH uny Neko yIUTBTHEH Itpax B Karcyna ¢ pasMmep 4. TsbpaaTa Kancyna ce ¢bCTOH OT
64710, HeNpo3pa4Ho TANC H 54710, HENPO3PayHO Kanaye.

Ocentameip ABP 75 mg TBBDAM Kancynu
bsAn rpaHyaupaH UMK TeKO YIIBTHEH Npax B Kancyna ¢ pasMep 2. Thrpaarta Kancyna ce CbCTOM OT
GANO, HENPO3PAYHO TAA0 M KATIAYE B HACHTEHO KBIITO.

4. KINMHHAYHHN JAHHHA

4,1 TepaneBTHYHH NOKAIAHMA

Hevenue na zpun
OcenTaMHBHp € NOKa3aH MpH BEIPACTHH M ASLd, BRIKOYHTEIHO JOHOCEHHW HOROPOICHH,
CHMIITOMH THIIHYHH 33 FPHIT, KOPATO FPHITHHAT BUpPYC LMPKY/Hpa B obmecTteoTo. o
edHKacCHOCT, KOTATO JICUEHHETO 3antoYHe A0 JBA JHH OT HAYAIOTO Ha CHMITOMMUTE,



llpoghunaxmuxa na epun
- [ocrexcnosHuHOHHA MPOGUIAKTHKA TIPK JTHLA HA BB3PACT 1 TOAMHA WK 10-TONEMH clie]l KOHTAKT
¢ KTHHUYHO AHATHOCTHULUHPAH CTyvali Ha MPHIL, KOTAaTo B 05IUeCTBOTO HHPKYAMpPa TPUNIEH BUPYC.

- YMECTHOCTTa Ha NPHIOKEHHETO Ha OCENTAMHBUD 3a NpodHIaKTHKa Ha rpun Tpabea na ce
OTpe/ie/Is BbB BCEKH OTAENEH CiTyqai criopell ofcToATeNCTBaTa U HOMy.JalMATA, H3HCKBAllA
sawuTa. [Ipy M3BBHPEHN CHTYallMK (Hanp. B cMydail Ha HechbBNAaNaHe MEXIY UHMPKYIHPALINTE H
BAKCHHAJIHMTE BUPYCHH LIaMOBE | MpH NaHAeMH4HA CHTyalua) 61 MOT/io a ce 0OMHCNH ce30HHa
npoHNAKTHKA IPH JIKNA HA BB3PACT eIHa FOJUHA WK N0-FoNeMH.

- OcenraMuBHp € noKazaH 33 NpodHITAKTHKA Ha TPHI ClIe] 6KCMO3MLMA NIPpH KbpPMadeTa Ha BB3pacT
noa 1 ronuna npa M30yxBaHe Ha rpHITHA AHASMAA (BXK. TOUKa 5.2).

OcenraMURHp HE 3aMeCTEA NIPOTHROrPHUIIHATA BAKCUHALNS,

[TprnoxeHHeTO HA AHTHBHPYCHHM CPECTBa 3a JIeueHHe H npothuiakTHka Ha rpun Tpabea Ja ce
peiuaBa Bb3 OCHOBa Ha odMIHanHUTe Npenopeku. [IpH B3eMaHe Ha pelneHue 3a ynorpeba Ha
OCENTAMUBHD 32 JeueHHe ¥ npodiiakTHEa TpAGRA Ja ce uMa MpeaByA ChLISCTBYBAILATa HHhOpMALKA
OTHOCHO XapaKTepHCTHKHTE HA LUPKYNUPalliTe BUPYCH Ha FPUNA, HATHMHATA HHGOPMALMA OTHOCHO
MOJIENa Ha HyBCTBHUTETHOCTTA KBM JIEKAPCTBATA NPOTHR FPHII 32 BCEKH CE30H M 3HAYEHHUETO Ha
3a60/1ABAHETO 32 pasNMuHUTe reorpadcky 06nacTH M NMOMyNaLMH NalMeHT! (Bx. ToukKa 5.1).

4.2 Jlo3upoBKA H HAMHMH HA NPUIOKEHAE

EOEHQOBKE

Jlo3u oT 75 mg Morart f1a ce mpunarar Uiy
- Karo efHa Kafrcyna OT 75 mg, M
- KaTo ¢IHA Karncyna oT 30 mg mwitoc eAHa Kancyia ot 45 mg.

[TpoMHIINeHo MpOH3IBEeH OCENTAMURMp NPaX 3a flepopaiina cyclensta (6 mg/ml) e npeAnoYHTaHUAT
NPONYKT 38 NEAMATPHUHHN M BL3PACTHH MAUMEHTH, KOWTO MMAT 3aTPYAHEHHS [IPH NPErIbLUIAHETO Ha
KATCYJIA, WK KOraTo ¢a HeOOXOAMMH MO-HHCKM [103H.

Buapacmuu u onoww Ha 13 200unu u no-coremu

Jleyenue: Tlpu roHOWIN (Ha BB3pacT oT 13 Ao 17 roguum) ¥ B3pacTHH MPENOPBLUKTEHATA MEpOpaiHa
I03a € 75 mg oceITAMHBHD ABA ITBTH JHEBHO B NPOIRKEHHE HA 5 THU.

Tenecno Terno | Ypenoppunre/ina no3a 3a S qan 1 TIpenoprunrenna no3za 3a 10 aun*
HMyHoxoMnpoMeTHpaHH MalHeHTH

>40 kg 75 mg qBa TBTH JHEBHO 75 mg nBa IBTH AHEBHO

* [IpenopbuMTENHAT TPOILIDKHTETHOCT HA MEUSHUES T KMYHOKOMNBOMETHPAHHN 5B3PACTHH U oo ¢ 10 aun. BuxTe
Creyuarnu nonyarayuu. Hyynokomnpomemupani TAUKEHTH 34 TTOBEYS HHPOPMATIHA.

Jeuetnero TpH6Ba Ja ¢e 3aN09He BE3IMOXKHO Haﬁ—paﬂo B paMKUTE HA IBbPBHTE ABa JHH OT HAYANOTO
Ha FpUNHUTE CUMIITOMH.

OCENTAMKBMP BEAHBK THEBHO B IIPOALIDKeHHe Ha 10 anH.




TenecHo Terno HpenoprunTenna fo3a 3a 10 IpenopbuureTsa 1o3a 3a 10 nan*

auun HmyHoxoMnpoMeTHpaHH NALMEHTH

>40 kg 75 mg nBa ITBTH AHEBHO 75 mg aBa IBTH AHEBHO

JleqeHHETO Tpxﬁsa aa €€ 3ano4HE BB3MOKHO Hﬂﬁ-paHO B PaMKHTE H2 OhPBHTE JBA OHH OT KOHTAKTa
CBEC 3apa3cH YOBEK,

Hpogunaxmuxa no epeme na epunna enudemus 8 obuecmeomo: Ilpenopruntennara j03a 3a
NpodHIAKTHKA HA TPHIT IO BPeMe Ha CMMAEMHA B 0OIIECTBOTO € 73 mg OCENTAMHBHD BEAHBK AHEBHO
1o 6 cenmuum (WK 10 12 ceIMHLM NpH UMYHOKOMIIPOMETHPAHH NALHEHTH, 8K, Touka 4.4, 4.8 u 5.1).

Heouampuuna normyrayus

Jeya na avapacm om 1 6o 12 200unu

3a kppMayeTa W Aela Ha BB3pacT | TOJHHA WK No-roeMH, ca HaTHund Ocentamusup ABP 30 mg, 45
mg ¥ 75 mg kancynu. CBINO Taka MOXE 43 € HATHYeH Oce/TAMHBRD NPax 33 IIePOPATHA CYCIIeH3K,
HO He [10]] Ta34 THProBcka Mapka.

Jleuenuye: 3a NeveHye Ha KbpMaveTa | Jel(a Ha B3pacT | IoJMHa HIIK M0-TOEMH, C€ MPENOPEYUBAT
CIeIHATE CXEMH HA IpUiaraHe, KOPUTHpAHU CTIOPE] TETJIOTO:

TenecHo Terno IIpenopwnunTenna 1032 3a 5 1nn Hpenopbunreana go3a 3a 10 guu*

HMyHOKOMIIPOMETHPAHH MALMCHTH

10 kg mo 15 kg

30 mg nBa bTH JHEBHO

30 mg nBa OBTH JHEBHO

>15kgno23 kg 45 mg ABa NbTH JHEBHO 45 mg nBa ITbTH JHEBHO
>23kgno40 kg 60 mg gBa MBTH AHEBHO 60 mg JBa NHETH JHEBHO
>40 kg 75 mg gBa MBTH JHEBHO 75 mg nBa ABTH JHEBHO

*[penopbyuTEIHATA POIL/KATEHOCT Ha JICIEHHE IPH HMYHOKOMIPOMETHPARH Aeta (> 1 roauna) e 10 ann, Buxre
Cneyuarnu nonyaayus. Hiynoxamipomemupant NAHEHTH 33 Noseve HH(opManus.

JleueneTo TpaGea aa ce 3aM0MHE BE3MOIKHO Hall-paHO B PAMKHTE Ha TEPBHTE ABa AHH OT HAYAIO0TO
Ha TPUITHUTE CHMITTOMH.

Hpogunraxmuxa cned exgnozuyus: IpenopbumMTeNiHaTa £03a OCEITAMUBHP 33 MPOQHUIAKTHKA CIICA
SKCTIOINLMA €

Tenecno Terno IpenoprunTeana go3a 3a 10 aun Ipenopbaurenna no3a 3a 10 auu

HMYHOKOMITPOMETHPAHH NaIHEHTH

10 kg no 15kg

30 mg aBa MBTH AHERHO

30 mg nBa NbTH JHEBHO

>15 kg no 23 kg

45 mg fBa IBTH AHEBHO

45 mg npa NETH JTHEBHO

>23 kg 5o 40 kg,

60 mg 1B TBTH JHERHO

60 mg npa 1THTH THEBHO

>40 kg

75 mg ABa NBLTH AHCRHO

75 mg ABa MTH AHEBHO

Ipoduraxmuxa no speme na zpunna enudesun 8 obwecmasomo: Ilpopunaxrykara no speMe Ha
rPUITHA eNMUAEMUS HE € IPOyYBaHa [PH Aella Ha BB3PacT NoA 12 rofuHy.

Kupyavema na evspacm 0 — 12 meceya

Heuenue. TIperiopsuuTeHaTa 4032 3a JieveHue NP KbpMavera Ha Be3pacT 0 — 12 mecena e 3 mg/kg
JIBa MBTH [HEBHO. TH Ce 0OCHOBaBA HAa apMAKOKHWHETHYHH JaHHM M JaHHHK 3a 6€30NaCHOCT, KOHFY™ =
MOKA3BAT, 4€ TA3W 1034 MIPH KbpMaveTa Ha BeapacT 0 — 12 Mecelia OCHrypABa I1asMeHH
KOHLEHTPALIMH Ha NPEeANeKapCTBOTO B axTHBHUA MeTab0NMT, KOMTO C& OMaKBa J1a ca KU .
edwikacHu ¢ npodun Ha Ge30nacHOCT, CPABHUM ¢ TO3M TIPH MO-TOJIEMH KEL@ H BB3PACTH ng Toqxa' o
5.2). Ilpu xbpmadera Ha Bb3pactT O — 12 Meceua ce npenopb4saT ClieJHUTE CXEMH Ha NP g_ra_l-le PR




Tenecuo IIpenophunTtenna mosa 3a S gum IIpenopbuautenna a03a 3a 10 xan**
Terao* MIMYHOKOMIIDOMETHPAHHN MALIMEHTH
3kg O mg aBa NTHTH JHEBHO 9 mg ABa TLTH JHEBHO
4 kg 12 mg ppa OETH JHEBHO 12 mg Asa nBTH AHEBHO
5kg 15 mg aBa NLTH JHEBHO 15 mg Ara NpTH AHEBHO
& kg 18 mg aBa THTH AHEBHO 18 mg ABa TBTH AHEBHO
7kg 21 mg npa MBTH JHEBHO 21 mg JBa MbTH THEBHO
8 kg 24 mg I8a NLTH AHEBHO 24 mg NBa WETH JHERHO
9 kg 27 mg ipa NBTH JHEBHO 27 mg A4 MbTH ZHEBHO
10 kg 30 mg aBa DBTH OJHEBHO 30 mg Apa IBTH JHEBHO

*Ta3u TabnuuA He ChIBPKa BCHYKM BHIMOXKHH TCICCHH TEIVIA 34 TA3M NOMylaumms, 34 ReuMkn NALMEHTH Ha BE3pacT nox 1
romuHa TpabBa fa cé W3MoN3IBa A03a oT 3 mg/kg, He3aBHCUMO OT TETNIOTO Ha Dalmeura. /TevexHere TpaGBa Aa ce 3anguHe
BL3MOKHO HaH-paHO B PAMKUTE HA MBPBUTE ABA JHH OT HAYANOTO HA MPHITHHTE CUMITOMM.

**[IpenoppyuTEHATE POABIKHTENIHOCT Ha NEUSHHE NMPH HMYHOKOMIIPOMETHPAHH KbpMadeTa (Ha prapact 0-12) Mecena e
10 anu. Binkre Creyuaruu nonyrayus. Hmynoxomnpomentupary NaHHCHTH 32 N0BEYE PHPOPMALTHA,

TesH npenopwky 3a 103MpaHe He ca NpefHa3HAYEHH 33 HEAOHOCEHH KbpPMayeTa, T.¢. TE3H ¢
NOCTKOHLETLHOKHA Bb3PacT NOJ 36 ceaMULM. HIMa TOCTATBHHO HAHHH 3& Te3H NALHEHTH, Thil KaTo
33 TAX MOXE J2 ce HATOXH Pas/IuyHa JO3UPOBKa IIOPATH HE0Pa3sBUTOCT Ha QH3HOMOTMHHHTE
dyHKUHK.

Iocmexcnozuyuonta npodunaxmura: TTpenopbyuTeNHaTa 4032 32 OpOPHIAKTHKA [IPH KEpMAateTa Ha
BB3pacT 1oJ 1 roquHa npu u3byxBaHe Ha FPHMHA NaHAEMHUA € NOJIOBHHATA OT JHERHATA 1034 33
neuenne. TH ce OCHOBaRa Ha KIMHUYHH JaHHH IIPH KbPMa4eTa M JIgla Ha Bp3PacT 1 rojiMHa Wi 11o-
rONIEMH M BE3PACTHH, 32 KOMTO € AOKA3aHO, Ye MpoQHIAKTHYHA 1032, EKBHRATIECHTHA Ha fIONOBHHATA
OT JHEeBHATA J03a 34 NeYeHHe, € KIHHHYHO eduracHa 3a npoduaakTuka Ha rpuil. I1py kepmavera Ha
BE3pacT 0 — 12 Mecena ce NpenopLYra CleIHATA CXEMa Ha NIPHAraHe 3a NpodunakTHKa, aNanTHpaHa
cnopen, Be3pactra (BxX. Touka 5.2 34 CHMY/IaLHA HA SKCIIOZHLIMAY:

IpenopbunTeasa no3a 3a 10 1an
HWMYHOKOMIPOMETHPAHM HAlIMEHTH
3 mg/kg BeANBXK THEBHO

Brespact Ilpenopnuntenna Ao3a 3a 10 aun

0 - 12 meceua

3 mg/kg BeAHBK OHEBHO

Tazu NpeliopeKa 33 A03Hpane He € NpeJHa3HaUCHa 38 HEQOHOCCHH KppMaieTa, T.€. TO3U €
NOCTKOHLSTIHOHHA Bhapact oA 36 ceaMHUK. HaMa ocTaTRE4UHO JaHHY 3a TE3H [MALUEeHTH, Tl KaTo
33 THX MOXE JIa C& HATOXH PasNTi%Ha J03HUPOBKa Nopany HeA0paaBUTOCT Ha dusHonorHyhuTe
hyHKUMK.

Hpogunaxmuxa no epeme na 2punna enudemun e obwecmgomo: IpodrnakTukaTa o BpeMe Ha
rPUITHA eMTYMAEMHES He € TIPOY4BaHa NpH Aela Ha Bhapact 0-12 Mecena.

CoeumanHy nomyaanuy

Yeprodpobro yepescoane

He ce M3MCKBA KOPUTHPAHE HA /I034TA 32 ICUEHHe WIH NPo(pHNIaKTHKA NPH NALWEHTH ¢ HapyliueHa
yepHoApoOHa dyHkuMs. He ca nposexxaanu npoyysanys NpH neSMaTpuuHK MalMeHTH ¢ YepHOApoOHO
HapylleHue.

brvbpeuno yapescoane
Jlevenue na zpyn: Tipenopbyea ce KOPUrHpaHe Ha A03aTa NpH BH3paCTHH M IOHOWIM (Ha BB3pac
10 17 romsng) ¢ yMepeHo wid Texkko 6B0peuHo yepexnane. [TperophuHTeHUTE 1034 ca
npeacTaBeHy noApoOHe B Tabnunara no-Iomy. /:

’j/




KpeaTHHHHOB KJIHPBHC IIpenopbunTeIHa 1032 38 Te1eRHE
>60 (ml/min) 75 mg ABa MbTH JHEBHO
30 go 60 (ml/min) 30 mg (cycnensus WM Xancynay) NBa IETH
JHEBHO
>10 xo 30 (ml/min) 30 mg (cycrnieH3Ma WIH KanCYnH) BEAHEXK AHERHO
<10 (ml/min) He ce npenopbysa (HsMa JaHHK)
T1aLHeHTH HA XeMOTHAIH3a 30 mg clies BCAKA CecHsl HAa XeMOAMATN3a
TlauueHTH Ha nepuTOHeANHA 30 mg (cycrieH3usa WM KallcynH) eHOKpaTHa 1032
Jdanuza*

* JlanuuTe ca MOMYYEHH OT NPOYYBAHHA NPH MIALMEHTH HA TPOLhIKUTENRa aMGy naTopHa neputoHeantda auammza (CAPD);
OMAKBA C€ KNHPBHCHT HA OCENTAMHUBHD Kapﬁoxcnna'r Aa 55}16 O-BMCOK, KOTATO CC lIPHIAra apToMaTHHa NEpUTORCANNE
anamnza (AFD), HaunueT Ha nedeHue Moxe Ia ce npoMeru oT APD pa CAPD, ako HehponorsT cHMTa TOBA 33
HeodXxoaumo.

Hpodunaxmuxa na zpun: llpenopbuka ce KOPUTUPAHE Ha £03aTa [TPH BB3PACTHH H FOHOLIY (Ha
BB3pacT ot 13 ao 17 roguun) ¢ yMepeHo wie Texkko 6s0peyHo yBpexaaHe, KakTo noapoduo e
TIPECTAaBeHO B Tabnuiarta no-aomy.

