KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA




1. HME HA JEKAPCTBEHMS ITPOAYKT

CAHJIOCTATHH LAR 20 mg npax 4 pa3TBOpYTEN 38 HHKEKLUHOHHA CYCINCH3INS
SANDOSTATIN LAR 20 mg powder and solvent for suspension for injection

CAHJOCTATHH LAR 30 mg npax H pa3TBOPUTEN 38 HHKEKLIMOHHA CYCNCH3UA
SANDOSTATIN LAR 30 mg powder and solvent for suspension for injection

2. KAYECTBEH H KOJIMYECTBEH CbCTAB

Enun dnaxod ceaspxa 20 mg unu 30 mg okrpeoTns (KaTo OKTPEOTU aueTaT) (octreotide as octreotide
acetate).

3a MBJIHUA CMUCHK HA MOMOLLHUATE BellleCTBA BUKTE ToUuka 6.1.

UNMLARNTENHA ATEHURA NO REKAPCTBATA

3. JIEKAPCTBEHA ®OPMA
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4. KJIHMHHUYHHU JAHHH

4.1 TepaneBTHYHH NOKAZAHHA

JledueHne Ha MALMEHTH C aKPOMETATTHA, [IPH KOMTO ONMEPATHBHOTO JieUeHHE € HENOAXOASKILO HIIM Ce € 0Ka3aJo
Hee(PEKTHBHO; WIH B MEXIWHHHSA NEPHO, 10 MOCTUIAHE HA ITbJICH €(PEKT OT JTbUeTepanuaTa (BxK. To4Ka 4.2).

JleyeHHe HA NALIUEHTH CbC CHMIITOMH, CBBP3aHH C q}yHKU,HOHaJ]HH raCTpoOCHTCpPO-ITaHKPCATHYHH
CHAOKPHHHH TYMOPH, HAIp. KapuUHHOUIAHH TYMOPH, C KJIIHHHKA Ha KapiiHHOUACH CHHAPOM (B}I{. TOYKAa 51)

JleueHue Ha NMaLHEHTH C aBaHCHpPA/IH HCBPOEHOOKPHHHH TYMOPH, JTOKAJIIM3UPAHHU B CPpEIHHUA OTAC/T HA
FraCTPOHHTECTHHAIIHHUA TPAKT UNMH C HEH3BECTHAE NMBPBHUUHA TYMOPHA JIOKANIU3aLUHUA, NIPHU KOUTO JIOKATTH3aLHA

U3BDBH CPEAHHA OTACT Ha raCTPOHHTCCTHHAIIHHA TPAKT CC H3KJIKOYBA.

Jleuenne Ha TCX-cekpernpaiuy aneHOMH Ha Xunogu3ara:

. KOTaTO CEKPELIMATA HE CE HOPMAJIM3Hpa ClIe] ONepauus W/ WIH Ab4YeTepanus;
. NpY NaLKEeHTH, IPH KOUTO ONIEPATUBHOTO JIEYEHHE HE € NOAXOAALIO;
. pH NAaLUEHTH HA JIBYETEPAItia, A0KATO AbUYETEepanuaTa noaeicraa.

4.2 [do3HpoBK2 H HAYHHA HA NPRJIOKEHHE

O3HPOBKA

Axpomezanus
[IpenopbuKTENHO € IeUeHHETO Aa 3anouHe ¢ npuiarane Ha 20 mg Sandostatin LAR npes 4-ceqmMuueH
MHTEPBAN B OpOoAbKeHHe Ha 3 Meceua. [lanuenTure, JJeKkyBaHH cbe 5.¢. Sandostatin Morat na
neueHue ¢be Sandostatin LAR Ha cnenpaiua acH ¢jieq NpUiaraHe Ha MocjieHaTa 1034 .
[Tocnensaiiara KopeKLMa Ha no3ara TpabBa aa ce 6azMpa HA HUBATa HA pacTEXHHA XOp

KOHLEHTpaLMHTEe HA HHCYNHHonoaoOHus pactexxen daxrop 1/comaromeann C (IGF-1)/i@ **:? 2 %o
KJIMHUYHUTE CHMNTOMH. ‘E‘q
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MOKe 1a ce noBHlIH Ao 30 mg Ha BCEKH YeTHpHU ceaAMHUM. AKo cnef 3 Meceua PX, IGF-1 w/unu
CHMIITOMHTE HE C€ KOHTPOIMpAT aJeKkBaTHO ¢ Xo3a 30 mg, ao3arta Moke Aa ce yeeauud 10 40 mg Ha BCEKH
4 ceMULIH.