KpeaTHHHHOB KAHPHHC IpenoprynTenna 1033 3a npodnjakTHRa
>60 (ml/min) 75 mg BeAHBK JHERHO
30 no 60 (m)/min) 30 mg (cycneH3HA HIIH KANICY/IH) BEAHEXK JTHEBHO
>10 go 30 (ml/min) 30 mg (cycrieHaus WM KancyJ/H) npes AeH
<10 (ml/min) He ce npenopsusa (HAMa JaHHK)
TlaupeATy Ha XeMoaHanusa 30 mg cnen BesKa RTOpA ceCHA HA XEMOAHAIN3a
[TanMeHTH Ha HIepUTOHEANHA 30 mg (CycneH3ya WIK Kancyyid) BEAHBK
avanuza® CeIMHYHO

* [laHHNTE Ca TIOAYHEHH OT NPOYUEAHHA MPH NAUMEHTH HA MPONBILKUTENHA aMOy1aTopHa neputoncandHa quamisa (CAPD);
09aKea €& KIHPBHCDT Ha OCERTAMHBHP kapboxckaaT 1a Gbae 10-BHCOK, KOTATO o6 NPHUNAra aBTOMATHYHA IEPHTOHEANHA
anannaa {APD). Hauuuet Ha neyenne Moke aa ce npoMedy ot APD na CAPD, ako nedponorsT cuura Tosa 3a
HEoOX0IMMO,

Hsma A0CTaTBYHO KIMHAYHH JAHHHU NPH KbpMadeTa u Jena (Ha Bb3pacT 12 roHHH H No-MalkH) ©
6B0peyHO YBPEKAAHE, 38 Jd MOXKE Aa C€ HalpaBAT [PEMOPBKH 34 JOIHPOBKATA.

Cmapuecka gvipacm

He ce y2KcKBa KODHTHPaHE Ha 03813, OCBEH aKO HAMA JaHHH 33 YMEPEHO HIH Texko 666peuHo
YBpEWIaHE,

HmyHnoxomnpomemupany nayuenmu

Jleyenue: 3a nevenye Ha rpum, NPENOPBUMTENHATA MPOABDKUTEHOCT IIPH HMYHOKOMITPOMETHPAHH
nauueHTy € 10 nHu (B, Toukd 4.4, 4.8 1 5.1). He ce nanara xopurupane sa nosarta. Jleuenuero
Tps6Ra Ja ce 3aMoude BE3MOKHO Hal-65p30 B paMKHTE Ha IBPBUTE IBA IHH OT MIOABATA Ha
CUMITTOMUTE Ha [PHIL

Cezonna npoghunraxmuxa; [lpy MMyHOKOMITPOMETHPAHH NALMEHTH € OLEHABAHA NO-ITPOJILILKHTEIHA
cezoHHa npodutakTHka 1o 12 cepmuum (Bx. Touku 4.4, 4.8 u 5.1).

Hauun Ha npunoxkeHue

Iepopanno mpunoKeHHe

pr

P ”
A
HauHeHTHTe, KOMTO He MOrart Aa NerasLUAT Kafcyiu, MOXKe [a nojryvyaBaT noAXonaiyd Il();’é:

OCEJITAMHBHP 11pax 3a NEPOPATHA CYCNEH3HA, KOHTO MOXKE 1a € HANWYEH, HO HE NIOA Ta3 :""gpﬁ)rbncm-* '
MapKa. P




4.3 IporuBonoxaszanus

CBpBbXUyBCTBHTENHOCT KbM 3KTMBHOTO BEIECTBO WM KbM HIKOE OT NOMOLUIHHTE BELECTB,
n3Bpoenn B Touka 6.1,

4.4 CrpenuajiHn npefynpexJIeHNs H NpeANa3HH MePKH IpY ynorpeda

OcentaMuBHp e edukaced camo cpeury 3abonseaHe, NPHUMHEHO OT TPUIIHK BUpycH. Hama IaHud 3a
e HKACHOCT HAa OCENTAMMBHP MpH 3afonaBaHe, MpeIM3BUKAHO OT APYTH NPUUWHATEIH OCBEH
BUpPYCHTE Ha rpura (Bx. Touka 5.1).

OcenTamMMBHD He 3aMECTBA NPOTHBOTPHIHATA BAKCHHAUMA. YnoTpe6ara Ha ocenTaMHBUp He TpabBa
Ila NORIMSBA Ha OIICHKATA Ha XOPaTa 33 eKeroAHO BAKCHHUPAHE (IPOTHB MPHIT. 3aLIHTaTa cpenry rpMn
NpOABIDKABA CAMO JOKATO ¢e npunara ocentamusHp, OcenraMHBHp TpabBa 1a ce H3NOJI3BA 34
JeueHue U NMPOHIIIAKTHKA Ha TPHII CaMO KOTATO HaAeKIHH SOHASMHONOTHYHH JaHHK NI0KA3BAT, Ye B
0OMIECTBOTO LMPKY.IHPA FPUITEH BUPYC.

YCTaHOBEHO €, We HYBCTBHTEIHOCTTA Ha HHUPKYTHPAINKTE IAMOBE TPHITHA BUPYCH KbM OCETAMHBHp
BapHpa 3HaunTenHo (BK. Touka 5.1). Tlopagy Topa, xoraTo pemiagaT JajiH Ja HIMON3BaT OCENTaMHUBHD,
OpEATTHCRALIHTE TeKapH TpAORa 4a B2eMaT NpeABUA Hail-CKOPOUIHATA HATWYHA UHGOpMaLKs 3a
XapaKTePHCTHKHTE Ha YYBCTBHTEMHOCT KbM OCEJTAMHBHP HA UMPKYNHPAILUTE B MOMEHTA BUPYCH.

TeXKKO CHIIBTCTBANIO CHCTOAHUE _

Hsama undopmalivs oTHOCHO De30nacHoCTTa U epMKACHOCTTA HA OCENTAMKBHP NPy NMAlKEHTH C
TOJIKORA TEHKO UM HeCTAOW/IHO BONECTHO CHCTOAHKE, Y [1a ce CUMTAT U3/IOKEHH Ha HEMOCPEACTBEH
PHMCK, KOHTO Hanara XoCmUTanH3alus.

HMMyHOKOMIIPOMETHPAHH TIAIMEHTH
EduxacHocTTa Ha ocelTaMHBUp IIPH J1€UeHHE HIK IPOQANAKTHKA HA MPHIT TPH
HUMYHOKOMIIPOMETHPAHH ALMEHTH He © KaTETOPHYHO YCTAHOBEHA (BXK. TO4KaA 5.1).

C'B’DI[C‘{HOf peCMpaTopHO 3abonapaue

EduikacHoCTTa Ha OCENTaMUBHD NPH ACHEHHE Ha JIHUA C XPOHHYHO chplevHo 3abosspane u/umm
pecnupaTtopHo 3abonsBane He ¢ ycTaHoseHa. He ¢ nabnronapana pasiyka B 9ecTOTaTa Ha
YCAOKHEHUATE MENAY TPYMHTE Ha JIeueHHe M Ha ruianebo mpM Ta3u nomynauus (Bx. Touka 5.1).

HeanarpyyHa nogynanus
IToHacToqIieM HAMA NAHHM, KOHMTO 13 MO3BOJAT [a C& HANIPABH NMPENOphKA 33 JOIMPOBKATA TPH
HEAOHOCEHH JNlella (NOCTKOHUSTTMOHHA Bh3pacT < 36 ceAMUIIN).

Texxo 6p6peyno yRpexaane

[MpenopbuBa ¢e KOPHTHPaHe HA N0O3ATA 32 JIEYCHHE W NPOPHUIAKTHKA TIPH IOHOUIH (Ha BE3pacT oT {3
10 17 roguHM) ¥ BB3PACTHH ¢ TexKo OuOpeno yepexnade. Hama [0CTaTLYHO KTHHUYSHH JaHHH NPH
KbpMayeTa ¥ Jella (Ha Bb3pacT 1 roavta uinK no-rojemu) ¢ 6x6peyro yspexaaHe, 3a ia MOTaT Ja ce
HAMpaBaT NPENOPBKH 3a J03WPOBKaTa (BkK. Touku 4.2 w1 5.2).

HeBpo-neuxuyHu cuouTHS

HMMa cboblueHns 3a HEBPO-NICHXHUHH CHOUTHA (10 BpeME HA MPHIGKEHHE Ha OCENTAMMBHD IIPH
TIALMEHTH ¢ rpun, ocofeHo npH aetia 1 oHowH, Tesu chbHTHA ca HaboAaBaHK CHILO W TIPH
[aUuHeHTH ¢ FPHI 0e3 MputokeHHe Ha ocenrtamusp. Ilanmenrute TpgOpa BHUMATENTHO A4 ce
Hab/II0aBaT 3a IPOMEHH B OREAEHHETO, KATO NOJI3NTE M PHCKOBETE OT NPOL/KABAHE Ha JICUEHHETO
TpaBBa BHUMATENHO [ C& NPELEHABAT NIPH BCEKY NTAUHEHT (BK. Touka 4.8). ;-’Jf?f_;""; M




4.5 BisaumogeilcTBHE ¢ APYIH JeKapcTBeNH NPOAYKTH ¥ ApYru GopMHU HA B3aHMoAeHCTBHE

B13 ocHora Ha GapMakOKHHETHUHNATE CBOHCTEA HA OCENTAMMBHP, KATO HUCKATA CTENIEH HA CBLP3BaHE
C NPOTEHHUTE H MeTACOIH3BM, HezaBHCHM 0T CYP450 B rioKypoHMaa3HHTE CHCTeMH (BK. TOUKa
5.2), MOXKe [1a ce NPeailonoKH, e KIHHHYHO SHAYHMHTE JIEKapCTBEHH B3aHMOJCHCTBHA Upe3 TE3W
MEXAHU3IMH HE Ca BEPOATHH.

[pobenenus

He ce minckna KopurdpaHe Ha J03atTa, KOraTo ¢e IpHaara eqHOBpeMeHHo ¢ npofeyelinn Mpy
NalMeHTH ¢ HopMalTHa 6b0peuna dyHkuug. ExnospeMeHHOTO npriaokende Ha NpobeHeLyn, MoLleH
HMHXMOHTOP Ha AHHOHHUTE MBTHINA Ha Gr6peuHara TyYOYIHa Cekperid, Bou 10 61130 JBYKPATHO
YBEJIHUEHHE HA eKCITO3ULHATA HA AKTHBHUA META00IHT Ha OCENITAMHBHD.

AMOKCHIIMIHH
OcenTaMHBHpP HAMA KMHETHYHO B3aUMOASHCTBHE ¢ aMOKCHIHAKH, KOHTO C& eTMMHMHUPA N0 CHIINA

IIBT, KOETO NOKA3BA, 4 B3AUMOASHCTRHETO HA OCe/ITAMHEHP C TO3H IIBT € cnabo H3pa3cHo.

Brlpeuno esMmMuHApaHe

KMMHHYHO 3HAYHMH JTEKapCTREHH B3aMMOICHCTBHA, BITIOUBALIK KOHKYpHpaHe 32 OnbpetHara
TyOyNHA CeKpelMs, ¢a MANKo BEPOATHH TMOpaAy H3BECTHATA rpaHHLa Ha He30MacHOCT Ha MTOBEHETO OT
TE3M JISKAPCTBA, XAPAKTEPUCTHKUTE Ha OT/AENAHE HY akTHBHUSA MeTtabonut (rmoMepyida GraTpanus i
AHHMOHHA TYOY/THA CeKpeLlHA) M BE3MOKHOCTHTE Ha T€3H NBTHINA 33 eKckpelws. Tpsbaa aa ce
BHAMAaBa o0aye, KOraTo ce NpeAnucBa OCENTAMHBHAP Ha JIUL@E, KOHUTO Ce JICKYBAT C JIeKapeTBa ¢ TECHH
TepaneBTHYHH IPaHHIM, CKCKPETHUPALIIK ¢E MO CHINUTE MLTAA (HANp. XI0pIporaMul, MeTOTpEKCar,
heHunOyTa3oH).

JonsnHurenta pudropmanius

He ca nabmogasand GapMaKOKHHETHYHH B3AMMOIEHCTRBUA MEXKIY OCEIITAMHRHD HITH [TABHUA MY
MeTaboNMUT, KOTAaTO OCENTAMMBHP € MPUIIAra ¢AHOBPEMEHHO ¢ TIApalleTaMOl, AlETHICANKLKIOBA
KHCE/TUHA, UMMETHAMH, aHTHALKWH (MATHE3WEB U ANyMHPHUEB XHIPOKCHT ¥ Kalluvern KapboHaTi),
pUMaHTaauH Wik Bapdaput (TpH JIHua, cTabHIHK UpH JeveHue ¢ Bapdaprd u Gea rpumn).

4.6 ®Pepruanter, 6peMeHHOCT H KbpMeHe

EpeMeHHOCT
['pumrsT ce cBBp3Ba C HEXXENaH H2X0A 3a OpeMeHHOCTTa H 32 INOJa ¢ PHCK OT 3HAYMTEHI BPOJCHU

ManpopMaliy, BKITIOMHTEAHRO BPOAEHH ChpaeHtn fedextu. I'onam obeM AaHHM 3a GpeMEHHH XKeHu ¢
€KCMO3UIMA Ha OCENTAMHBUD OT IIOCTMAPKETHHTOBH ChobIenuns 1 ofcepsaluMoHHH PoyUBanHyS (3a
u3xonia Ha nosede ot 1000 cryyad ¢ eKCHo3H1M Npe3 MBPBHA TPHMECTHP) HE NOKa3BaT
MaTdopMaTUBHA Wi (eTaTHa/HEOHATAIHA TOKCHHHOCT HA OCe/ITaMUBHP.

B enHo ofceppaiMoHHO poy4Raxe, obaue, Makap 1 Ge3 nosueHre Ha obNMA PHCK OT
MaHpoOpMaLKK, pe3yNTATHTE 38 SHAUNTETHH BPOAECHH ChPACHHH edeKTH, AMArHOCTUIIUPAHU B
pamMKHTE Ha 12 Mecella OT payknaHeTo, He ca ybeaurenuy. B ToBa npoyuRaHe YecToTara Ha
3HAYHTE/IHY BPOAEHH CHPASYHH NePEKTH CIACA SKCMOIHUMA HA OCEATAMUBHP NO BPEME HA TLPBKA
TpuMecTsp e 1,76 % (7 xbpMauera ot 397 GpemerHocTH) B cpasueHue ¢ 1,01 % npu 6pemenHOCTH
fe3 excriozuiyg oT obara nomynauua (Odds Ratio 1,75, 95 % nosepurenex unrepsan 0,51 no 5,98).
Hsama AcHOTA OTHOCHO KJIMHWYHATA 3HAYMMOCT HA Ta3H HAXOJKA, Thil KATO MPOY4BAHETO € C
OrpaHHyY¢Ha cTaTHcTHyecka MOIHOCT. Chillo Taka TORA MPOYUBaHe € TRLPAS MANKO, 33 A3 Ce OLICHAT
H8JENAHO OTREHUTE BUAOBE 3HAYNTENHN MandopMaiiy. OCBeH TOBA, KEHHTE ¢ CKCMOMLIMA Ha ..
OCeTTaMHEHD H KeHH 6e3 SKCTIO3MIHEA He Morar Aa OBAaT HanbJHO CPaBHUMH, 0CoOeHO 1o /Tps‘& U
¢a MMaiTi TPHIT HITH HE, S

TIpoyuBaHasTa pH XHBOTHY HE NMOKA3BAT PETIPOJYKTHRHA TOKCHUHOCT (BK. TOUKA S.3).f i-
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Ipn HeobxoaMMoOCT MOXKe Jia ce OOMUCIH 1a ce NPHIIOKH OCENTaMHBHP N0 BpeMe Ha HPEMEHHOCT H
CIIe] KaTO ce B3€Me MOJ BHMMaHHe HanvuHata nHbopMailia 3a 6e30M1acHOCTTa Y 3a nosaTa (3a JaHHA
OTHOCHO 110/13aTa Tipu GpeMeHHH JKeHH MON4, BIkTe Touka 5.1 ,,Jlewenne Ha rpurl ipu 6peMeHHA
XeHH"), ¥ NTATONeHHOCTTA Ha IIMPKYTMPANIMS I1aM IPHTIeH BHpPYC.

KnpMene

OcenTamMMBHp M aKTUBHHAT MeTabOMUT Ce eKCKPETHPAT B MASKOTO Ha IWILXOBE ¢ MakTauus. Hma
MHOrO OrpaHH4y¢Ha an;opMamm 3a ena, KbpMCeHH OT MaﬁKH, KOHTO HPHEMHT océiiraMuBHp, H
OTHOCHO €KCKPELMATA HA OCEITAMUBHD B KbpMata. OrpaHMYeHH TaHHW MOKA3BaT, 4e OCETTAMUBHD H
AKTHBHHAT MY MeTabOJHT Ce OTKPHBAT B KbpMaTa, HO HHBATa ca HHCKH, koeTo 61 JoBeso o NpHeM
Ha cyOTepaneBTH4Ha 103a OT KppMaueTo. KaTo ce Hma npeasu Tasd HHGOPMAIIHA, RATOreHHOCTTA Ha
LHPKY/IHPALIHA 1AM Ha IPUNHAS BUPYC M OCHOBHOTO CHCTOAHHE Ha KbPMEIIATa KEHa, MOXKeE N3 Ce
OGMHCHH I'IPHJIO)KCHHC Ha OCCﬂTaMﬁBHp, KOTaTO HMa KHTCFOPH‘IH& INIOTEHIVANIHA T10J134 34 K'bpMemHTe
MarKH,

QeprHauTeT
Bb3 0CHOBa Ha HEKIMHUYHHTE JAHHH, HIMA JIOKA3ATENCTRA, Y€ OCENTAMUBHP OKa3Ba edeKT BhpXy
MBAKKHA HITH XKEHCKHA (PepTHITHTET {BXK. TOUKa 5.3).

4.7 EdexTn BBpPXY cnocobHocTTa 32 modHpane n pabora ¢ MamuHA
OcenTaMMBHp He NOBNMABA CIIocoOHOCTTA 2a LIodupaHe 1 paboTa ¢ MALIUHHM,
4.8 Hexenanu NexapcTBEHH PeaKUHH

O60o6menue Ha npoduia Ha HezonacHoOCT

O61AT npodun Ha Ge30NacCHOCT Ha OCENTAMUBHP C€ OCHOBABA HA JaHHU OT 6049 BB3pacTHU/IOHOLIH
1 1473 neHaTPUYHM NALMEHTH, JIEKYBAHH C OCENTAMHMEAD MM MaLe6o 3a rpur, i Ha JaHHH ot 3990
BBIPACTHI/IOHOLIM | 253 MeAMaTpMUHH MAUHEHTH, TIONYYABATH OCENTAMHBUD WK Tauebo/bes
NeveHue 3a NpodHIaKTHKA Ha TPUI TIO BpEMe Ha KIMHHYHHUTE Ipoy4BaHud. B aornbianenue, 245
HMYHOKOMTIPOMETHPAHH TALeHTH (BKIIOYUTENHO 7 I0HOUIM H 39 Aena) nomy4asaT OCENTaMMBHD 33
neyeHwe Ha Tpur, a 475 UMYHOKOMITPOMETHPaHH nauneHTH (BxmoqnTenyo 18 aeua, ot xouro 10 Ha
ocenTaMuBHD H 8 Ha nnanebo) ca noMyqaBain OCENTAMUBHD HIH IL1aue00 3a IpohHIaKTHKA HA FPHIL

[pu Be3pacTHH/toHOMY Hall-wecTO ChobiaBannTe HEXenany peakuyn (HP) ca ranede u nopphilane
B IIpOYYBAHUATA 34 JIEHCHHUE, # FaACHE B IPOYYBaHuaTa 3a npopunakrika. [loseuero ot Tesun HP ce
¢BO0IIABAT B €XHHHYHH CTyHaH [IPe3 NHPBHA WM BTOPHY ACH OT NEYCHUETO M OT3BYUABAT CMIOHTAHHO
go 1-2 aan. Ilpu pena nait-yecto cro0naBaHaTa HelKenaHa peakuy e Noepsiuane. [Ipu noeeuerto
napuenty, Tean HP He ca noBeny 10 NpeycTaHOBABAHE Ha NEHEHHETO ¢ 0CENTaAMUBHD.

Crnensure CepHO3HH HEXENAaHH PeaKLMH ca choOLIABAHY PAAKO CEl MYCKAHETO Ha OCENTAMHBHD HA
nazapa: aHahUIAKTHYHE W aHaQUIIAKTOMAH# peakuuH, YepHoApOOHH HapyteHus (dyIMHHAHTEH
XEraTHT, HapylIeHHe Ha 4epHOApODHATA PYHKLUMA H XKBATEHHIIA), AHTMOHEBPOTHYEH OTOK, CHHPOM
Ha Stevens-Johnson 1 TOKCHYHa enMMAepMATHA HEKPOIH3a, CTOMALIHO-UPEBHO KbPREHE H
HEBPOIICHXUYHY HApYLLEHHUA,

{OTHOCHO HEBPONICHXHYHUTE HAPYLIEHHS BXK. TO4ka 4.4.)

Tabnuuen cIMCHK HA HeXEN4aHUTE PeaKiHK
Hs6poennre B Tabnummre no-gony HP cnagart keM cnenHyuTe KATErOPHH: MHOTC 4ecTH (= 1/10), uectn
(= I/100 9o < 1/10), neuectu (= 171000 do < 1/100), pensxu (= 1/10 000 0o < 1/1000) 1 myoro pegkn

KJIMHU4HHTE IIPOY4BARMA.



Jleuenue u npounarmuxka na zpun npU 8L3PACMHYU U IOHOWU.

pu npoyusasuaTa 3a neveHne ¥ podunakTuxa mpu ee3pacTHWoHOWY, HP, KOWTO BRIHHKBAT Haif-
4eCTO NPH NPeNnopbUHTenHaTa 103a (73 mg 2 nbTH AHEBHO 33 5 HM 32 JleueHHe ¥ 75 mg BeIHRX
NHEBHO B MPOIL/DKEHHE HA 6 CEAMMIM 32 Ipo(HNaKTHKa), ca Mokasanu 8 Tabnuna 1.

UpodunsT Ha 6e3onacHOCT MpH JiMua, KOUTO Ca NOMY4aBany NPeNOPLUMTENHATA 4033 OCEITAMHBHP
33 NPOQUIAKTHKA (75 mg BeAHBXK JHEBHO B NPOALMKEHHE Ha 6 ceAMHIM), € KAUeCTBEeHO MoAo0eH Ha
TO3H, HAOAIOAABAH MPH NPOYUBAHMATA 38 NEYEHHE, HE3ABUCHMO OT TO-I'ONAMATA NPOIB/KUTEITHOCT
Ha APHIOKEHUE MPH NPOYIBAHUATA 33 NPOQITAKTHKA.

Tabannal  HexelaHd peakiWH UPH NPOYYUBAHHASATA, H3CAEARANMN OCSTTAMHABHD 32 JleueHne
¥ BpodHIAKTHKA HA IPHI IPH BL3PACTHH H IOHONIH HJH 10 BpeMe HA
OCTMAPKETHHTOBOTO Rab.1lonenne

Crcremo- Hexxenann peakuuy cnope 4ecrorara
OpraHen Kjac Muoro yectn Yecta Heuecrn Peqxu
(COK)
Hndrexunn n BpoHxur,
undecTannu Xeprec
CHUMILIEKC,
Hazodapuurur,
Unjexumu Ha
TOpPHUATE
NHXATENHH
[LTHIIA,
CHHY3UT
HapymieHast Ha TpombouuTOnEeHUR
KpBLBTa M
aumMpnara
CHCTEMA
Hapymenna na Peaxiys na AHapHUIAKTHYHY
HMYHHATa : CBPBX- peaKumu,
CHCcTeMa YYBCTBHTEMHOCT | AHahWIaKTOHIHH
peaKLHu
MMeuxnyun Asxuraums,
HapyileHus OTKIOHEHNA B
TIOBEICHHETO,
TperoxHOCT,
OGBpxBane,
HanynnocTH,
Henup,
XanwonHHanua,
KotiMapH,
CamoHapaHsBane
Hapywenna ua | I'naBobonne beactHue [TpoMeHeHo HUBO
RepBHATA Ha Ch3HaHUE,
cucTeMa I'bpdoRe
Hapymenna Ha 1 3purenno
ouHTE HapylueHve
Copaeinn Crpaeusa
Hapymenns apHTMHA
Pecnuparopnmu, Kamumga,
rphLAaHd H Brananeno
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MEIHACTHHATHN rBpIIo, ]
HAPYIDeHHA Punopes
Cromamno T'anese ospuitane Kvpsene ot
YpeBHH Kopemna Gonka CTOMAITHO-4PEBHYS
HapyUIeHHSA (BK1. Gonka B TPaKT,
rOpHATA YACT Ha XeMOparH4eH KOJTHT
Kopema),
Jucoences
Xenaro- [Noruuienu OyamuHanTed
6ranapn YyepHOOpoOHH XENaTHT,
H HApYIIeHHT EH3UMH YepHonpobOua
 HENIOCTATHUHOCT,
Xernatur
Hapymenns ua Ex3ema, AHT'HOHeBPOTHYEH
KOKATA H Hepmarur, OTOK,
NOAKO0KHATA OGpus, Eprtema
THKAR Yprukapus MynTHdOpME,
CHHApOM Ha
Stevens-Johnson,
Tokcuura
€NHAEpMaNHa
. HEKPOTH3a
Oommu _ Bbonka
HapYIeHHS H 3amaiiBaxe (8K,
eekTH HA CBETOBLPTEXK),
MACTOTO HA YMopa,
NPHI0KEHHE IMupekenus,
bonka B
KpaiHuLYTE

Jeuenue u npoduraxmura na spun npu oeya;

O6mo 1473 neua (BRIIOYHTEIHO HHAYe 3ApaBH Aelia Ha BB3pacT 1-12 rofAnHH U AeHa ¢ acT™Ma Ha
BB3pacT 6-12 roaunu) ca yHacTBanM B KNMHAYHH IPOYYREHHSA Ha OCETAMHBHP 32 JIEUCHHE HA FPHIL
Ot 1ax, 851 neua ca nony4asany nedeHue ¢ ocenTaMuBHp cycreHads. O6mo 158 neua ca nomyuasany
IPETIOPBUMTENHATA A038 OCENTAMHBHD BEAHBXK JHCBHO B IPOYHBAHE 33 NPOGHIAKTHKE ClIe
EKCNOZHIHA B TOMAKAHCTSATA (h = 99), 6-CeaMUUHO NETUATPHYHO NPoyURaHE 34 Ce30HHA
npodunaxTuka (n = 49) 1 12-ceAMHUYHO NEANATPUYHO IPOYUBAHE 32 CE30HHA MpodhuNakTHKA OpH
HMYHOROMIpOMeTHpaHu jualn = 10).

Tabnnua 2 noxassa Hait-uecTo crobiaBanuTe HP OT neguarpiuHuTe KIMHAYAM NPOYYBAHKAS.
Tatauna2  Hekeaanu peaknuu pH NPOy4BAHUATA, HICELABAINM IPHIOKEHHETO HA

oceJITAMHBHP 34 JIeUeHHe H NPoJHIAKTHKA HA TPHN NPH Ae03 (J03HPOBKA
cnopel Bb3pacrra’reraoroe (30 mg 50 75 mg gegnnx JHeBHO))

Cucremo- Hexes1anu peakuun cnope] Hecrorara
Oprasel Kjaac Muoro yectn Yectn Heuecru Peaxn
(COK)

Hndexunn 0 Ot Ha

MH{pecTaunn CpEJHOTO YXO0

Hapymenus na Cnasobonue

HEPBHATA

CHCTEMa




Hapymenun na Konwonkrusar
OUHTE (BK. 32uepBEHU

OYH, CeKpeLHs

OT OKOTO H Gonka

B OKOTO)
Hapymenns na Bonxa B yxoto Hapywienne Ha
YXOTO H ThIIAHYEBATA
nabupunTa ' ' MemOpana
Pecnnparopnn, | Kanumua, Punopea
rphul °H Hazanna
MEIHACTHHATHH | KOHI€CTHA
HADYIeHHA
Cromaumno- [Mospruiade Kopemua Gonka
YpeBHHE (BKn. GoyiKa B
HApYyWieHAS TOPHATA YacT Ha

Kopema),

Hucnencus,

Canene
Hapymenns na JepmartuT (k.
KomaTa H aflepruqeH u
MOAKOHKHATA aTOMHYEH
ThKaH JIEPMATHT) N

Onucanue Ha w3Gpady HexeTaH! peaking

ITcuxuynu napyuweHua u HapyweHUR HA HePBHAMA CUCTNEMA

l“puma'r MOYKE Ja € CB’I:])BaH c paannqﬂn HCBPO.HDFH‘-{HPI H MOBEACHYECKH CHMNITOMH, KOHWTO MQrart aa
BKJTHOUBAT CHOUTUA KATO XATIOUMHALMH, ISIMPAYM 1 HeoOWYailHO nopeaeHNne, B HAKOH CTydan
BOACLIM O NeTaneH uaxon, Tesn cnOUTHA MOXKe 12 BL3HHUKHAT TIPH HAJTHYME Ha eHrledanyT unn
enuedanonaths, Ho Moxe aa ce HabnronasaT 6e3 BUAMMO TeXKo 3abongasane.

Iipw naumeHTH ¢ rpUn, KOUTO Ca IPHEMATH OCENTAMMBHP, HMa TIOCTMAPKETHHIOBH CHOOLICHHA 32
T'bPUYORE Y AENUPUYM (BKIFOHHTETHO CUMIITOMH KATO IPOMAHE B Ch3HAHMETO, 00bPKBAHE,
HeoOHu4aliHo roBeeHUE, HATYTHOCTH, XATIOUMHALKN, &KHTAUHA, TPEBOKHOCT, KOIIMAPH), KOUTO B
MHOT0 MaJkoQ OT cnyqame ca fnoBenH Ao caMOHapammaHe HIH JICTalieH H3XO0n. Tezn cubuTIA CE
cHOOLIABAT MPEAUMHO NPH MEAHATPHYHM NAUMCHTH W FOHOLIM H YeCTO MMAT BHE3AITHO HAYAJI0 H
OBp30 or3ByuaBaHe. [IpHHOCET Ha OCENTaMMEHD 34 T¢3H CHOHMTHA e HeH3BecTeH. TakyMBa HEBPO-
NCHXHYHH CHOMTUA ca choBIIeHN CBHIIO H NP MALMEHTH ¢ FPHN, KOUTO HE Ca MpHEMAlTH
OCﬁHTaMHBHp,

Xenamo-Guaiapnu napyuieHus

Hapyiuenus ra xerntaro-GHIHapHATa CHCTEMA, BKAKOUHUTEITHO XSaTHT Y MOBHILICHH YepHOAPOOHN
SH3UMY [pY NaUKWEHTH ¢ rpniononobHo 3abonssane. Te3n cayyau BKIIIOUBAT JIeTaleH (GyIMUHAHTEH
XenaTUT/uepHoApoOHa HEAOCTATEYHOCT.

Jpyru cneuHanyH Nomynanun

Heduampuuna nonyrayun (KbpMavema Ha 6L3pacn noY e0Ha 200UHa)
B aBe npoyusaHu 3a XapakTepu3upaHe Ha GapMakoxMHeTHKaTa, apmakoldHaMKKaTa H Npoguna Ha
BesonacHOCT Ha JIEUEHHETO ¢ OceNnTaMUBUp TIipk 135 3apa3enn ¢ Ipur Jelia Ha BBE3PACT noj eJHa
rojinHa, npoduneT Ha Ge3onacHocT e 611 cXoAeH MEXIY KOXOPTHTE 110 BB3pacT KaTo Hal-4eCTq, .. .
CHOOIIABAHHTE HEXETAHH peaKiy Ca NOBpPLINane, Tuapus ¥ ob6pus oT nenenu (Bx. TO4Ka 3.2, Hn
NOCTATHYHO ABHHM MPH KbpMa4eTa ¢ NOCTKOHLENIMOHHA BB3pacT 1o 36 ceaMHUK.
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Hamuunata HrgopMaiyd 32 6e30M1aCHOCT Ha OCETTAMMBHD, NPUAOMKEH 32 JIEHECHHE HA TPUTI [IPH
KbpMaveTa 104 €SHOTOAKLIHA BB3PacT, OT MPOCHEKTHBHH M PETPOCIEKTHBHY 0OcepBallMoHHH
npoyuBaHua {o0xBainainy o610 mogede ot 2400 zena 0T Ta3IM BBIPACTORA I'PYNA), eNHAEMHOIOIUIHO
u3cneABaHe Ha 6a3a-JaHHH W OCTMApKSTHHTOBH ChOOIIEHNA IPeANONAaraT, Ye npoQHIbT Ha
fe3onacHoCT MpH KbpMayeTa HAa BB3PAcT 1104 effHa rofuHa € 1MoAo0eH Ha YCTAHOBCHHA IIPOQHI Ha
6e30macHOCT NpH AELA Ha BBE3pacT eAHE roJHHA U NO-TOJeMU.

XNopa 8 cmapuecka gb3pacm U NAYUEHMU ¢ XPOHUYHO CHPOSUHO WU pecnupamopro 3abonaaane
TonynaiudaTa, BIIOUSHA B IPOYHBAHMATA 34 JIEYEHME HA TPUI, €€ CBCTOM OT MHAYE 34pasu
BL3PacTHU/FOHOLIH M “PHCKOBH’ MaLMeHTH (alMeHTH C JIO-BHCOK PUCK OT PA3BUTHE HA YCJIOXKHEHHS,
CRBP3aHU C FPUIA, HAMP. XOPa B CTAPYECKA BB3PACT W NaLHEHTH ¢ XPOHHYHO CHPAEYHO HITH
pecnupaTopHo 3abonasaxe). [To mpuHuMn, DpodwrsT Ha 6€30MACHOCT NPH “PUCKOBHTE” NALMEHTH €
KaveCTBRCHO 1'10):[06€H Ha TO3H IPH HHa4%¢ 3ApaBu B’BSpaCTHH/}OHOUlH.

Huynoxomnpomemupanu nayuenmu ‘

JledenueTo Ha rpHn ApY UMYHOKOMIIPOMETHPAHN MAIMEHTH € OLIEHEHO B /IBC MPOYYBAHHUA C
MoNyYyaBaHe Ha CTAHAAPTHE A038 WIH BHCOKOJO30BA cXeMa (IBOHHA WK TPoiida 03a) oCeaTaMUBHD
(ex. Touka 5.1). [Ipoduner Ha 6e30MaCHOCT HA OCENTAMHBHP, HADJIONABAH B TE3H MPOYUBAHHY,
CHOTBETCTBA Ha Npoduna, HabMoaaBaH B NPeNHIUHN KIHHHYHH W3TTHTBAHHA, B KOHTO OCEJITAMUBKP €
npunaray 3a ieveHue Ha TPAM NPH KMYHO-HEKOMIPOMETUPAHY NTALMEHTH BHB BCHYKH BB3PACTOBH
rpynu (MHAYe 34paBy MALHEHTH WK MAHEHTH ,,B PUCK™ [T.€. LA C PECTIHPATOPHH H/HIH CHPASHIHK
ceirpTeTBaly 3a6ongeanus)). Hali-uecrara Hexenasa peakuis, crofiiapaHa npu
HMYHOKOMITPOMETHPAHH Jela, ¢ noBphinade (28%).

ITpu enno 12-cenmurdro mpoy4BaHe 3a npodHaakTHKa pH 475 HNMYHOKOMIIPOMETHPAHH TIAUHEHTH,
BKJIIO4MTENHO 18 nena Ha BB3pact ot 1 go 12 roauny # no-ronemy, npoduasT Ha GE30KACHOCT NPU
238-Te MaLMeHTH, KOMTO ca MOJTYy4aBany OCEATAMUBHD CHOTBETCTEA HA TO3H, HabMIOAARaH NpeH TOBA
NPH KIMHUYHATE NPOYHBAHHA Ha OCENTaAMHUBHD 32 IPO(UIAKTHKA.

Heya cve cvwpecmayemya BpOHIUATHA acmMa
Mo nputuan, npoguIsT Ha HEKENAHNTE PEaKUnH IpK Jiela ¢bC ChIeCTBYRalA GPOHXHMANIHA acTMa €
KavecTBeHO Noacler Ha TO3u [IPH HHAve 3ApaBHTe Jeua.

ChobuiapaHe Ha MONO3UPaHH HekelaHU PEaKLHY

CrobinasateTo Ha MOAO3KPAHK HEKENAHH PEaKIHU CER Pa3pelaBaHe 33 ynoTpeda Ha NeKapeTBEHHS
MPOAYKT € BaXKHO. TOBa NO3BOIABRA A3 TPOJIB/DKM HaOMONEHUETO HA CHOTHOMIEHHETO [TONI3a/PHCK 38
JIEKAPCTBEHNA TPOAYKT. OT MEAHIMHCKHTE CIISLMATTHCTH C¢ WIMCKBA Aa ChoblaBaT Beska
MOO3UPaHa HEXENIAHA PeaKlIug upes:

HansaHuTENHA areHINg HO JIeKapcTBaTa

yn. ,.Jdamsan I'pyen” Ne §

1303 Codus

Ten.: +35928903417

yeBeaitt: www.bda.bg

4.9 Ilpenosupane

[Monyyenu ca cLOOLICHUS 3a TIPEAO3HPAHE C OCENTAMMBHP OT KJIMHMYHY M3NMTBAHUA U
NIOCTMAPKETUHIOBUS ONUT. [IpH NOBEYETO OT ClyyanTe Ha NPEAO3HpaHE HE ¢a CHODIIEHHN HEKENAHH
cLOHTHE.

Hexxenanure cu0uTig, CuoblUeHN ClieA npefo3upaHe, ¢a NoA0OHY Mo XApaKTep U PainpoCTPaHeHHE:
Ha Te3M, Hab10AaBaHN DPU TEPANEBTUYHH 1034 OCeITAMMBUD, OTIHCAHH B TOUKa 4.8 Hemenap;if :
AEKApCTBEHH PEaKLHH. _ Ao

He e u3zpecteH cneundHHeH aHTUAOT. fi v
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[eauarpuHHa NoNynanus

[Mo-yecTo ce chobIABAT ClTyyan HA NPelo3HPaHe IPH AeLa, OTKOMKOTO TMPH Bb3PACTHH H FIOHOMIH,
IpuroTeadeTo Ha OCENTAMUBHP NICPOpAHA Cycnen3ua TpabBa Ja cTapa BHUMATETHO, KAKTO H
NPHIOKEHHETO HA OCENTaMHMBHD NIPH JeLa.