[Ipu naupeHTH, NpH KOUTO ciien 3 MeceqHo aeyenue ¢ 20 mg Sandostatin LAR, c¢e oT4uTa 3ana3pase Ha
kOoHUeHTpaumaTa Ha PX noa 1 Mukporpam/l, HopManu3upane Ha cepyMHara koHueuTpauus Ha IGF-1 n
OT3BYYaBAHE Ha MNO-roJigMa YacT OT 06paTMMHUTE CUMITTOMM HA aKPOMEraliHaTa, MOXeE Aa Ce npujara o3a
10 mg npe3 4 ceqmuuy. B Ta3m rpyna nauneHTH, odade € HEOOXOAHMMO aZIeKBaTHO NMPOCAEAABAHE Ha
cepymHHTe KOHUeHTpauuu Ha PX u IGF-1 1 na xiMnanunure npossu/cuMnToMy Ha 3a00NIIBaHETO, NMPHU Ta3M
HHCKa a03a Sandostatin LAR.

[Mpu nauKeHTH Ha ycTaHoBeHa no3a Sandostatin LAR, e HeoOxoaumo cepymuuTe koHUeHTpauyu Ha PX u
IGF-1 na 6baaT MOHMTOPHMPAaHU Ha BCEKH 6 Mecela.

lacmpoenmepo-narkpeamuynyu eHOOKDUHHYU MYMOPU

Jevenue Ha nayuenmu CvC CUMRMOMU, C8bP3AHRU C DYHKYUOHQIHO GKMUSHU 2ACMPOEHMEPO-NAHKDeAMUYHU
HEBPOEHOOKPUHHY MYMOpU

[penopBUUTENHO € Ja ce 3ano4He JieueHne ¢ npuiarade Ha 20 mg Sandostatin LAR Ha 4-ceamuunn
uHTepBaIH. [lauMeHTHTE HA NeueHUE Che §.C. Sandostatin, TpsabBa Aa npoaAb/DKAT ¢ NpeaxoaHaTa epeKTHBHA
1032 B IPOALJKEHHE HA 2 CEAMHULM, Clle]l IpUIaraHe Ha IrbpBaTa uibkekuusa Sandostatin LAR.

[1pn naiMeHTH, NPH KOUWTO € MOCTHIHAT J00OBP KOHTPON Ha CHMIITOMUTE U OMOJNIOrMYHHUTE MapKEPH Ciel
nposexaaHe Ha 3 MECEYHO JICUCHHE, A03aTa MoXKe Na ce HamanH Ha 10 mg Sandostatin LAR Ha Bceku
4 CeaMULIM.

[pu mauueHTH, NPH KOUTO CHMIITOMHUTE Ca CAMO YaCTHYHO OBNAAAHH CIIE] NPOBEAEHO 3 MECEYHO JIEUEHHE,
no3arta Moxe 1a ce nmoeHinK Ha 30 mg Sandostatin LAR Ha Bceku 4 ceaMHLIM.

B 1HuTE, B KOUTO CHMIITOMHUTE, CBBP3aHU ¢ raCTPO-€HTEPO-NAHKPEaTHYHH TYMOPH CTaHAT MO-CHIHO
M3pa3eHHd B X0Aa Ha JieueHHe cbe Sandostatin LAR, ce npenopbusa JONMBIHUTENHO NPUIAraHe Ha S.C.
Sandostatin B 1033, kakBaTo € Ouna u3no3BaHa NpeaM 3anoyBaHe Ha edeHHeTo ¢be Sandostatin LAR. Tosa
MOXKE 714 C€ CIIYYH NpeJHMHO Tipe3 ITbPBUTE 2 MECELIA Ha JIEYEHHETO, J0 NTOCTHIraHe Ha TepaneBTHYHA

KOHLEHTPALUA Ha OKTPEOTH.

Jleuernue na nayuermu ¢ aBaHCUPAIU HEBPOCHOOKPUHHU MYMODU, TOKAAUIUPAHYU 8 CDEORUA Omoen HA
2aCMPOUHMECTHUHQIKUS MPAKM UAYU C HEUZBECTNHA NBPBUYHA MYMOPHA AOKAIUIAYUR, NPU KOUMO
JNOKARU3AYUA UIBBH CPEOHUR OMOE HA 2aCMPOUHMECMURMIHWA MPAKmM Ce UIKTIOUEA.