5.  ®APMAKOJOIAYHM CBOACTBA
5.1 @apMaxkoIUHAMATHH CBOHCTEA

dapmakoTepaneBTHUHA Ipyna; AHTHBHPYCHM CPEICTRBA 32 CHCTEMHO NIPUIOKEeHHe, HHXHOMTOPH Ha
Hespamuanaazata ATC xon: JOSAHO2

Ocenramusup docdat e NpewiekapeTeo Ha aKTHRHNA METa00IHT (OcenTaMHBHp kKapOoKeunar).
AXTHBHEAT MeTaloNNT € CeNneKTHBEH MHXUOMTOP HA HEBPAMUHHIAZHUTE EHIHMH Ha BUPYCa Ha rpHna,
KOUTO peacTasasaBaT MMIOKOMPOTEHHY, HAMUPALLM ce Ha NIOBLPXHOCTTA HA BUPYyca. AKTHBHOCTTA Ha
BUPYCHHS HEBPAMHHHIA3CH CHIHM € BasKHa KaKTO 33 HaB/IM32HETO HA BUPYCA B HEHH(EKTHPAHHUTE
KNETKH, TaKa H 32 0cBOCOKAABAHETO HA CKOPO 00pazyBaH#ATE BHPYCHH HACTHIM OT 3apa3eHUTE KIETKH
# 33 TO-HATATBLUIHOTO PAsNpPOCTPAHEHHE Ha BUPYCHATa HHGEKIMA B Opraguama,

OcenramuBHp kapOokcunar HRXHOUpa in vitro HEBPaMMHIIA3NTE Ha TPHITHUTE BHpYcH THII A 1 B.
OcemrramuBup gochar MHXHOHpa HHOEKTHPAHETO U PEMUIHKALHATA Ha TPHITHHA BUPYC in Vitro.
OcenTaMuBmp, NPUITOKEH NEPOPATIHO, MHXMOHpA N Vivo PeNMKALMATA ¥ TATOreHHOCTTa Ha
TPHIHKTE BHPYCH THII A ¥ B Iipy XHWBOTHHCKH MOJIE/TH HA FPHITHA MHGQEKIUA NpH aHTUBUPYCHA
eKCNO3HUMA, Nofo6Ha Ha Ta3H, BOCTHIHATA IIPY YOBEKA ChC 75 Mg ABA IHTH AHCRHO.

AHTHBHpYCHATa aKTHBHOCT HA OCEITaMUBHD KbM IDHIIHHTE BUPYCH TUNL A H B ¢ Guna noakpeneHa ot
EKCIEPHMERTATHY NPOROKAIMOHHE NPOYYBAHUA NpH 34paBd A00poBONIIH.

Crofinoctite Ha IC50 Ha HeRpaMUHMAA3HYA SHIHM 34 OCEITAMHEBHP HNpPH KIBFHYHO M30JIMPAH TPHIIEH
BHpyc THI A ca sapupant ot 0,1 nM no 1,3 nM, a 3a rpunen supyce Tun B ca 6unn 2,6 nM. osrcoxn
crodinocty Ha IC50 3a rpunien supye i B 1o menuana ot 8,5 nM ca 6unu Habnofagany npw
HyOM¥KYBaHH IPOYYBaHHA.

KnuHWUHY OpoyYBAHMI

Mevenue na epunna undpexyun

Tosa nokazaHue ce OCHOBABA HA KJIMHWIHK NPOYUBAHUS (IPH ECTECTREHO BE3HHKHA FPHIL, IPH KOKTO
npeobnajapaluara “HQEKIMS ¢ rpUneH BUpyc TUn A,

OcentaMuBAp e ehekTHBEH caMo cpeLly 3a6oMABaHHA, NpHMBHEHH OT rpunel Bupyc. [Topanu Topa ca
fIPeACTABEHN CTATHCTHYECKH AHATIM3H CaMO 3a NULIA, 3apaseHu ¢ rpun. B cBopraTta nomynaiws Ha
OPOYYBAHETO 33 JIEUEHUE, KOATO € BIUTIOVMBANIA M TPUIT-TIONOKUTENHH M OTpHUATensH HHaUBUIH (ITT),
MbPBHYHATA €PHKACHOCT € OHna NOHWKEHa TPONOPUHORANHO Ha Opos Ha rPHUN-OTPHIATETHUTE NHIIA.
B ofmara romynaius, Ha KOSTO € MPHIOKERO JeveHHe, rpunHaTa HHexuns e Guna noTebpAeHa Py
67% (c rpanuLy 46% 10 74%) ot Habpauute nalweHTH. 64% OT MULATa B cTapuecKa BRIpacT ¥ 62%
OT TE3M C XPOHUYHO CHPHEUHO W/MIK PecrMpaTopHO 3abossBatie ca GunK rpun-nonosxkurensu. [ipu
BCHUKY NpoyuBanna dasa Il ¢ uen nevenue nauventure ca G naGupany camo 1pes nepuona,
KOT&TO T'PHITLT € UMPKYTHPAIT CPEl MECTHOTO HaCE/IeHHE.

Buvapacmuu v sonouy na 1 3-200uwna gb3pacm u no-zoaemu: [anmenture ca Guim u3bupap H ia
yyacTHe, axo ca chobiasaiu Jo 36 yaca cnej MOABATa HA CHMITTOMMTE, AKO 4 WMAJTH BHGOKA.
Temneparypa > 37,8 °C, nprapyxeta Half-MaJiko OT €QMH pecimpaTopeH CHMITOM (Kanl 1uua
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HA3aJIHHM CHMITTOMH HJId OOIKH B MEPAGTO) B Hali-MalTKo €IMH CUCTEMEH CUMITTOM (MUAITHs, CTYASHH
TPBIKWH3NOTABAHE, HEPA3NONOKEHIE, YMOPA WK raBobonne), B cbopen ananus Ha pesynraTure o1
BCHYKH TPUNI-TNIONOKUTENIHHE Bh3pacTHH M HOWHK (N = 2413), BUTIOHEHH B MPOYYBAHHATA 33 NEYEHHE,
oceaTaMuBHp 75 Mg ARa NHTH NHEBHO B NPOAB/DKEHHE Ha 5 JHH € HaMa/lu/l MeJ{aHaTa Ha
NPOABMKUTENHOCTTA HA MPUITHOTO 320014BaHe NpUOIN3NTENHO ¢ §IWH ACH, ot 5,2 anu (95%
noBepureneH untepsan 4,9 - 5,5 iHu) B rpynara ¢ tiaueGo 20 4,2 auu (95% nosepuTesieH HHTEPRAN
4,0 - 4,4 muu; p <0,0001).

IpoueHTHT Ha MHIIATA, KOHTO Ca PA3BHJIM ONPENIeICHH YCIOKHEHHSA OT CTPaHa Ha NONHUTE JHXaTe/HH
MBTHLIA (MPeAUMAO GPOHXHUT), NMeKyBaHy ¢ aHTHOHOTHLH, € 6un Hamanen ot 12,7% (135/1063) B
rpynara ¢ wianebo Ha 8,6% (116/1350) npu nomynauusara, TeKyBata ¢ ocearamusup (p = 0,0012).

Jevense na epun npu noRYIQNKY ¢ Sucox puck: MeluaHaTa Ha NPOABLKUTENHOCTTA Ha 3a0onsiBaneTo
OT IPHII NIPH JIMUA B cTapuecka BhapacT (> 65 roauHH) H npH JHIA ¢ XPOHUYHO ChPACHHO H/WIH
pecrnpaTopHO 3a0oNABaHe, MOMYYABAINM OCENTAMUBHD 75 Mg AB& MHTH AHEBHO B HPOABILKEHHE Ha 3
AHu, He e Gra zHauuMo HaManieHa. OG1uaTa IMposBIDKUTERHOCT Ha (ebpunuTeTa e Gra HaMaleHa ¢
CAHH ACH B TPYIHTE, JICKYBAHH ¢ oceNTaMupyp. TIpH rpUn-noloxXUTEHUTE KA B CTapuecKa BB3pacT
OCENTAMMBHP 3HAYHMO ¢ HAMAIKT YECTOTATA HA ONPEAEICHH YCIOKHEHNA OT CTpaHa Ha JI0/THHTE
JIUXATeNiHM DBTALIA (IIPpeIuMHO OpOHXHT), TeKyBaHU ¢ aHTHEHOTHIIK, 0T 19% (52/268) B rpynara ¢
naanebo pa 12% (29/250) nupy nonynanuaTa, iekyerasa ¢ ocenramusup (p = 0,0156).

ITpu rpUI-MONOKATENHY NALHEHTH C XPOHWIHO CHPASYHO WILTH pecnipaTopHo 3aonssane,
KOMOWHHPAHATA MecTOTa Ha YCI0KHEHHA OT CTpana Ha JOHHTE AMXATETHH IIbTHIIA (TIPeTMHO
fponxur), Nexysany ¢ aHTuGuoTHl, ¢ 6una 17% (22/133) B rpynara ¢ nnavebo u 14% (16/118) mput
nOMyaaiHATa, 1eKyBana ¢ ocerramueup (p = 0,5976).

Jlevenue na zpun npu_dpemennu xceny: He ca npoBekAaHH KOHTPOIHPAHH KIMHHYHH NPOYYBaHHA 3a
ynoTpebaTa Ha OceNTaMUBHp NpH SPEMEHHM JKeHH, BLIIPEKH 4¢ UMa A0kalaTe/ICcTBa OT
[IOCTMaPKETHHTOBH ¥ PeTPOCHIEKTHBHY 00CEpBaliMOHHH NMPOYUBaHMA, KOHTO NOKA3BaT Mof3a ot
HacTOAUIATA CXEMA Ha AOIUPAHE NP Ta3H MALMEHTCKA NOMYIALYA, B YCIOBHATA Ha HHMCKA
MopGuIHOCT/CMBPTHOCT. PesyntaTure oT GapMakokHHOTHUHITE aHAJTHIM NIOKA3BAT HHUCKA
EKCIIO3UIMA Ha aKTUBHU METa00/IHTH, RBIIPEKM He HE Ce TPeNophHBa KOPHIHpaHe Ha J03aTa NpH
OpeMeHHH XXeHH NpPH JICUSHUETO WM NPOQMIAKTUKATA HA IPUna (BK. ToUka 5.2, PapMakOKHHETHKA,
CrneuuanHy nomyiadH).

Jleuenue na zpun npu deya: B XIIMHMMHO M3NWTEAHE NP MHade 3pasH deta (65% rpun-
[OJIOXKHTENHNA) HA BR3PACT oT | 10 12 roauuu (CpemHa Bh3pacT 5,3 roAMHH), KOUTO ¢4 AMATH BHCOKA
Temmnepatypa (> 37,8°C) maroc Kanmnuua win puBAT, 67% OT IPHN-MOIOKUTEIHUTE MALHEHTH Ca
Bunu 3apasedn ¢ Tpuned supyc THa A U 33% ¢ rpunien supyc THR B. Jleuennero ¢ ocenTaMuBp,
3amouHano 1o 48 yaca 0T NOABATA HA CHMITTOMHTE, 3HAMMMO € HaMANMI0 BPEMETO 33 03ipaBiRaHe
(onpexeneHo XaTo eHOBPEMEHHO BL3BPhIIAHE KBM HOPMAHOTO 3APABOCIOBHO CHCTOSHHE U
AKTHBHOCT H CIafaHE Ha BHCOKATA TEMIIEpaTypa, oOneKyaBaHe Ha KALLTALATA ¥ PEHUTA) ¢ 1,5 AHH
(95% poseputeneH unrepnan 0,6 — 2,2 auu; p < 0,0001) B cpaBHenne ¢ nnauebo. OcentaMusup €
HAMAJTHIT YeCTOTATA Ha OCTHP OTHT Ha CPESHOTO YXO oT 26,5% (53/200) & rpynata ¢ nnauebo ao 16%
{29/183) npy nenata, nexkysadu ¢ ocentamusup (p = 0,013).

Bropo npoyusane e Guno 3apbpiueHo npu 334 aeua ¢ acTMa Ha Bh3PAcT oT 6 140 12 FOAKHM, OT KOMTO
53,6% ca 6wnu rpun-nionoxutenty. B rpynara, fekysaHa ¢ OCeNTAMHBH], MEAHAHATA HA
APOAL/BKUTENTHOCTTA Ha 3a60/1ABaHETO He € Guia HamaneHa 3HaukMo. JIo feH 6 (ToCAeAHHAT AeH OT
sedernero) FEV] ce e nosunnn ¢ 10,8% B rpynara, NeKyBaHa ¢ OCEITaMUBHp, B cpaBHeHHE ¢ 4,7%
OT Ta3d nomynauuA ¢ wiauebo (p = 0,0148).

Esponelickara AreHIMa 10 IEKapcTRaTa OTNIAra 3aAb/IKEHUETO 34 [IPEAOCTABAHE HA Pe3y
POYYBAHUATA ¢ OCEMTAMHEHP B GAHA WIM MIOBSYE MOATPYNH Ha NEMATPUYHATA NOITY.1a

rpur. { .f’?'-‘:' |
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Bwxre rtouka 4.2 32 aHGopManig 0THOCHO ynoTpe6a B neaMaTpUsaTa.

IToxasanuero npu KppMadeTa Ha RE3PACT NOA | roJiMHA ¢ OCHORARA HA EKCTPANIONALNS Ha JaHHUTE
3a eMKACHOCT NPH NMO-FOMEMH AELa, a IPentopbYHTENIHATA JO3UPOBKA C& OCHOBABA HA IAHHU OT
thapMakOKMHETHYHO MOJenupaHe (BK. Touka 5.2).

Jlexwenue na unpexyua ¢ zpunen eupye mun B: O6ino, 15% oT rpun-nonoxMTeHATa NOMYNALMA €
6Hna MHdeKTHpaHa ¢ TPUITEH BUPYC TUI B, kaTo npoueHTsT € 61n B rpakuum ot | 1o 33% mpu
OTAENHKTE Npoyusadus. MeAuaHaTa Ha IPOABL/BKHTENHOCTTA Ha 3300/ ABAHETO MPH JIMLA, 3aPa3CHH ¢
rpuneH BUpyc TdN B, He ¢e e paznuuapana 3HAUMMO MEWKILY PA3NHYHUTE PYIH Ha TeHEeHHE B
OTAE/NHKETE MpoyusanuA. Janunte ot 504 nula, 3apaseHy ¢ rpuneH BUpyc THN B, ca 6wtk cuOpany or
BCHUMKH [IPOYUBAHHA 32 aHAMH3. OCeNTAMHBHP € HAMATHIT BPEMETO 10 obyieKuaBaHe Ha BCHYKIA
cumnromu ¢ 0,7 nuu (95% nosepurenen uurepsan 0,1 — 1,6 auy; p = 4,022) ¥ npoab/BKHTETHOCTTA
Ha deOpunurera (> 37,8°C), kauwtnuara 4 puHHTa © equH Jes (95% aoeepurenen wntepean 0,4 — 1,7
sy p <0,001) B cpapHenye ¢ nnaueo.

Jleuente Ha 2pun npu UMYHOKOMRpOMemupany naytexmy, ENHO paHROMM3HMPaHO, TBOWHOCIANO
NpOYUBaHe 32 OLIEHKA Ha 6e30MacHOCTTa M OXapaKTepH3ypaHe Ha eheKTHTE HA OCEITAMHEHD BEPXY
Pa3sBUTHETO HA PE3UCTEHTEH IPUeH BHPYC (NEPBUYCH AHATHE) IIPU 38PA3EHH G IPHIl
HMYHOKOMITPOMETHPAHM NALHEHTH BKMOYBA 151 BhIpACTHH MalHeNTd, 7 IoHOmH 1 9 fena,
MOAXOIAILA 33 OLIEHKA Ha epHKACHOCTTA HA OCEITAMHRUD (BTOPHUEH aHanM3, §e3 OCTaThuYHA
CTATHCTHYECKA MOIITHOCT). [TpOYuBaHETO BKTIOYBA TALHEHTH € TPAHCILIaHTALNA Ha COJIMAHK OpTraHu
[SOT], naumenTy ¢ TPAHCIIAHTALAA HA XEMATOTIOETHHHHI cTRONOBU KneTku [HSCT], nmonoxuTenHu
3a HIV nauvenru ¢ 6poit Ha CD4+ knetkn <500 wieTk/mm3, NanHeHTH HA CUCTEMHA
HMYHOCYTIPECMEHA Tepari¥is ¥ TAKWBA ¢ XeMaTONOTHUYHM 3/I0KaUecTBeHH 3a001apanug. Te3H mauueHTH
ca PaHIOMH3HpPAHH 32 JIEUCHHE B paMKUTe HA 96 uaca OT MoABaTa Ha CUMIITOMHTE 34 nepuoj ot 10
any. TepanesTHUBHTE CXEMH ¢a: ¢TaHaapTHa Jo3a (75 mg Ry KOPHIMpaHa CiPIMO TETeCHOTO TEro
1IpH Aeua) ABa TBTH ABEBHO (73 BB3PACTHH NALMEHTH, 4 IOHOWM U 4 neua) vy AsokiHa no3a (150 mg
WIN KOPUTHpaHa CAPAMO TeleCHOTO TEMI0 P Jella) ABa HTH SHEBHO (78 BR3pacTHH NallMenTH, 3
IOHOIIM U 5 Ael1a) OCENTAMUBHD.

MenuanaTa Ha BpeMeToO 38 OT3ByYasaHe Ha cHMaToMuTe (TTRS) mpy BE3pACTHY M I0HOILH € NIoAo0Ha
B rpynara ¢re craHnaptuara go3a (103,4 gaca [95% nosepurenen uuatepran 75,4-122,7]) u rpynara c
asoifna no3a (107,2 qaca [95% nosepurenen narepean 63,9-140,0]). TTRS npn neua moxe Aa Bapupa
U MHTEPNPETALHATA € OrPaHHUUEHA OT MANIKMA pa3mep Ha W3Baxkara. [IpoueHTHT RB3PACTHY ALMEHTH
¢ BTOPHYHE HHhEKLHH B IPYNaTa ¢hC CTAHAAPTHA JO3a U B IPpyTIaTa ¢ AROMHA fo2a ¢ cpaeHuM (8,2%
cnpamo 5,1%). [Tpu menia ¥ IOHOIUH, CaMO eXHH HaLHeHT (IoHOWA) B rpyna'ra ChC CTaH,IlapTHa JIo3ae
passnn BTopHuHa HHdexuus (GakTepuaneH CHHY3HT).

HporeneHo e mpoyuBaHe OTHOCHO apMaKOKMHETHKATA H (PapMakoaHHAMHKATA JIpH TEXKO
uMyHOKOMITpoMeTHpany aeua (< 12 roauui, n=30), KoUTO Nomy4asat cTaviapTHa (75 mg M
KOPUrHpaHa CpAMOo TerNIOTo AR 0LTH ARCBHO) cpewly TpoHHa noza (225 mg uny kopHrupana
CTIPSMO TEFIOTO JIBA ITLTH AHEEHO) OCENTAMMBUD 33 afanTUBEH IEPHO Ha mpwiaraHe oT 5 1o 20 nam
B 3aBHCHMOCT OT MPORBDKHTETHOCTTA HA OTAENSHE Ha BUpYca (MeuaHa Ha NIPOAL/DKHTEIHOCTTA Ha
neuenue: 9 puu). HUTo enyn nalMeHT B CraHfapTHATA MPYiIa H 2 RALMEHTH B TpyNaTta ¢ Tpolida fo3a
cbobmasar 3a BTopuyHa DakTepHanHa HHQEKUKA (OPOHXHT U CHHY3MT).

Hpopuraxmuxa na epun

EdwukacHocTra Ha 0CENTaMHBHp 32 IPOQUIAKTHKA HA ECTECTBEHO BL3HHKHAIO IPUITHO 3abonasane €
JIOKa3aHa B NPOYYBAHE 32 MTOCTEKCNIO3NIIMOHHA NPOQHIaKTHKE B AJOMaKHHCTBATA M ABE npquaaumﬁ- g
1 cesoHna npodwiakTixa. TIbPBUUHATA KPAHA TOUKA 32 eHKACHOCT NPH BCHUKK Teau - .
poy4BaHHA e (Wla YyecToTata Ha 1abopaTOpHO NOTRLPASHH CJIY4aH Ha IPUIL. Bnpynem‘nocﬂa Hia _
TPHIIHATA ETIHAEMHS HE € NPEABMMMA M BAPUPa B PAMKHMTE Ha 06/1aCTTa H OT CE30H Ha CE30H, NOpaH
ToBa GposT ndua, KouTo € Reobxoaumo Aa ce nekyrar (BHIT), 3a na ce npenoTepaTu ¢AUH cnyqaﬂ Ha
rpunso 3abosisasaHe, € pa3iiHyes, 3 :
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Hocmexengsuyuonna npoduiraxmuka: B npoyusaHe NpH TMLA B KOHTAKT ¢ M30IHPaH clyual Ha rpur
{12,6% pakcHHMpaHM cpeilly rpun), MPUNIOKEHHUETO HA OCEATaMHBHP 75 Mg BEAHBXK JHEBHO €
3aM0YHANo 20 2 AHM OT 04BaTa HA CHMIITOMMTE IIPH 3apa3eHus ¢ TPHI i & NPOABIDKIIIO CeAeM RHH.
'pun e 6un noTeupAeH NpH 163 ot 377 otaeany cayqad. OceTaMyBHP 3HAUHTENHO © OHMKII
YoCTOTATA Ha KIMHMYHO NPOABEHO rpunHo 3abondBaHe, BH3HUKHANO NPH KOHTaKTHUTE JIMUA, HpH
KOMTO € TIOTBLPAEHO 3afosBaneTo, or 24/200 (12%) » rpynara ¢ manebo Ha 2/205 (1%) B rpynara ¢
ocenramuBup (92% namanenue [95% nosepurenen nurepsan 6 — 16; p <0,00011). Bpoar miua, xonro
e 6o HeoOxommuMo fa ce nexkysat {(bHJI) B koHTaXT ¢ MCTUHCKH Cly4aM Ha rpum, e 6un 10 (95%
JosepuTeen HHTepsat 9 — 12) u e Gunt 16 (95% nosepureneH uatepean 15 — 19) s nanara
nonynaums (ITT), He32BHCHMO OT CHCTOSHHETO HA WHPEKUHATA B OT/IeHAA Ciiyqal.

E(HKacCHOCTTA Ha OCENTAMHBHP 32 NPEJOTBPATABAHE HA €CTECTBEHO REIHWKHAIIO IPHUITHO 3a6o/1aBaHe
€ JOKa3aHa B IPOYUYBAHE 32 NOCTEKCIOZHLMOHHA TPOQUIAKTHKE B IOMAKHHCTBATA, KOETO €
BKIIIOYBAJIO BB3PACTHH, IOHOIIM H AElla Ha BB3PacT oT | 1o 12 roauHm, KakTo KATO OTAENIHH ClyHaH,
TaKa ¥ KaTO KOHTAKTHU B ceMmeifcTBoTo. [TokasarensT 3a mxpBHYHa eUKACHOCT B TOBA IPOYUBAHE ©
HeCTOTATA Ha JIabopaTOPHO-TIOTEBP/ICH KTHHHUYHO MPOABEH TpUn B noMakuHcTBara. [IpodHnaxruxara
C OCenTaMuBHp ¢ npoabnkita 10 nau. B obinara nomynauss e MMAano NOHMKEHHUE B YECTOTATA Ha
N26opaToPHO-IOTREP/ICH KTMHUYHO NPOSBeH MPUN B foMakuHcTRaTa ot 20% (27/136) s rpynara,
KOATO HE & MOoJTyyaRaia npodunakTHKa, Ha 7% (10/135) B rpynara, Ko4To € nomyvasana
npodunakTika (Hamanenue ¢ 62,7% [95% noeepurened uutepsan 26,0 - 81,2; p=0,0042]). B
AOMAKHHCTRATA, KBJAETO € HMAJIO OTARHHE CIy4aH Ha HH(EKTHPAHH ¢ TpHIL, ¢ HabmoaaBaHo
NOBMXEHKE Ha YecToTaTa Ha 3ab0eBaeMocT oT Tpim ot 26% (23/89) B rpynara, KOATO He €
nojyuasaia npodmnaxtuka, Ha 11% (9/84) B rpynara, nonydasana npoduiakTHka (HAMARCHHE C
58.5% [95% noeepuTenen uHTEpRaAN 15,6 — 79.6; p = 0,0114]).

Criopen HOArPYNOB AHANH3 TPH JeUa Ha Bb3pacT ot | fo 2 roguHu, dectorata Ha 7abopaTopHo
MOTBRPIEH KITHHHUYHO [IPOABEH CPUIT Cpe Aeuara € HaMajieHa 3HavunTenHo ot 19% (21/111) B
TpYIarta, KOATO He € onyuasana npodunakryka, Ha 7% (7/104) B rpynara, noayzasana
npodunaxtuka (64,4% namanenue [95% nosepurencs uutepean 15,8 ~ 85,0, p = 0,0188]). [Tpu
JElATa, KOWTO B HAYAA0TO Ha M3MATBAHETO OLIE HE OTAEIAT BUPYCa, HeCToTaTa Ha nabopaTopHo
OOTBhPASH KIHHHYHO NPOABEH rpun ¢ Hamanana ot 21% (15/70) B rpynara, KOAT0 He NOTy4asaia
npodunakrrka, Ha 4% (2/47) B rpynara, niostyuasassa npoduaaxrika (80,1% namanenve [95%
AoBepuTenieH HuTepsan 22,0 — 94,9; p = 0,0206]). BHJ 3a uanara neauarpuina nomyamya e 9 (95%
JoBepuTENneH uuTepsan 7 —24) u 8 (95% gorepureneH HHTEpBRas 6, rOpHATA IPaHMLA HE € H3MEPEHa)
3a nanata nonynaima (ITT) 1 cpOTBETHO NpU felaTa, KOHTAKTHY ¢ OTACNHH HHbEKTHpaH ClyHan
(ITTID).

[pounaxmuxg na epun caed ¢XCno3uyLR NPy KepMmayema nod 1 -zo0nuuaa g¢b3pacm no speme Ha
nandemus: Tpodunakrukara o BpeMe Ha NAHJACMKA HA FPHIT HE € IPOY4BAHA B KOHTPOIMPAHH
KIMHUYHH H3NWTBAHEA NPy Aeta Ha Bp3pacT 0-12 meceua. Bioxre Touxa 5.2 2a noapodHOCTH OTHOCHO
CHMyJaLHsTa Ha CKCTIO3KWIKA.

IIpoguraxmura no epeme Ha epunta enudemus ¢ obuecmaomeo: B cbopen aHanns 5a n8¢ IpYyrH
[IPOY4BAHHA, IPOBENEHH NPY HEBAKCNHUPAKN, UHAME 3APABH BL3PACTHH, OCENTAMHBUP 75 mg BeAHBK
JHEeBHO, IPUMAraH B IPOABLLKEHHE HA 6 CeMULIHM, 3HAYMMO HaMaJIABa YECTOTATa Ha KIMHUUHO
npOABEROTO rpANHO 3abosseane oT 25/519 (4,8%) B rpynara ¢ mnanebo Ha 6/520 (1,2%) B rpynara ¢
ocentamusup (76% Hamaneuue [95% nosepurenen untepsan 1,6 —5,7; p = 0,0006)) no rpeme Ha
rpunua enuaemus B obwecteoro. BHIT npu tosa npoyusane ¢ 28 (95% I{OBCpHTeHeH MHTEpBAN 24 —
50).

ITpy npoyuRaHe Ha XOpa B CTaPHECKA Bb3PACT B JIOMOBE 3a BB3PACTHH X0pa, KbAETO 80% ca Gnng,
BaKCHHHPAHH [1PE3 CE30HA Ha APOYUBAHETO, OCEATAMUBUP 75 Mg BEAHBK JHERHO, npﬁnaraﬁ.gf
NPOIBIDKEHYE HA 6 CEAMMLIM, 3HAMHMO HAMAIISIBA 4eCTOTaTa Ha KIMAHWYHO NposBedoTo rpuftg .~
zaGonaease ot 12/272 (4,4%) 8 rpynata ¢ nnaneGo Ha 1/276 (0,4%) B rpyriata ¢ ocemam,mmp (92% -
Hamanenwe [95% norepwreneH uutepsan 1,5 — 6,6; p = 0,0015}). BHJI npn Topa npqunfxé-le e 25

(95% nosepureneH unTepean 23 — 62). :
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[Ipogunaxmura na zpun rpu umyrHoxkomnpomemupani nayuernmuy:. TIpoBeIeHo & ABORHO-CIIANO,
nyaneSo KOHTPONMPAHO, PAHIOMHIHPAHO HATUTBAHE 33 CE30HHA HPOpHIAKTHKA Ba rpun npH 475
HMYHOKOMTIpOMeTHpaty nanueHTH (388 naumenTtn ¢ TpaHcnaHTauws Ha CONMMASH opraH [195
nnanebo; 193 ocenramusup], 87 NauHeHTH ¢ TPAHCTUIAHTALINA HA XEMONOSTHYHM CTBOJIOBY KJIETKH
[43 nnane6o; 44 ocenTaMHBUP], HAMA TALMUCHTH C APYTH HMYHOCYIIPECHBHH CBCTOSHMS),
BrmouuTeHO 18 sena Ha pe3pact ot | 10 12 rogunu. ITepeuubara Kpalina Touka NP TOBA KNHHHYHO
M3IIMTBAHE & HeCTOTATa Ha 1ab0pPaTOPHO NOTEBPASH WIHHHYHO IPOSBEH I'PHN, OTpeeNeH upes
KYNTHBHMpPAHe Ha BUPYCH U/MNK YETUPHKPATHO nosyleHde Ha HAI autHrenata. YecToTara Ha
1a60paTopHO NOTEBLPAEH KNMHMYHO MposseH rpun € 2,9% (7/238) s rpynara ¢ mnaneGo u 2,1%
(5/237) B rpynara ¢ ocenramusep (5% M -2,3% — 4,1%; p = 0,772).

He ca nposesxnaann cnetudyni npoy4YBaHud 2a OLEHKA HA HAMANEHKETO Ha PUCKA OT YCIIOKHEHNS,

Pesucmenmuocm xom ocenmamusup

Knunuunu npoyusanus: PUCKDBT OT 0SBa HA MPUITHI BUPYCH C HAMAJIEHR HYBCTEHTE/THOCT UM
U3ABEHA PE3HCTEHTHOCT KBM OCENTAMHBHP € M3C/TEBAH M0 BPeMe Ha CIOHCcOopHpaHy oT Roche
KIMHKXYHY H3NHTBAHUA. Pa3BUTHETO HA BUPYC, PESUCTEHTEH KbM OCENITAMMBHD, N0 BpPeMe Ha
NEYEHHETO € [10-4ECTO NPH Jelia OTKOIKOTO NPH BBE3PACTHH, KATO TOBA BapHpa oT noa | % npu
BE3pacTHHTE A0 18% npH kbpMadeTara Ha Bb3pacT oA | ronuna. Jenara, NpH KOMTO € YCTAHOBEHO,
4¢ Ca HOCHTEH Ha BUPYC, PE3UCTEHTEH KbM OCENTAMUBHUD, 110 IPHHUHI OTAEAST BHPyca 1o-
NPOILILKHTENHO BpeMe B CPABHEHME C NHLATA ¢ HYBCTBUTE/IEH BUPYC. PE3UCTEHTHOCTTA KBM
OCEeNITaMHBHP, FB3HMKBALIA IO BPEME Ha iedeHue, obade He NOBIKHABA OTIOBOPA KbM JIEHEHHETO i He
NpeAH3BHKBA YAB/DKABAHE HA CHMITTOMMTE Ha IpUIIa.

KaTo Lano 10-BUCOKA 4eCTOTa HA PEIRCTEHTHOCT KBM OCENTAMHBHP € HabmioaakaHa NpH BB3PACTHH M
IOHOIM MMYHOKOMIIPOMETHPAHH NMALKEHTH, IEKYBaHH ChC CTAHAAPTHA 034 WK ¢ ABOHHA 1032
oceTaMUBHP B ipoxbmienne na 10 auu [14,5% (10/69) B rpynara ¢we crangapTHa fno3a u 2,7%
(2/74) s rpynata ¢ ABO¥HA f032], B CPABHEHHE ¢ JaHHH OT MPOYYBAHHA C IGKYBAHH C OCEIITAMHBHP
HHaYe 3IPABY IOHOIIM M BE3PAcTHU NauueHTH. [lo-ronsMara yacT o1 BB3pacTHUTE MALHEHTH, KOHTO
Pa3RHBAT PE3UCTEHTHOCT, C4 PEHHONEHTH Ha TpaHCHNaHTaT (8/10 mauneHTH B rpymarTa ¢ue
CTAHMAPTHa 03a U 2/2 NAlMEeHTH B TpynaTa ¢ JBokiHa no3a). [loBeqeTo OT NallHEHTHTE C PE3UCTEHTEH
HA OCeATaMMBHP BHPYC ca MH(PEKTHPAHM ¢ TPHIT THIT A 1 HMAT NPOIBDKUTENHO OTAC/IIHE Ha BUpYcCa.

YecToTaTa Ha PE3UCTEHTHOCT KEM OCENTaMUBHD, HalmioxaBaHa (IpU HMYHOKOMIIPDOMETHPAHH Nela
(<12-ropunina BB3pact), IEKYBaHH ¢ OCEITAMMBHD B JIBE MPOYYBAHMA W OLICHEHH 33 PE3UCTEHTHOCT, €
20,7% (6/29). Or mecTre IMYHOKOMIPOMETHPAHU A€HA C PE3UCTSHTHOCT KBM OCEITAMHBUP,
BBIHHKHANA 110 BpeMe Ha JICUCHHETO, 3 NALMEeHTH NONY4aBaT CTAHAAPTHA A03a W 3 MauHeHTH ~
BHCOKA /1032 (1BOHHA HiTH TpoliHa Jio3a). MHOIMHCTROTO MMAT ocTpa MuMGobiacTHA TEBKEMUS H Ca
<5-roAuuIHA BL3IPACT.

YecroTa Ha PE3MCTEHTHOCT KBEM OCCITAMHBHD B KIHHHYHATE NPOYIRAHUA

I[lonyiamus namHenTy {TanmuenTH ¢ MyTalRH Ha pesncTeRTHOCT (%)
PenoTunuIvpane* Teno-u
¢enoTanu3Apane*
Bh3pacTHH H KOROUIN 0,88% (21/2 382) 1,13% (27/2 396)
Heua (1-12 rogunm) 4,11% (7TU/1 726) 4,52% (78/1 727)
KepmadeTa (<1 roguHa) 18,31% (13/7D) 18,31% (13/71)

*I1LIHO TeHOTUIIM3MPaHE He ¢ GUM0 KABBPUIEHO REB BCMYKH [IDOYHBAKNAA,

[MTpodwunaktvka Ha rpumn
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Hama JaHHH 32 NOZBA HA IEKAPCTREHA PESHCTCHTHOCT, CBBpP3aKa ¢ ynotpebaTa Ha OCENTAMHBHD MPH
KINHWYHHTE U3MUTRAHKA, TPOBEACHH AOCETa NIPH IPYNH Cled €Keno3uling (7 THU), NP Ipymu clien
SKCTIO3UIINA B NOMaKUHCTBOTO (10 qHM) 1 ce3oHHa (42 nHM) NpodHIaKTHKE Ha I'PHI IIpH
MMYHOKOMIETCHTHE NTaumeHTH. He e HabmoaaBaHa pe3CTeRTHOCT Mo BpeMe Ha 12-ceamudso
NpoyuBase 3a NMpoGHIaAKTUKA NPH UMYHOKOMIIPOMETHPAHH TALHEHTH,

Knunuvnu daunu u oannu om nabriodenue: OTKPUTH Ca €CTECTBEHHM MYTAIlMH, CBHPIAHHM ¢ HAMaNeHa
JyBCTBHUTETHOCT KbM OCENTAMUBHP /1 Vifro TIPH BUPYCH TR A H B, nsonupany ot naupenTty Ges
EKCIIO3NLMA HA OCEITTAMMBUP. PE3UCTEHTHH INAMORE, CEIEKTHPAHH 110 BPeMe Ha JICUeHHe ¢
OCEJITAMUBHP, CA H3OJHPAHH KAKTO OT HMYHOKOMIETCHTHH, TAKA ¥ OT HMYHOKOMIIPOMETHPAHU
nauyesTd. HMyHOKOMIpOMETHPaHUTE AMEHTH H MAIKHTE [elia ¢a H3I0KEHH Ha Hal-BHCOK PHCK OT
pa3BHTHE HA PEINCTEHTHH HA OCETTAMMBHD BHPYCH IO BpEME Ha JISUEHHETO.

YeTaHOBEHO €, Ye PE3NCTEHTHH HA OCENTAMMBHD BUPYCH, UIONKPAHH OT NALHEHTH, 1€KYBaHH ¢
OCeNTaMHBHP, H PEIUCTEHTHH HA OCENTAMUBHD NabOPaTOPHH 111aMOBE HAa TPUTIHKTE BUPYCH,
ChABPKAT MyTalH B N1 1 N2 Hespamunngasute. Mma TeHIeHINS MyTaUNMTE 33 PE3UCTEHTHOCT Ja
HbaaT cnenduyay 3a BupycHus noatn. Ot 2007 r. cnopafuyHo ce 0TKPUBA €CTECTBEHO
BB3HAKBALLIATA PEIHCTEHTHOCT, CBBp2aHa ¢ MyTanuata H275Y npu cesonnmnre mamose HINT.
HyBCTBUTENHOCTTA KbM OCENTAMUBHD H IGHPOKOTO PasNPOCTpaHeHHe Ha Te3H BUPYCH U3Tnexaa
BapHpaT ce3oHHo 1 reorpadcekd. Ipes 2008 r. H275Y e 6una otkputa npu > 99% ot 1MpkynHpamuTe
HIN1 rpunuu uzonatu 8 Erpona. Hpes 2009 r. rpununar supye HINI (“cBunckn rpun”) e Gun
TIOYTH €/IHAKBO UYBCTBHTE/IEH KbM OCEITAMUBHD, KATO € HMaRo caMo CHOPaAHIHH CHLoDLEeHHS 3a
PE3HCTEHTHOCT BHB BPB3KA KAKTO ¢ TEPANERTHYHH, TAKA M C TIPOPUIAKTHHHE CXEMM Ha MpHlarade.

52 ®@apMakoKWHETHUHH cBOHCTBa

O6wa undopmanus

Abcopbyun

OcentaMuedp ce pesopOupa Jo6pe OT CTOMAITHO-YPEBHHA TPAKT e NepopalHO NPUIOKEHHE Ha
ocenTamuBup Qocdat (npekypeop) u ce MeTabonu3vpa B rosisMa cTeneH Karo ¢e MpeRphiua B
AKTHBHMA MeTabonuT (OceTaMHBHD KapOOKCHIAT) NPeqHMHO C MOMOILTA Ha YEPHOAPOOHHTE
ecrepan. Haii-manko 75% ot nepopaiHara 503a JOCTHIa CHCTEMHOTO KpbBOODpANEHHE TI0A
¢opmara Ha akTBeH Metabonut, Excnoauuuara Ha NpeaneKapcTBOTO MO OTHOLICHHUE HA AKTHBHHA
MetaGomKT e mo-Manka ot 5%. IlnasMeHuTe KOBUEHTPALMK Ha ApeKypcopa U Ha aKTUBHUA MeTabonuT
ca MPONOPLMOHATHH Ha 034Ta U He ce MOBMHABAT OT €JHOBPEMEHHO [TPHIIOKEHHE C XPAHA.

Paznpedenenue

Cpennust o0eM Ha pasnpeeneHye B CTALIMOHAPHO CHCTOAHHE HA OCEATAMHBHP KapOOKCHIAT NpH
xopa e npubaranTenHo 23 nutpa — obeM, eKBUBANICHTEH Ha EKCTPALECTYJapHATA TEECHA TeYHOCT.
Toi KaTO HERPAMUHHAAZHATA AKTHBHOCT € EKCTpaLETyIapHa, OCeITaMUBHD KapOoKcHIaT ce
pasmpeens BhE BCHYKHM MECTa Ha PasnpOCTPAHCHHE HA TPUITHHA BUPYC.