[IpenopbunTenHaTa go3a Ha Sandostatin LAR e 30 mg, npunoxeHu Ha Bceku 4 ceaMulip (Bxk. Touka 5.1).
Jleuenuero cue Sandostatin LAR 3a koHTpon Ha TyMOpa TpafBa Aa ce NpOaABIDKH M NPH JIUNCE HA TYMOpHA
NPOrPEeChs.

Jeuenue na TCX-cexpemupawy adenomu

JleueHunero cbe Sandostatin LAR Tpsabsa aa ce 3anouse ¢ n03a 20 mg, npunoxxkenu npes 4-ceAMHYHH
MHTEPBAJIM B NPOABIKEHHE Ha 3 Mecela, npeau aa ce oOMHUCIM Kopurupake Ha aosara. Cnes ToBa A03aTta ce
KOpHUIrpa Bb3 OCHOBA Ha NMOBAMABAHETO HA TCX 4 TUPEOHMAHHUTE XOPMOHH.

Vnompeba npu nayuenmu ¢ Hapyuiena 6vopeuna Qynxyus
HapymeHara 6n6peuHa ¢pyHKUMA HE 0Ka3Ba BAHAHHE BbpXy obwmara exkcno3nums (AUC) Ha okTpeoTna,
KOraTo ToH ce nmpunaara s.c. karo Sandostatin, Ilopaau Ta3u npuunHa He € HEOOX0AUMO KOPHUIrHpaHe Ha
no3ara Ha Sandostatin LAR. ~

Ynompeba npu nayuenmu ¢ napyuiena yepioopobua gynxyus
B npoyuBaHne cbc Sandostatin, NpHAOXKEH §.C. U 1.V. € YCTAHOBEHO, Y€ €IMMHUHALIMOHHA
HaMajigBa npu OOJMHUTE OT LUPO3a, HO HE H MNPHU NAUKEHTHTE ¢ MACTHa AEreHepaums H
HAKOH CJIYYaH NpPH NALMEHTH C YepHOoAPODHO yBpeXiaHe MOXKe 1a € HEOOXOAHMO KOP




Ynompeba npu nayuenmu 6 cmapyeckd gv3pacm
B npoyuBaHne cbc Sandostatin, NPHIOKEH S.C., HE €€ € HAJTOXHIIO KOPUTHPAHE HA 103aTa [PH UHAHBHH Ha

BB3pacT 265 roaunu. Ilopaau Ta3u npuuHHa He € HeOOXOHMO KOPHIHpAHE HA 103aTa M [IPH Ta3u rpyna
nauMeHTH, npuemainy Sandostatin LAR.

Ynompeba npu deya
Hma orpannueH onut ¢ ynorpebara Ha Sandostatin LAR nipu aeua.

HauuH Ha npy10okeHHue

Sandostatin LAR Mosxe fna ce npunara camo upe3 Ab100Ka HHTPAMYCKYJIHaA HHDKEKUHA. MscToTo Ha
NPWIOKEHNUE HA CEABALIMTE KHTPAMYCKYJIHH HHDKEKIIMY TPaOBa 1a ce NPOMEHH, KaTO ¢e peayBar JABaTa U

ANACHATA INTyTealHa MyCKyJaTypa (Bx. TOouka 6.6).
4.3 IIpoTRBODOKA3AHASR

CBpBbX4YYBCTBHTENHOCT KbM aKTUBHOTO BEWECTBO HIIH KBM HAKOE OT NTOMOLIHHTE BELECTBA, H30pOeHH B
TOYKa 6.1.

4.4 ChnenHajJHR NpeayYUPeXKIACHHNA H OpeaANa3HE MEPKH NpH ynorpeda

Q611U

Toii karo PX-cexpeTupaluure XHNMOQHU3IHH TYMOPH IOHAKOra MOrar 1a HapacCTBaT M Aa NpHUYUHABAT
CEpHO3HH YCIIOXKHEHHUS (Hanp. AeeKTH B 3pUTENHOTO NOJIE), € BAKHO BCHUKH [TALIMEHTH Ja Obaat
BHHUMATEHO npociaenedu. [Ipu Hanmuuue Ha NpU3HALM 32 TYMOPHO HApacTBaHE € HEOOX0AUMO
NpeanpUEMaHETO Ha ATTCPHATUBHH TEPANEBTHYHMN MEPKH.