Crbp3BaHeTo Ha OCEeATAMHBHP KapOOKCHAAT ¢ TNa3MEeHNTE TIPOTEMHU NTPH XOPA € HE3HAMMTENHO
(nputausurenno 3%).

Buompancgopmayua
OcenTaMUBHP € NOMIOXKEH Ha EKCTEH3KBHO MIPEBPBIIAHE 0 OCENTaMHBHp KapOoxcunar ot
€cTepa3uTe, HaMUpalll Ce IPENUMHO B depHHs Apob. [Ipoyupannsd in vifro ca nokazaii, 4e HHTO
OCENTaMHBAUP, HHTO aKTHBHHAT My MeTabONHT ca cyOCTPaTH HITH MHXMONTOPH HA OCHOBHMTE
m3othopmu Ha LutoxpoM P450. He ca uaeHTudHLmMpanu in vivo Korioratd ot §asa 2 Ha HUTO €J1HO OT
ABETE CHEAMHERHA.

Enuwmunupane
AGCOpOHPaHUAT OCEITAMHBHP CE ETWMUHEHDA NpeAMHO (> 90%) upes NpeBphUIAHETO Ny B
ocerramyeup kapGokennat. Ciea Toa Tol He ce MeTabonn3Inpa NO-HATATHK K ce enuMUHMpa ¢
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ypuHata. [IHkoBHTE NNa3sMeHy KOHUEHTPALMH HA OCCATAMMBHD KapboKcHNaT HaMansaBaT ¢
nony;HusoT of 6 10 10 9aca npH NoBeyeTO HHAUBUAM. AKTUBHUAT META0ONUT CC elHMUHHPA H3LULIO
ypes 6ulpeuna exckpeuns, Brpeunuar wpsHe (18,8 1/h) npepyiuaga cTeneHTa Ha rNOMEPYIHA
durrpauns (7,5 I/h), xoeto nokassa, He OCBEH roMepy/iHa QUATpaLH Ce U3BbpuIBa H TyOyaHa
cexpenus. [To-manxo ot 20% ot nepopannara Gens3ana n03a ¢e eTMMHHHpA ¢ hekaniuTe,

QQ!FH cnelHaANHY BOITY1a1HHA

Heduampuwuna nonyaayus

Kwpmauema na sv3pacm nod I zoduna. @apMakoKHHETHKATA, (papMakofHHAMHKaTa ¥ Oe301aCHOCTTA
Ha OCETTAMHBUD €2 OLEHEHM B 1B€ HEKOHTPONMPAHH OTBOPEHHU IPOYIBAHH, BIUTIOUBALIY 33apajeHu C
rpUN JeLia Ha Bh3pacT NoA efda roanHa (n=135). CkopocTTa Ha KIIMPLHC Ha AKTHRHUA MeTabo/MT,
KOPHI'HpaHa 32 TeNecHOTO TerNio, HaMaJIARa NPH BB3PAcT NOA eaHa rofuHa. Excrnosvumnara Ha
meTabonuTa CHILO € NO-NMPOMEH/IHBA NPH Hall-ManKkuTe kepMadeTa. HanuyauTe JaHHM Mokassar, 4e
excro3numaTa cies fosa 3 mg/kg npn kbpMavera Ha Beapact 0 — 12 mecelia ocurypsaBa eKCHosHLUH
Ha MpeAIeKapCTBOTO H MeTabomiFra, KOHTOo ¢¢ ovakka na 6paar edukacHy, ¢ npodun Ha GesomacHoCT,
CPaBHHM C TO3¥ NPY IO-TONEMH el W BH3PACTHH, (0Ty4aBaliy ofobpeHara nosa (B Toukn 4.1 v
4.2). CrobuieHHTe HeXeNaHy PeaKIjHy ca B CLOTBETCTBUE ¢ YCTaHOBeHHA podi Ha SezomacHocT
TIpY MO-TONEMH JleLa.

JiunceaT 1aHHW NIpY KbPMaYeTa Ha Bh3pacT nox | roauHa 3a npodHIakTHKA Ha TPHIT ClIes
excnozuuus. flpodunakTukaTa no speMe Ha rPUITHA €MUIeMHS B OBIIECTROTO HE € MPOYYBAHA IPH
Jlela Ha RB3pact 1o 12 rouHy.

IIpodunaxmuxa na 2pun ched excrno3ulus npu Kepmazema nod_I -2o0wuna sbipacn no speme Ha
nandemua: CUMyNalpaTa Ha NIPAIOMKEHYE BEHBXK JHEBHO Ha 3 mg/kg npu KepMadeTa < 1 roaHaa
TIOKa3Ra EKCTIO3ULMA B CHIUIMTE TPAHHL MM I10-BHCOKa OT Ta3U NIPH NPUICKEHNE BEAHDBK JHEBHO HA
75 mg npy BB3pacTHH. EXCNO3MIMATA He NPEBHIIABa Ta3H NPH JIeYCHHE Ha KbpMaueTa < | roansa (3
mg/kg ABa TbTH AHEBHO) H Ce O4aKBa Ja JoBelle 0 cpaBHUM npodun ra Ge30nacHoCT (BIK. TOUMKA
4.8). He ca npoBexiani KIHHHUYHA M3NHTBAHHMA C NMPOQHIAKTHKA NPH KBPMadeTa Ha BhapacT < |
FOUHA.

Kvpuauema u deya na ev3pacm 1 z00ung wiy no-2onemu;. DapMakoKHHETHKATA Ha OCENTaMHBHD €
OUEHABAHA BBE GapMAKOKHHETHYHH TIPOY4BAHHUA ¢ €AHOKPATHO NPUAOKEHYE NIPH KbpPMAYeTa, Iela 1
IOHOIIM Ha BE3pacT oT 1 go 16 rogunu. DapMakoKHHETHKATA NP MROTOKPaTHO IpuiioxeHne € Guna
Mpoy4eHa npH Mansk Gpolt Jena, BKIIOYEHH B KIMHKYHO HANMTBaHE 3a evKkacHoCT. [lo-mamkure
Iela ¢a OTAENANM NPEANeKapCTBOTO H AKTHEHAA My MeTaboNHT no-6BP30 OT BEIPACTHUTE, KOETO &
NOBENO A0 NO-HUCKA EKCIIO3WLNA 33 AaneHa 1034 & mg/kg. [{o3u ot 2 mg/kg nasar ekcniozuuus Ha
OCENTAMUBHP KApOOKCHIAT, CPABHHMHA C Te3H, NOCTHIHATH NPY BE3PACTHH, NOMY|aBALH €IHOKPATHA
ao3a ot 75 mg (npubnusurenyo | mg/kg), dapmakokuHeTHKaTa Ha OCEATAMUBHD ITPH J61A M IOHOLIY
Ha RE3pAcT 12 rOAHHA iR NO-TONEMH, ¢ NonobHa Ha Ta3y MPH Bb3PACTHUTE,

Cmaprecka gvapacm

Excrosunuara 5a akTUBHUA MeTabOIUT B CTAUHOHAPHO cheTedHYE € 25 no 35% no-BucoKa npH Xopa
B CTapuyecKa BL3pacT (Ha B13pact oT 65 10 78 roauHK) B cpaBHeHHe ¢ BL3IPAacTHR o 65 ropuus caen
TIPHIOKEHHE HAa CPARHHMHY JO3H ocerraMuBup. onyxneoTsT, Habmogapan npu Xopa B cTapyecka
Bb3pact € noxobeH Ha TO3W, HaGIOAABAH MPH MIIaJK BE3pAcTHH. Bh3 oCHOBa HA NekapCTBeHATa
EKCIO3MIMA H TIOHOCHMOCTTA, He € HeoOX0IMMO KOPUIHpaHEe Ha J03aTa MPH X0pa B CTAPYECKA
BBE3pacT, OCBEH aKO HAMA JJaHHK 33 YMEPEHO WM Texko OB6peuno yspexnaHe (KpeaTUHHHOB
KIHpBHC noa 60 ml/min) (BK. Touka 4.2).

Bvbpeuno yspesicdane
TTpunoxeruero na 100 mg ocesrramusup docdaT KBa ITBTH JTHEBHO B NMPO/ILDKEHHE Ha 5
NauHeHTH © pa:mmﬂa cTerneH Ha OLOpeyHo yRpexaaHe I0Ka3Ba, He eKCIIOIHIMATA Ha OCeS ja‘u‘iusnp
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kapBokcunar e 06paTHO NPONOPLUMOHATHA HA HaMaNeHHeTo Ha GrOpeudaTa GyHKUKS. 34 203HpOBKaTa
BYDKTE TOHKa 4.2,

Yeproopobuo yépexncoane

[Ipoyusanua in vitro ca MoKazatd, 4e HE ¢ 0HAKBA 3HAYHMMO NOBUIIABAHE HA EKCNOZHLIMATA Ha
OCENTaMHBHP, HYFC (THK 3HAUMMO HAMAICHUE HA eKCIIO3MLMATA HA aKTHBHHA MeTabonuT npu
DALKEHTH ¢ YepHoApabHO yBpekaane (B, Touka 4.2).

bpemennu scenu

O6obeH nomyIaMOHEH (PAPMAKOKHHETHYEH aHAIM3 NOKA3Ba, Ye CXCMaTa Ha NpUnarase Ha
OCelITaMHBHP, ONHCAaHA B ToyKa 4.2 ,, JJo3UpoBKa ¥ HAYKH Ha NPUIOACHUE", BOAH A0 MO-HHCKA
exeno3uums (30% cpenHa BETMYKHA 28 BCHUKH TPHMECTPH) HA aKTHBHEA MeTabomuT npu GpeMeHHu
EHHU, B CPRBHEHHE ¢ JKCHH, KOMTO He ca OpemerHu. [To-nuckara odaksaHa eko3HLEHA ofade ocTaba
Han yHxHOHTOpHATe KoHUeHTpatuy (IC95 cTOMHOCTH) 1 B rPRHHLMTE HA TEPANEBTHYHOTO HUBO 38
peAMIIA AMOBE Ha TPHITHHA BHpYC, OCBEH TOBA, HMa JaHHH 0T 00GCepBallHOHHH NPOYYBAHHA,
NOKa3BauM NOJI3aTa OT HACTOALIATA CXeMa Ha NPUNAaraHe MpH TasH [IOMyAaUNA MalHeHTH,
CrieosaTenHo, He c€ NPenopbyYea KOPHIHPpaHe HA 103aTa 32 DpeMeNHH JKeHH NPH NeUeHHe WK
npogHIaKTHK2 Ha TPHTI (Bxk. Touka 4.6 DepTiiHTeT, GPEMERHOCT ¥ KBPMEHE).

FIMYHOKOMAPOMEMUPARY NAYUEHINU

Homynaumonuy $apMakoKKHETHYHY 8HATHIM MOKA3RAT, Y¢ JCHECHHEeTO HA BB3PACTHH U NeHaTpH4HH
(< 18-roauuIHK) UMYHOKOMITPOMETHPAHH TTAIIMEHTH C OCENTAMHBHD (KAKTO € OTUCaHo B Touka 4.2,
Ho3upoBKa 4 HaYHH HA NIPHIOKEHHS) BOAM IO NOBKLICHA IPOTHOIHA eKCTIO3HUAA (OT IpUOIHANTENHO
5% 1o 50%) Ha akTHBHIS MeTa0ONMT B CpaBHEHHE ¢ HMYHO- HOKOMNPOMETHPAHH MALIMEHTH ChC
CPaBHMM KpeaTHHNHOB KMphHC. [Topagy 1moupoxuTe rpaHuLM Ha 6e30MacHOCT HA AKTHBHHS
MeTabonuT, obave He ¢ HeoOXoaUMO KOPHrHpaHe HA J034aTd OPH NALHEHTHTE 3apaiy
UMYHOKOMIIPOMETHPaHHS UM cTaTyc. HIpH HMyHOKOMIIpOMETHPaHK NalHeHTH ¢ 6p0peyHo
yBpexaane, obaue no3ute TpaORa A C& KOPUTHPAT, KAKTO € onucano B To4Ka 4.2. lozuposka
HAYMH Ha NPHICKEHHE.

Cbapmaxoxuﬂemqume H cbapmaxonnnamnqnme aHaJTM3H OT BB¢ NpOYUBaHHA TIpH
HMYHOKOMIIPOMETHDAHHY NaUHCHTH HOKa3RaT, Y& HaMa 3HavYdMa JONhIHUTETHA NTOJN3a OT CKCIO3HLKH,
NO-BHCOKM OT JIOCTHrHATHTE Clell NMPHITOKEHWETO HA CTAaHAapTHATE JO34.

5.3 Ipeaxnapuqyny JayBH 32 GE30NACHOCT

HeknmuHudHATE gaHHM He TIOKA3BaT 0Co0eH PUCK 3a X0pa Ha §a3aTa Ha KOHBEHUHOHAIHHTE
thapMaKoNOTHYHK POYYBAHUA 32 G€30MacHOCT, TOKCHMHOCT MPH MHOTOKPATHO NPUIATaHe W
PEeHOTOKCUYHOCT. Peayirature oT KOHBEHIWOHATHI NPOYYBAHUA 38 KAPIMHOIEHHOCT MPU rpUsays
TOKa3BAT TEHACHIMA KbM J1032-3aBHCHMO NIOBHINEHUE HA YeCTOTATa Ha HAKOH TYMOPH, KOHTO ¢a
THIOIUYHH 33 W3NION3BAHUTE BUIOBE MPHIAUH. Kato ce umar IPEABH/ I'PAaHULINTE Ha €KCII03UINA TIO
OTHOUICHHE Ha OYaKBaHATa eKCHO3MIINA NPH ynoTpeGa nmpy Xopa, Te3u NaHHK HE TPOMEHAT
CHOTHOWSHHETO HOHB&/DHCK Ha OCENTAMUBHD TTPH D}IOGPCHHTG TEPaneBTHIHH NOKa3aHWA.

TepaTonornsHuTe NPOYYBAHUA Ca MPOBEICHH RBPXY TUTEXORE H 3aHIIH B 03K ChOTBETHO fo 1500
mg/kg/nresno n 500 mgrkg/nresHo. He e nabaionasan edekr BppXy GeTanHoTO pazBUTHE.

[lpoyusane na depTHAMTET2 NPH NTLX0BeE B n02d A0 1500 mg/kg/nHeBHO He € nokazano Heke1aHK
peakiMy BbLPXY fisaTa nona. [Ipy npe- 1 NocTHATATHUTE APOYYRAHHA TIPH ITBXOBE € 0TOenA3aHo
yaBIDKaBaHe Ha paxciadeTo mpd 1500 mg/kg/nHesno: rpannuaTa Ha 6€30NacHOCT MeKAY

€KCNOIULMATA NIPU X0pa W Hali-sHcokaTa no3a Ge3 edert (500 mgkg/nnesHo) npu nasxose e

cboTBeTHO 480 IIBTH 3a OceNTaMUBHD U 44 ITBTH 32 aKTHBHAS MeTAOONUT. DeTanHaTa eKCIOSHUML -~ 2

AT

Ipu MabXoRe # 3aiiim e npubansptenno 15 go 20% or Tasu Ha maiikara. /::a\’f‘ ” : ,

AN

T
ITpu nIBX0BE € AAKTAUMA OCENTAMUBMD M AKTUBHMAT MeTAB0JIUT Ce EKCKPETUPAT B MITAKOTO. *
OrpaHnueR; AaHHH NOKA3IBAT, Y€ OCCATAMUBHD M aKTHBHHAT METa00IHT Ce EKCKPETHPAR B KbPMATA
[LE
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npu Xopa. [1pu excTpanosmpane Ha faHHHTE OT :KHBOTHHM C€ MONYHABAT cTOHoCTH oT 0,01
mg/nHeBso u 0,3 mg/NHEBRO 32 CHOTBETHHTE CHLENUHEHNA.

Habnronasan e noteHuman 3a KOXHO CeHCHOHIHHPaRE KBM OCENTaMABMD B "maximisation” Tect
BLPXY MopckM cBrHYeTa. [IpuGnusurenno 50% oT xXMBOTHHTE, TPETHPAHU CAMO ¢ AKTHEHOTO
BELLECTBO, [IOKA3BAT epUTEMa Clle]l MPOBOKALMS HA MHAYHVpaHH xHBoTHH. Habmonasano ¢ obpatumo
JpasneHe Ha 0UYd Ha 3a#iim.

Brripeky 46 MHOTO BHCOXH €HOKPATHH MepopanBy Jo3H ocenTaMuBUp Qocdat non dopmarta Ha cou,
Ao naf-pycokata wicnensana fo3a (1310 mg/kg), HaMaT HexKenaHK peakuyy NIPH BE3PACTHM TLTEXORBE,
TE3H AO3M Ca IPSIN3BUKATH TOKCUHROCT, BRIIOYHTENHO CMBPT, IIPH MAIKK 7-IHEBHU MbX4eTa. Tezn
peaxusu ca HabarogaBany npy 2034 oT 657 mg'kg v no-sucoku. [Ipu 500 mg/kg He ca ycranoBeHN
HEXENIaHH PeakLidy, RKITIOUNTENRHO ¥ ¢le] XpoHudHo Tpethpare (500 mg/kg anesHo, npunarau ot 7
1o 21 neH cnen paxkaaHeTo).

6. SOAPMAOEBTHYHH JAHHU

6.1 CnHECLK Ha DOMOIMHNTE BEIECTRA

Ocenramusup ABP 30 mg TBbpa Xancynu

Kancyano cvowpocumo:

IpexeraTuH3Mpato HUMecTs (DONYYEHO OT [apeBHIHO HMILECTE)
[ToBupon (K-29/32)

KpockapMeinosa Harpuit

Tanx

Hatpues cteapundymapar

Cwemag na xancyrama:
Tsno HACHTEHO HKBATO!
Turanos groxcua {E171)
Xy xenezen oxkeua (E172)
Kenatun

Kanavue HacHTeHO HKBATO!
Turanos nuokeun (E171)
Kwnt xenezen okeun (E172)
Kenatun

Ocentamunup ABP 45 mg TRBPIM KaHCYIK

Kancymo codvpacumo:

TpexenaTHHM3MpaHo HUIlecTe (TIOMYYSHO OT HAPEBHYHO HHUIIECTE)
Tloruaon (K-29/32)

Kpockapmenosa Harpuii

Tanx

Harpues creapundymapar

C'vemag na kancyrama:
Tano 6510 Henpo3padno:
Twradnos guoxcua (E171)
Kenatun

Kanave 6ano Henpospauno:
Twurasos guokena (E171)
Keratun

Ocentamueup ABP 75 me TBEpAM Kacyad
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Kancyano cvovpacumo:

TpexenaTvHM3INpano HUIECTE ({IONYIEHO OT UAPEBHHHO HHINECTE)
TMosuaou (K-29/32)

Kpockapmenosa satpui

Tanx

Harpuer creapundymapar

Covemae na kancynama:
Tano 610 HEDpo3pauHo:
Turanop guokcng (E171)
HKenarun

Kanaye HacHTEHO XBITO;
Turanos guokena (E171)
AKparr weneseH okcuA (E172)
Kenarun

6.2 HecnBMECTRMOCTR
Henpunoxumo
6.3 Cpok na rognocr

2 roaHHH

ChxpaHeHye Ha CYCIISHIUATA, TIPHIOTBEHA B aHTEkaTa
Cpox Ha ronroct 10 guv npn cvxpanenue non 25°C,

6.4 CroenHanau ycIoBAS HA ChXPAHEHHE

Ipu TeMneparypa moa 25°C.