TepaneBTUMHUTE NOJI3H OT MOHIWKABAHE HA CTOHHOCTHTE Ha pacTeXXHHA XopMoH (PX) u HOpManH3MpaHe Ha
KOHLICHTpaLUATa Ha HHCYJIMHO-TIoAo6eH pactexeH ¢aktop 1 (IGF-1), npu xkeHu ¢ akpomeranus, Ouxa
MOI'IH J1a BB3CTAaHOBAT peprunnreta. [10 Bpeme Ha ieueHHUeTo ¢ OKTPEeOTH], KEHHUTE ¢ AETePOAEH
NOTEHLMAS TpAORA 1a ObAaT CHBETBAHU, Aa U3MON3BAT [IPU HEOOXOAMMOCT aleKBATHH METOMH 33
KOHTpauernuus (Bx. Touka 4.6).

[lpu nauueHTH, JTEKYBAHHA C OKTPEOTHJ 33 NPOLBL/LKUTENIEH [IEPUOL OT BpeMe, TpadBa aa ce cneau
(GYHKUHATA Ha LIMTOBHUAHATA XKie3a.

(D}’HI{I.IHHTE Ha 4YCpHHA ,[l,pOﬁ TpilﬁBR Aa CC CJIEAH 110 BpEMC HA JICHCHHC C OKTpPCOTHA.

CubuTHS CBBP3aHU CHC CHPACYHO-CHAOBATA CHCTEMA

Cro0iuasarT ce 4ecTH cilyyad Ha Opaaukapans. Moxe aa ce HANOKHM KOPUTHMpaHe Ha 103aTa [IPH JIEKapCTBa,
kaTo OeTa OiokepH, KalHeBH aHTRrOHWUCTH HITH NEKAPCTBA 32 KOHTPOJ Ha BOJIHHMA H €JIEKTPOIMTEH Banasc

(BX. TOuKa 4.5).

C1OUTHA CBBP3aHHU C MIBUHUA MEXY]

XonenuTHasara € MHOTO 4€CTO CHOHMTHE 110 BpeME HA Jleuenre ¢be Sandostatin u Moxke ga 6b1€e cBbp3aHa ¢

XOJICLUBCTUT M JWIATALUA HA XITBYHUTE METHILA (BK. TOuKa 4.8). [Ipenoptysa ¢ ynTpa3ByKOBO H3ClEBaAHE
Ha XNbYHHSA MEXYP, KaKTO Mpeayd Ha4alo Ha JICUECHHETO, TaKa H npe3 6-MeceUyHH HHTEPBay § ;
neyenne cbe Sandostatin LAR.

["moko3eH MeTaboNU3 LM

[Mopaan HHXHOUTOPHOTO CH AEHCTBHE BHPXY PACTEXKHHUA XOPMOH, IIIOKAroH M HHCYY
MOKe J1a MIOB/IMAE MNKOKO3HATa perynauusa. Moxe aa ObJe HapyllieH nNocT-npaHaAKal \W
TonepaHc. KakTo ¢e chobLuaBa npu nalMeHTH, NeKyBaHH Cbe S.C. Sandostatin, B HAKOMNS



NPOBOKHPA ChCTOSHHE Ha NEPCUCTHPALIA XHIIEPIIIMKEMHUS B PE3YNTAT OT XPOHUYHO npunoxenue. Crobinasa
ce ChLIO M 3a XHITOTTTHKEMMUS.

IMpH nauMeHTH ChC CHITBTCTBALL THI | 3axapen nuaber ¢ BraMoxkHO Sandostatin LAR na nosnusea
pEryNaLMATA HA IVII0KO3aTa M HYXKJaTa OT MHCYJIMH Aa ce HamanH. [1py nauneHTH, KOuTo He ca nHabeTHo
6ONIHM U TakUBea ¢ THN 11 auaber, ¢ YACTUYHO 3aMa3eHU HHCYIHHOBY pe3epBH, NPWIOKEHUETO Ha Sandostatin
S.C. MOXK€ J1a /IOBeIe IO NMOBUILABAHE HA MOCT-NMPAHAXAIHATA MNIHKEMHA. 3aTOBA € HE0OXO0AUMO BHUMATEHO
npocielABaHe Ha MNIOKO3HHS TOJIEpaHC M aHTHANa0eTHATa Tepanus.