3a ycnoBHATAa Ha CHXPAHOHHE HA CYCIIEHIMATA, MPHUrOTREHA B aNTeka, BIKTe TOYKa 6.3.
6.5 Bux ¥ coabpKaune B2 ONAKEBKATA

Bawucrep or PVC/PVAC/PVC/AL
10 kancynn 8 Gancrep. | 6nuctep B KapTOHEHA KyTHIAKA.,

6.6 Creuma/jHH NpeAUIAIHH MEPKH MPH H3XBBp/IAKHE B pabora

HeR3non3paHHAT IPOLYKT WIN OTNAILYHHTE MAaTEPHATH OT HETO TpA(Ba KA C& HIXRBDIAT B
CHOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA.

Excremnopansa GopMa

Kozamo nama ocenmamusuy npax 3a nepoparia cycnensus

TlpoMHIIUIERO IPOH3BEAEH OCENTAMWBHD NPaX 3a TepopasnHa cycnen3na (6 mg/mi) e npeAnoYHTaHHAT
NPOAYKT 33 NEAHATPUYHH U BE3PACTHH NALMEHTH, KOHTO HMAT 3aTPy/AHeHHS NPH NPErTbIaHeTo Ha
KAncynu, WM KOraTo ¢a HeoGXoAHMH No-HUCKH 103M. B coryqaii, ve HAMa IPOMHLLIEHO NPOM3BEACH
OceTTaMUBHP Npax 3a nepopasHa CycneHsus, GapMalieBTHT MOXKe Ja NIPHIOTBH cycneHzad (6 mg/ml)

OT OCeNTAMMBHD KANCYNH, KW NAUMEHTUTE MOXKE A2 CH IIPHTOTBAT CYCMEH3HNTA OT KANCY/IH B KBIIH.
Tpabsa na ce npeAnoynTa IIPENApar, NPHTOTBEH B ANITEKATA, TIPEA NPUTOTBEHHA B JOMAIIL ’qﬁdﬁh‘ﬂ ETRREN
TlonpoGua mudopmanis 3a NPUTOTBAHE B AOMAIIHK YCIOBHA MOXE 1 C6 HAMEDH B mcrdsréa'ra 33 '
NaluHeHTa Ha OCeNTAMHBUD Kaficy.,1# B ,JIpHroTBAHE Ha TeueH OCENTAMUEHP BKBIIU”,
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3a ripuiarane Ha CYCOEH3MATE, MPUTOTBEHA B aITTEKATA, KAKTO M 32 MPOLUSIYPUTE 33 IOMALIHO
NPUrOTRAHE, TPAORA Ja Ce OCHIYPAT CIPUHNOBKH ¢ Nonxoadi o6eM H rpagyvpane. B 1pata cayyas
npasynuyTe o6eMu TpAGBA ia ca 0TOENA3aHN BBPXY CIIPHHLOBKHTE.

[IpuroTeane B antexara

6 mg/mli cycnen3as, IPHTOTBERa B ANTEKATA OTF KANCyIH

Buapacmuy, 1000w U KePMGUEma, U 0y Ha 8p3pacm | 200una wiu no-201eMy,_KOUMO He ca 8
CBCMORNYUE A NO2TBUAN HEAU KANCYRY

Ta3u npouenypa ONKCBa NPUIOTBAHETO Ha 6 mg/ml CyCrieR3Ha, KOATO Lie OCHTYPH Ha eJIHH NaldeHT
AOCTATHYHO NIEKAPCTBO 32 5-AHEBEH Kype Ha Jedenre Wik 1 0-nHesed Kype 3a npodivtakrika. [lpu
HMYHOKOMIIPOMETHPAHY NAIMEHTH ¢ Heobxonum [ 0-IHeReH Kypc Ha JleueHHe,

DapMaleBTHT MOXKE Aa TpuroTei 6 mg/ml cycnensus ot ocenramueup 30 mg, 45 mg uau 75 mg
Kancynu, KaTo W3noi3ea Boaa, ceAspxatta 0,05% 1./06. saTpues Hensoar, robaBen KaTo KOHCEPBAHT.

[Tepso, usancnere obuma cbeM, HeobX0aUM 32 IPUTOTBAHE U OTITYCKAHE, KOKTO Lie ocurypH 5-
JIHEBEH Kypc Ha Jevuenue uny 1 0-nHeReH Kype 3a npoduiakTHKa Ha nauHenTa. Heobxoaumuar obi
o6eM ce onpenens cIopen TerI0T0o Ha NatHEHTa, ChIVIACHO SIpeNOpPEKUTE B Tabnuuara no-1oivy. 3a ia
MOMKE A8 ¢e #3TernM ToHHHAT obem a0 10 no3n (2 Waternaung 3a IHEBHA 1034 3a TeUCHHE B
NpOIBDKEHNE Ha 5 AHK), TIPH NIPUTOTRIHE Ha J03ata TPAOBA Ja ce B3eMe NpeJBUJ KOMOHKaTa,
roka3eama 3aryfara f1py H3MepBaHETO.

3a UMYHOKOMIIPOMETHPAHH NaLBeHTH, H3uncieTe obmus obem, Heobxoaum 3a NPUroTBARE H
OTIycKaHe, KolTo wie ocurypn 10-1HeBen Kype Ha Jedenue 3a matenta. HeoGxommmuar obim obem e
yka3aH B TabnHuaTa 33 MMyHOKOMIPOMETHPAHH NALMEHTH NO-I0JTY U CE ONPEAEA CTOPea TernoTo Ha

NajjenTa. 3a Aa MOKe [a ¢ UaTerTH TOYHUST obeM a0 20 zosu (2 u3Ternanmd 3a JHEBHA [034 32
NIeYMEeHHUE B MPOALMKeHHe Ha 10 aHH), npyu NpHroTBsHeTo TPAGBA f1a C& R2eMe TIPEIBUA KOJIOHKATA,
foKa3Bala 3ary0aTa NpH WiMepBaHeTo.

O6em 5a 6 mg/ml cycueH3Hs, IPHTOTEEHA B ANTEKATA Bh3 OCHOBA HA TErNI0TO HA NANHEHTA (32
S-zHeBeH Kypc Ha jJevenne Hau 10-nHeRen Kyp< Ha NpoQHIAKTHKS)

TejaecHo Terio

(kg)

OGuz ofem 3a npUroTRsIHE cNopen
TEraoTe Ha nanuenTa (mi)
3ary6aTta npu uamepBaHeTo He ¢
B3€Ta NpeNBng

O6m ofem 3a NPHTOTBAKE CHOPER
TEerJ0T0 HA nanuenTa (tal)
3aryGaTa npy N3MepBAHETO €
BjeTa npeasni

10 kg no 15 kg 50 mi 60 m] nam 75 ml*
>15kg no 23 kg 75 ml 90 ml unu 100 mi*
>23 kg g0 40 kg 100 m} 125 ml

> 40 kg 125 mi 137,5 ml {man 150 mi)*

*B 3aBUCHMOCT OT KOJWYECTBOTO HA AKTHBHOTO BEIUECTRO B MINOIIBAHATA xancyna,

Ofem pa 6 mg/ml cycnensng, NPHroTBeHa B A0TEKATa BH3 OCHOBA HA TEIJIDTO HA NaNHEHTa (32
10-nHeRen Kypc HA JiedueHHE RE HMYHOKOMIPOMETHPARH NANKECHTH)

Tenecno terno
(kg)

O06m o0eM 33 NPHrOTBAHE CIOpE
TEr0To HA nANAeHTa (ml)
3aryGaTa npn H3MepBaHETO HE €
B3eTa HpeaBHA

O0nr 06eM 32 NPUroTRAHE CHOPEN
TersioTo Ha naguears {ml)

3arybata opu H3MEpBABEYO L .

gt TN

B3eTa HEBRBHM’;::M L2 S

10 kg 1o 15 kg 100 ml 125ml 278 -
> 15 kg ao 23 kg 150 ml 187.5 ml
>23kgnod0kg 200 mi
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> 40 kg

T

250 mi

300 ml

Bropo, onpenesiere Hpos HA KaNCYJIHTE M KOJIMUYECTBOTO HA HOCUTEH (BOAE, ChAbpxama 0,05% T./00.
Hatphes GeHzoar, 106aBeH KaTO KOHCEPBAHT), HEOOX0aHMHU 33 IPHroTBIHE Ha obuiug obeM (M3udCHeH
oT ropHata Tabnuua) Ha 6 mg/ml cycnensys, npAroTseHa B anTekaTa, KaKTo € NOKa3aHo B Tabnuuara

no-A001y:

Bpoii Ha kancy/mmTe ¥ KOAHYLCTBO HA HOCHTENA, HeOGXONMMM 32 NPHroTBANRE HA 06mus obem
Ha 6 mg/ml ¢cycnensns, NPATOTBEHA B aMTeKaTa (33 S-a#eBen Kype Ha neueHne uan 10-1nenen
KYPC HA NPOPHIAKTHKR)

O6m oGem HA Heobxoanm Gpoli Kancyn oceSTaMMBRD Heo6xoanm o6em
CyCHeHIHATA 33 (mg oceJTAMABHP HAa HOCHTENN
IpHroTBAHE 75 mg 45 mg 30 mg_
60 mli Mons, 8 xancynu 12 xancynu 59,5 ml
M3noI3BaliTe (360 mg) (360 mg)
Kancylu ¢ Apyro
KOIHYECTBO HA
aXTMBHOTO
BEIECTBO™
75 ml 6 kancynu 10 xancyiu 15 xancynu 74 m}
(450 mg) (450 mg) (450 mg)
90 ml Moas, 12 xancynm 18 kancynm 89 ml
uznon3eakire (340 mg) (540 mg)
Kancystk ¢ Apyro
KOIMYECTBO Ha
AKTHBHOTO
BeingcTBo*
100 m} 8 xancynn Mona, 20 xanicynn 98,5 ml
(600 mg) H3NON3RaHTE (600 mg)
Kallcys ¥ ¢ JIpyro
KOTH4ECTBO HA
AKTHRHOTO
BeliecTro*
125 ml 10 kancynu Mons, 25 xancynu 123,5 ml
{750 mg) H3MoI3BaiTe {750 mg)
Kancysu ¢ ApYro
KOIMYEeCTBO HA
AKTUBHOTO
BepecTBO
137,5ml 11 xancym Moans, Mona, 136 ml
(825 mg) H3nomaBaiiTe u3non3Baiite

Kancyau ¢ Apyro
KOJHYECTBO Ha
aKTHBHOTO
BELIECTBO*

Kancynu ¢ Apyro
KOTHYECTBO Ha
AKTHBHOTO
ReecTBO™

* Hama koMOBHAINS ¢ TAKOBA KOAWMUCCTBO Ha AXTHRHOTO BEILCCTBO B KaNCy/Ma, KOSTO MOOKE JIa C& WANOJ3BA 33 MOCTHTAHE Ha
HENAHATAE KOHUCHTPALMA, 3aT0Ba MOJS U3NIoJ3BaliTe Kancyna ¢ APYro KONKYECTBO HA AKTUBHOTCO BEUICCTBO.

Bpoii Ha KARCYIUTe ¥ KOJHYECTED HA HOCHTEN, HeoGXOAMMN 3a IPUTOTBAHAE HA oGmug 0bem

na 6 mg/ml cycnensus, npuroTseHa s anrexara (3a 10-auesen Kype na nedenne npy
KMYHOKOMOPOMETHPAHNA NAIHENTH)

PR

Heofixoaum ofem

OO0 obem na HeoGxoxum Gpoit kancyiu oceJTTAMABHYD
CYCHeH3HATA 3a (mg ocenrTaMuBHp HaHocuTean
“H "!‘“'
Ayt
X
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NPHIOTBANE 75 mg 45 mg 30 mg

125 ml 10 xancym Maoans, 25 xancynu 123,5ml
{750 mg) H3non3saiite {750 mg)
KarncynH ¢ Apyro
KOMHYECTBO Ha
aKTHBHOTO
BeluecTso*
187,5 ml 15 xancyam 25 xancyaum Mons, 185 ml
(1 120 mg) (1 120 mg) W3nIonaBaire

Kancyd ¢ Apyro
KONMYECTBO Ha

AKTHBHOTO
BeulecTrO™
250 mi 20 xancynu Mons, 50 rancyaud 246,5 ml
(1 500 mg} H3noI3BaiTe (1 500 mg)
KANCYAH ¢ APYro
KOTHUECTBO HA
KTHBHOTO
BemecTso®
300 ml 24 xancynu 40 kancyn 60 kancynn 296 ml
(1 800 mg) (1 800 mg) (1 800 mg)

* Hama koMGHHALHA € TAKOBa KONHYECTBO HA AKTHRHOTO BEIECTBO B Kancyna, KoATo MOXKE 18 C& UIITOA3EA 34 TOCTHIAHE HA
AKelladaTra KoHUSHTPALNA, 3aTCBA MOJIA Hanonssalire Kancyna ¢ Apyr¢ KOJUYeCcTBO HA aKTHBHOTO BEUICCTBO.

Tpero, cnenBalite npoueRypara no-A05y 3a IPHroTBAHE HA 6 mg/ml cycnen3ns 0T OCeITaMHBHP

Karncynu:

1. B cTokaena qawa ¢ NOIXOAALL pa3Mep CIOKETE NOCOYEHOTO KOIMHECTRO BOAR, CBABPXKALIA
0,05% T./06. HaTpueB GeH30aT, 100aBEH KATO KOHCEPBAHT.

2. Qreopere MoCOYeHOTO KOIHMECTBO OCEITTAMMBIAP KANCYIIH U NIPEXBRPIIETE ChIBPKAHHETO Ha
BCAKA KATICY/TA AMPEKTHO RBR BOIATA C KOHCEPBAHT B CTHIICHATA Halla.

3. PasGspkeaiite B PONBOKSHHE HA 2 MEHYTH ¢ AOAX0A9mA OBPKAIKA.

(3alenemxka: TEKapCTREHOTO BELICCTBO OCeNTaAMHBHD Qocdar ce pasTeaps JieCHO BLB BOJA.
CycrneH3yuaTa ce AB/DKH Ha HAKOH OT MOMOUIHHTE BEIECTBA Ha OCETTAMHMBHD Kancyny, KOHUTO ca
HEPA3TBOPUMHA. )

4. Ilpexsnpnere cycrien3uaTa B OyTWIKa OT ThBMHO CTBKIIO WIM TEMEH OAHCTHIEHTepeTaNaT
(PET). Mosxe na uznonssare GyHus, 3a Aa H3berneTe pasiHBane,

5. 3arsopete OYTHIKATA KATO H3TON3BATE 3ALIKTEHA OT ASLla Karauxa,

6. Tlocrasere noMoineH eTMKET BLPXY OyTHnkarta ¢ Hapmuc “Pasknarere BHHMATENHO Apeay
ynotpeba”.

(3aGenexka: Tasy apHroTBeHa CycrneH3Hs TpsAORa Na Ce Pa3KNATH NEKO NPEIH MPHICKEHHE, 33 1a
ce CBeJS O MUHUHYM TeHICHUMATA 33 3aLPIiKaHe HA BRIAYX. )

7. [aitre yka3adus Ha poaUTENs Ml Ha OOMHOTIEA29a, Ye BCUYKA OCTAHAIM MATEPHAIK Cliel
NIPUKJIOYBAHE Ha ieucHueTo Tpabea Aa ce uaxBupnsT. [Ipenopbua ce Ta3u uudopManus aa ce
Jazie KaTo ¢ 1JOCTARM NOMONIEH €THKeT Ha OyTHIKATA WK ce R00aBH YKA3aHHE KbM ETHRETA ¢
WHCTPYKLHH OT NTeKara,

8. TlocTaBeTe €THKET ChC CHOTBETHATA JIaTa HA H3TMYAHE HA CPOKA Ha FOAHOCT CHIVIACHO YCNOBUATA
Ha CpXpaHeHne (Bx. Touxa 6.3).

INocrasere anTeueH eTHKET BHPXY OyTHIIKATA, KOWTO BIIIOUBA HMETO HA TAUMEHTE, YKa3aHH3 32
npHnarafe, JaTa 10 KOATO MOXKe [1a e H3II0I3Ba, HME Ha JIEKAPCTBEHMA NIPOAYKT U Apyra Heobxonuma
KWHQOPMALIMS B ChOTBETCTBHE C MECTHHTE PErYIATOPHH M3NCKRAHKA 3a anTexkvte, Hampas n?anxa
¢ TabanuaTa no-10ny 3a NOJXONAINITE YKa3auUs 3a IPUIaraHe, /f; I

Ao
‘.r‘ .

TaGnuna 3a npaaarade ga & mg/ml cycnensus, NpUroTEEHa B ANTEKATA OT oce,m'aMﬂBnp

KancyjiH, 3a NanMenTH HAa BEIPACT 1 TOARHA HIITH HO~-TOJJAEMH !
: g' .
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Tenecno Hoza O6em 3a Ho3a 3a Ho3a 3a gederue IpodnaaxTusna
TerJ1o (mg) zo3a JedeHne (2a 10 gau**) Jo3a
(kg) 6 mg/ml (3a 5 num) | MMyHOKOMIDpOMETHPAHH (za 10 gou)
HALHEHTH
10 kg no 30 mg 5 ml 5 m) nra 5 ml ABa IMETH IHEBHO 5 ml BeaHBR
15 kg I'BTH JBHEBHO
JHEBHO
>15kg 45 mg 7.5 ml 7,5ml asa ) 7,5 ml npa meTH gHEBHO 7.5 ml BeaunxK
no 23 kg OBTH _ ~ JHEBHO
JHEBHO
>23kg 60 mg 10 m} 10 ml gga | 10 m! gBa muTH AHEBHO 10 ml BearsxK
1o 40 kg OBTH JHEBHO
JIHERHO _
>40kg 75 mg 12,5ml 12,5 mi ga 12,5 ml na oeTut 12,5 ml penupx
IBTH IHEBHO JHEBHO
JHEBHO

* IpenoprunTenyara NpOALIKATETHOCT TIPH MIMYHOKOMIPOMETHPAHN HauMeHTH (= 1-rogyuna ee3pact) ¢ 10 gun. Buxre
Creyuaanu nonysayun. Hmynoxomnpomemupary NAUMENTH 3a nose4¢ nudopManms.

Otryckaitte CyCneH3uaTa, NPUTOTBEHA B ANITEKATa, ¢ IPafyHpaHa CIIPHHLIOBKA 32 NEPOpaTHA (GopMY
3a U3MePBaHe Ha MAJTKK KOMHYECTBA OT CYCTIeH3HATa. AKO € BL3MOXKHO, 0TDeneKeTe Win
NoAUepTaiTe Ae/leHHeTo Ha CIIPHHLOBKATA 32 NepopanHi Gopmi, ChOTBETCTBAINO KA MOAXoAaTa
no3a (cernacko Tafauuara 3a A03Upade N0-rope) 3a BCEKU MAlHEHT,

BonrorneaawsT Tpabaa 1a cMecH NOAXOAAIATA 1033 ¢ PABHO KOJIMUECTRO Cllafika TCHHA XPaHa, Hanp,
TNOJCTANCHA BOJIA, HOKONAA0B CUPOIT, CHPOIT OT HepellH, JeCEPTHH 3aNHBKY (HANp. CHPOI OT Kapames
WM HyTa}, 3a [a c& MacKHpa FOPYMBH: BKYC.

Kvpmavema na evspacm nod I 20dung

Tazu npouedypa ornucsa NPUroTBARETO Ha 6 mg/mi cycrieH3ys, KOKTO Hie OCHTYPH Ha eHH MalUeHT
JIOCTATBYHO IEKAPCTBO 34 5-IHEBEH Kypc Ha jieuerHe win 10-aHeseH Kypce 3a npoduiakraxa. pu
UMYHOKOMIIPOMETUPAHM NAuMeHTH ¢ Heobxonum 10-aHeBeH Kype Ha neveHHe,

DapMauesThT MOXKE Ad IPUroTed § mg/ml cycnensys ot ocesramuBup 30 mg, 45 mg win 75 mg
KAIICyJ/H, KaTO Mallo/I3ea BojAa, chabpxkamia 0,05% 1./06. narpues Gensoar, nobaBeH KaTO KOHCEPBAHT.

[TepRo, uzunciere obus obeM, HeoGXOUNM 33 NIPUrOTBAHE M OTIYCKAHE 32 BCEKH MALHEHT.
Heobxomumuar obwy ofem ce onpenens cnopei TErnoTo Ha MAUKHEHTA, CBIAACHO MPENIOPBKUTE B
TabnmMIaTa no-Jody. 3a 1a Moe Aa ce H3TeryH TounMs obem oT 10 no3u (2 u3Ternsuus 3a AHCBHA
[034 38 IeYeHHe B NIPONBDKEHME Ha S AHU), TIPY NIPUTOTBAHE HA flo3ata TpsOBa J1a ce B3eMe NpeaBun,
KONOHKATa, NOKa3paia 3ar'y6aTa NPy H3MEPBAHETO.

32 MMYHOKOMIIPOMETHPAHH MAUMEHTH, n3dkcheTe olwua obeM, HeoOX0IUM 3a IPUTOTRANE U
OTTyCKaHe, KOKTO e ocurypy 10-aHeBeH KXype Ha nevenvie 2a naudenrta. Heobxoaumust obim obem e
yKa3aH B T2B1MLaTa O-A0Y U Ce ONpPENEns Cropel] TETNIOTO HA NAUHEHTA. 32 Aa MOXKE Ja Ce W3TETTH
TOYHMAT 00eM 10 20 1030 (2 MITETTAHNUA 33 AHEBHA 03 34 JeUeHHe B Npoabnkenue Ha 10 auu), npu
OpUroTBAHETO TPAOB2 a ce B3eMe MpeBH KONOHKATA, NOKa3Balla 3aryfara iupHu H3MepBaHeTo.

OGem Ha 6 mg/ml cycnen3us, IPHroTBENa B aNTEKATA Bb3 OCHOBA HA TEIN0TO Ha naung,ﬁ'ra-f’;:,? -
&7
S-umepen Kype na aevense MR 10-1HeReH Kype Ha npodHIaKTHKA) T

Tesrecuo rerao O6m obem 32 npUroTeAHe O6m ofem 34 npureTERNE

(kg) CIOPER TeTJI0TO HA HAMMEHTR | CHOPeN TENIOTO Ja nanHenTa
HER




(mlb)
3ary6aTa npn n3MepBanero
He € B3eTa NpeaBH]

(ml)
3ary0aTa npH H3IMEPBAAETO €
BieTa npeanuj

<Tkg

a0 40 ml

50 ml

>Tkgnoldkg

50 ml

60 ml nu 75 mi*

* B 3aBHCHMOCT OT KOJARUECTROTO HA AKTHBHOTO BEIECTBO B WINONIBAHATA Kancyna.

Ob6em ra 6 mg/m] cycmensns, NPNTOTBEHA B ANTEKATA Bh3 OCHOBA AA Tel/I0TO Ha nanHenATa (32
10-nneBen Kype HA JieveHHE TPH HMYHOKOMIPOMETHPAHH NaNAECHTH)

TeiecHo Terno

O6m ofem 3a npuroTesiHe

ObGi obem 32 NpUTrOTBANE

(kg) CHopeN Ter/10To HA NARMEATa | CNOPES TErI0TO HA NANHEHTA
(ml) (ml)
3arybaTa npu AzMepBaHeTo 3aryGara npa n3MepBaHeTO e
He € B3eTa NpelABH] B3€Ta HpeaBH]
<7kg Ao 80 mi 100 ml
>7kg o 10 kg 100 ml 125 ml

Bropo, onpenenere 6pos Ha KanCyJInTe 1 KOJIMUYECTBOTO HA HOCHTEN (Boaa, ceabpxauia §,65% T1./06.
HaTpuer OeH10aT, 10OaBEH KATO KOHCEPBAHT), HEOOXOIMMH 34 NPUroTBsHe Ha 06ius obem (M3uncieH
oT ropHaTa Tabiuua) Ha 6 mg/mi cycneH3us, IPUroTBEHA B anTekaTa, KAKTO € NIOKalaHo B Tabminara
no-J0my:

Bpoii Ha KanCyANTe U ROJIMYECTBO KA HOCHTEIR, HE0BX0IHMH 33 NPUTOTBRHE Ha 06mus obem
Ha 6 mg/ml cycnensnn, npEroTRena g anTekara (3a S-AHeREH Kype Ha JedyeHne HiaH 10-anesen
KYpc Ha upodHIaAKTHKA)

O6ux 06em Ha Heobxoaum Gpoii xancyan oceITaMHBHD Heobxoanm obem
cycnen3usTa 3a (mg ocenTaMHBHP HA HOCUTENH
OpUrcTBAHE 75 mg 45 mg I} 30 mg
50 ml 4 Kancyny Mons, 10 kancynm 49,5 ml
‘ (300 mg) H3NOUI3BalTE (300 mg)
KTCYJH © IPYTro
KOTMYECTRO Ha
AKTHBHOTO
BemecTro®
60 ml Mous, 8 xameymm 12 xancynun 59,5 ml
HAMON3BaiiTe (360 mg) (360 mg) '
KanCynu ¢ Apyro
KONMYECTBO Ha
aKTHBHOTO
BenlecTso™*
75 ml 6 kancynyu 10 xancynu 15 kancynu 74 ml
(450 mg) (450 mg) (450 mg)

* Hama komOuHALHA ¢ TAKORA KOAHYECTRO HA AKTHBHOTO BEINECTBO B KATCya, KOATO MOXKE M4 ce M3TIGR3EY 34 [TOCTHMAHE Ha
HKCTAHATA KOHISHTPALKA, 3ATOBA MOJIA H3Mo/I3BaiTe Kancyia € Apyro KovieCcTRO Ha aKTUBHOTO BELIECTBO.

Bpo#i Ha KANCYINTe H KONMYMECTBO HA HOCHTE/A, HeoGXOAMMH 32 NPHTOTBsIHE Ha 001U oleMm
Ha 6 mg/mi cycnieH3ns, IpYroTBeHa B anTeKkarTa (32 10-1nened Kypc Ha AedeHHe WPH
HMYHOKOMIPOMETHPARN NANMEHTH)

oy

Heobxoftm 60em

O6m obem Ha Heobxoaum Opoii kancyan oceTaMHBHD o
' HA HOCHTEIS

CYCTIEH3HSITA 32 mg oceITAMUBHAD
NpAroTBHNE 75 mg 45 mg

0 mg

100 mi 8 kamcynu Mons, 20 xancyns 98,5 ml
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H=I10/13BaliTe
Kancyny ¢ Apyro
KONMYECTRO HA
AKTHBROTO
BelecTro®

(600 mg) (l6b0 mg)

125 ml 10 kancym

(750 mg)

Mona,
H3ION3BATE
Kamncysu ¢ Apyro
KOAMUESCTRO Ha
AKTHRHOTO
BeiiecTRO™

24 xancynu
{750 mg)

123,5 ml

* Hama xomOuyalpa ¢ TakOBA KOMMHECTBO Ha @KTHBHOTO BEUIECTBO B KANICY A, KOSTO MOKE & C€ H3NOAIBA Ja NOCTHIAHE Ha

KENaHaTa KOHUESHTPALKA, 3aTOBd MOJIA H3noa3saiiTe Kancyna ¢ Apyro KoniyecTro Ha akTHRHOTO BEUIECTRO,

Tpero, cneasafite npoueRypaTa No-J0Ty 38 NPHIOTBAHE Ha 6 mg/ml cycnieH3us OT OCeTTAMHBUD
Kancysu:

L.

2.

wn

B cTpinena yaila ¢ NoAXOAAL] PasMEp COXKETE NOCOYSHOTO KOTHHECTRBO BOJRA, ChABPKALA
0,05% 1./06. natpues GeHzoar, 1o6areH KATO KOHCEPBAHT.

OTBOpETE MOCOYEHOTO KOAMYECTBO OCENTAMHBHD KATICYITH H NPEXBHPIIETE CHIBPKAHHETO HA
BCAKA KANCYNa NMPEKTHO BBB BOAATA ¢ KOHCEPBAHT B CTBKIICHATA Halla.

Pasbbprsalite B NpoNbIKeHME HA 2 MHHYTH ¢ DOAXoNAa ShpRanka.

(3abeneskka: TeKAPCTBEHOTO BEIIECTBO OCeNTAMURUP dochaT ce pasTBaps NecHo BBB BOAR.
CycneRsuaTa ce /KA Ha HAKOH OT NOMOIIHKMTE BEHIECTRA HA OCENTAMHBHP KancCyJ/Iin, KOMTO ca
HEPa3TROPHMH. )

[Ipexshprete cycnienzrara B GYTHAKS OT THPMHO CTHKIIO WK THMEH NONUeTHICHTEpedTaIaT
(PET). Moxe aa y3non3pare (yHus, 3a la N30eTHETE pasnpBaHe.

3aTBOpeTe OYTUIKATA KATO W3NONI3BATE 3aLUTENA OT AgLa Kanadka.

[TocTanere noMoiueH eTuker BbpXY OyTHnkaTa ¢ Haanue “Paswiarere BHHMATENHO IpeIu
ynotpeGa”.

(3abesiesxka: Tasu NPUroTBEHA CyCITeH3KA TpabRa Aa ce Pa3kiIaTH IEXO NPEIH IPUIOKEHIE, 3a 1
Ce CBelie 0 MHHHMHYM TEeHICHIIMATA 32 3aJbpXXaBe Ha Bh3AYX.)

Haiire yxaszanis Ha pogUTeNd wid Ha OonHOrIIeAa4a, 4e BCEKH 0cTaian MaTepiat caen
NPHKIIOYBAHS Ha NevereTo TpiGBa Xa ce u3xpbpnu. [Ipenoprusa ce Ta3y vBpOpManHa fa ce
Iaje KaTo Ce MOCTABK MOMOIIEH eTHKeT Ha OyTuixaTa Wiy ce 1o0aBy yKasaHHe KbM €THKETa ¢
WHCTPYKUHH OT anTexara.

TlocTaBeTe eTHKET CHC CHOTBETHATA AATA HA H3THHAHE HA CPOKA HA FOJHOCT CHITMIACHO YC/IOBHATA
Ha CbXpaHeHue (B, Touka 6.3).

IocTapeTe anTeueH €THKET BHPXY OyTWNIKaTa, KOKTO BKJIFOHBA HMETO HA NALMEHTA, YKA3aHUA 3a
TIpUNarale, JaTa 10 KOATO MOXKE [a €& 30382, MME Ha J1eKapcTBeHMs NPOTYKT K Apyra HeoGxoauma
UH(OPMALIHA B CHOTBETCTBHE C MECTHHTE PETYNATOPHH M3UCKBaHKUA 3a arTekuTe, Hanpaserte cnpasxa
¢ TabnunaTa no-1oNy 2a MOJXOAIINTE YKazasua 3a NpHaaraxe.

Tabawua 3a npunrarade Ha 6 mg/m) cycneusns, NPUTOTBEHA B ANTEKATA 0T GCETTAMHBHD
KaBCy n 33 KEPMAaYeTa Ha Bb3pacT nog 1 roauna

Pazmep na
no3artopa,
Tenecto Ofem 22 Jlo3a 3a nevenne KoliTo na ce
TOr0 A03a Jo3a 3a (za 10 gun*} Jlo3a 3a HANO3BA
(daxkprriaedno{ [toza {6 J1eueBne HmynokoMmpome- npoguaakTura | (Caeneyns. .
kpm 0,5kg) | (mg) mg/ml) | (3a 5 auu} THPaHH MALHEHTH (32 10 snn) grﬁm
3kg 9 mg 1,5 m! 1,5 ml g5a 1,5 ml fBa MeTH 1,5mlenmenk |20l unn
ThTH JHEBHO RHEBHO JAHEBHD T3 0ml
35kg 10,5 mg 1,8 mi 1,8 m! nna 1,8 ml 183 meTH 1,8 ml BegHbx 2,0 miunm
IHTH AHERHO NHEBHO JHEBHO 3,0 mi
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12mg

2,0 ml nea .

2.0 mi gpa meTH

4 kg 2,0ml 2,0 m! BeaHsx 3,0 ml
TTHTH [HEBHO IOHEBHO JIHEBHO

4,5 kg 13,5mg 2,3 mi 2,3 ml asa 2,3 m! nsa mRTH 2,3 ml BenHbXK 3,0ml
ITETH IHEBHO JHEBHO TIHEBHO

5 kg 15 mg 2,5m) 2,5 m! gea 2,5 ml ABa ThTH 2,5 ml seanps 3,0ml
TTHTH JHEBHO JAHEBHO JHEBHO

5.5kg 16,5 mg 2.8 ml 2,8 ml asa 2,8 ml npa nuTH 2,8 ml Beaunx 3,0m]
| OBTH JIHEBHO JHEBHO AHEBHO

6 kg 18 mg 3.0ml 3,0m! aBa 3,0mi oBa TuTH 3,0 ml BeaHBX 3,0 ml (unu

: I'BTH AHEBHO ! _IHEBHO JIHEBHO 5,0 mi)

6,5kg 19,5 mg 3.3ml 3,3 mi xBa .3,3 ml xpa meyt 3,3 ml senwex 5,0ml
' IThTH JAHEBHO JTHEBHO AHEBHO

Tkg 2l mg 3.5ml 3,5ml nra 3,5 mi aBa muTH 3,5 ml BeanBX 5,0ml
ITETH JHERHO JHEBHO JHEBHO

7,5kg 22,5 mg 3,8 ml 3,8 mi naa 3,8 ml zna nrTH 3,8 ml BenmBK 5,0ml
ILTH JAHERHO JHERHO AHEBHO

8kg 24 mg 4.0 m] 4,0 ml o8a 4,0 ml nBa 0BTH 4,0 ml Begusx 5,0ml
ITHTH JHERHO JHEBHO JNHERHO

8,5kg 25,5mg 4.3 ml 4,3 ml nea 4,3 m! gsa neTH 4,3 m| seaunx 5,6 ml
THTH AHERHO JHERHO JTHEBHO

9kg 27 mg 4,5 ml 4,5 m) ma 4,5 ml asa eTH 4,5 ml seansx 5,0 m}
TBTH THEBHO AHEBHO JHEBHO

9.5kg 28,5 mg 4,8 mi 4 8 ml xga 4,8 m! g2 meTH 4,8 ml BeaHbK 5,0 mi
MbTH JHEBHO LHEBHO JHEBHQ

10 kg 30 mg 5,0 m} 5,0 ml npa 5,0 m! nea neTH 5,0 ml BeHBXK 5,0ml
IBTH IHEBHO AHEBHQ JTHERHO

* JIpenopeuutennara MpoAbIKHTEIHOCT NPH HMYHOKOMIIPOMETHPAHY KLpMadeTa Ha ku3pact 0-12 meceua) e 10 aou.
Buwre Cheyuarnu nonyrayuu. Huysokomnpomemupan TAUMEHTH 3a TI0BYE HHGOPMALUA.

OrnyckaiiTe CycneH3uaTa, NPUOTREHA B ANTEKATa, ¢ TPaXyHpaHa CHPMALIOBKA 3a NepopatHu GopME
3a H3MEPBAHE HA MATIKN KOJIHMECTRA OT CYCTICH3UATA. AKO € BBIMOXKHO, oTOeNexKeTe WK
noauepTaliTe NeNEHHETO HA CAPHHLOBKATA 3a IepopaiHi (POPMH, CHOTBETCTBAILO HA TOAXOAAWIATE
Jo3a (evriacHo TabnyMuara 3a Zo3upaHe AO-rope) 33 BCEKY NALMEHT.

Bonsornegaust Tpabra fa cMecH MOMXOASNMIATA 1033 C PABHO KOMHYECTBO ClIafika TeUHa Xpaya, Harp.
NOACTaNeHa BOAA, WOKOIAN0B CHPOTI, CHPOTI OT Yepellu, IECEPTHH 3aNHBKM (Hanp. CHPOIT OT KapaMen
WIH HyTa), 3a 12 C¢ MACKHMpPa rOPYHBUS BKYC.

ngmmme B JOMAUTHY YCIIOBHA

- Koraro nsMa ripoMHLLINEHO NPOU3REHAEH OCEATAMHBYP NIEPOPAIIHA CYCTIEHIMH, TPAOBA 12 Ce H3NO0A3Ba
CYCIEH3M, TIPUIOTBEHA B AIITEKATA OT OCENTAMMBHP KaNCymm (Bx. oapoSHU YKa3aHu HO-rope).
AKO HIMA MPOMHUILICHO TIPOH3REACH OCENTAMMBMD IEPOPATHA CYCIIEHIKHA H CYCIIeH3U A, NPHIoTBeHa B
ATITEKATA, OCSATAMURUD CYCIEH3HS MOXe J1a C¢ NPUTOTBY BKBIIH.

Koraro sma kancyniu ¢ noaxoqailo KoNIHYECTRO HA aKTHBHOTO BELIECTBO 3a HYXKHATA [034a, 1034Ta C8
npHAara Mpe3 OTBAPSHE Ha KANCYNATA U CMECBAHE HA CLABPHIMOTO 1 ¢ HE NOBEUE OT SAHA YacHa
ABHYKA TOAXO0AA1A NoACTaaeHa xpada. [OpudBRAT BKYS MOXE 13 Ce MACKUPA ¢ MPOAYKTH KaTO
noacaaneHa BOia, WOKONAJ0R CHPOL, CHPON OT HepelIH, AeCePTHHM 3aMBKH (Hanp. CHPOI OT Kapamern
unu Hyra). Cmecta TpaGea fa ce pazbupra ¥ na ce Jane Ha NaNMeHTa UAIOTO KoidvecTso. CMecrta
TpAOBAa Jia ¢E NOrBJIHE BEAHATa Cllel MPHUFOTBAHETO .

“““ “’"TTL
Korarto uma camo xancynu ot 75 mg, a ca Heobxoaumu 103u ot 30 mg unu 45 mg, npu X/ :
OCEITAMUBHD CyCTIEHINA BRIIONBA NOMBNHATENHH CThiTkH. [TonpobuH yazanns Moxe fhte HamepﬂT

B IHCTOBKATA 32 [TALKCHTA Ha OCENTAMHWBUD KANCYIIH B8 ,,HpHFOTBHHB Ha TeYCH OCENTAMHUBHD B KBUIH",
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7.  TIPHTEXATEJ HA PASPEIHEHHETO 3A YIIOTPEBA

Anmubnoruk-Pasrpan A

Byn. “Anpuncko shcTanue” 68, oduc 201

7200 Pasrpan, Brarapus

8. HOMEP(A) HA PASPEHIEHWETO 3A YIIOTPERA

Per. Na

9. JATA HA ITBPBO PASPEMIABAHETIOTHOBABAHE HA PAJPEINEHUETO
3AYIIOTPEEA

Hata Ha nupRO pazpeinasaye:

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

HOnu 2022
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