[Tpy nalMeHTH ¢ HHCYJIMHOMM, MOpaaH (aKTa ye OKTPEOTHA HHXHOMpA B MO-ro/isiMa CTerneH cekpeLusTa Ha
PX 4 rnioKaroH, OTKOAKOTO Ha HHCYJIMHA, M NOPAaJH NO-KpaTKUs NEPUO HA UHXHOHWpaHe Ha JEHCTBHETO Ha
WHCYJIHHA, XHITOrIHKEMUATA MOKe Aa ce 3aabenboqn v npononrupa. Tesu nauuenTy TpaGra na ce
NpoceASBaT MHOIO BHUMATEJTHO.

XpaHEHe

OKTpeoTH] MOXKeE Aa NPOMEHH abcopbLMATa HA NPHETHTE ¢ XpaHaTa Ma3HWHM NPU HAKOH NaLUEHTH.
[Tpu HAKOM OT NALMEHTHTE Ha NEYEHUE C OKTPEOTHA, ca HabmoaBaHK NOHWKEHH HUBA HA BUTAMHH B12 1
oTKJIOHEHHS B TecTa Ha lllunusur. [IpenopbuBa ce npocneasepaHe Ha HHBaTa HA BATAaMHH B12 no Bpeme Ha

neyeHueTo cbe Sandostatin LAR npu nauueHTHTE, ¢ aHaMHe3a 3a HEAOCTUT Ha BUTamHH B12,

[TankpeaTuyHa PyHKIHA

[Tpy HAKOM MAaLMEHTH, NOTY4aBally TEparnus ¢ OKTPEOTH/L 38 racTpOeHTepollaHKpeaTHYHH
HEBPOEHIOKPHHHH TYMODH, ce HaOmoaaBa eK30KpHHHA NaHkpeaTHyuHa HeaoctarbyHoCT (PEI). CumnTomute
na PEl Morar aa BK/IIOYBAT cTearopes, Kalasy U3NpakHeHUs, oAYBaHE HA KOpeMa Y 3aryba Ha terio. [1pu
CUMNTOMATHYHY NALMEHTH TPAOBa Ja ce 0OMUCIAT CKPHHHUHT M noaxoasio neyenue 3a PEl B choTBeTcTBHE
¢ KJIMHUMHUTE PBKOBOICTBA.

CbAbpxaHue Ha HATPUNA

Sandostatin LAR cbhabpxa no-Manko ot 1 mmol (23 mg) HaTpuil pb8 BCAKa 1034, T.€. HAa NPaKTHKA € ,,0e3
CbABPXKAHUE HA HATPUH

4.5 B3anmoaeiicTBHe ¢ APYIH JIEKAPCTBEHH NPOAYKTH H APYrd GOPMH HA B3aHMOAEHCTBHE

Mozke aa € HeoOXOAUMO KOPHI'MpaHe Ha J03aTa Ha HAKOM NeKapcTBEHH NPOAYKTH KaTo Oeta OniokepH,
KaJILIMEBH aHTArOHMCTU WIM CPEACTEA 3a KOHTPOJ HA BOAHMS M €JIEKTPOIMTEH GanaHe, KOraTo ce npunarat
eqHoBpeMeHHO cbe Sandostatin LAR (Bxx. Touka 4.4).

Moxke 1a € HeoOXOMMO KOPHIrHpaHe Ha N03aTa Ha MHCY/IMHA H HA aHTHAHAOETHUTE NICKAPCTBEHH CPENCTRA,
KOraTo ce npuiarat egHoBpeMeHHo cbe Sandostatin LAR (Bx. Touka 4.4).

YCTaHOBEHO €, Y€ OKTPEOTH/] HaManaBa ypeBHaTa abcopOiinsa Ha LMKNOCMOPHH M 3a0aBd Ta3H Ha
LHMMETHIHH.

EAHOBPEMEHHOTO MpHJIaraHe Ha OKTPEOTHI H OPOMOKPHITTHH yBEIHYaBa OMOHATMYHOCTTA Ha
OpOMOKPHITHH.

OrpanuueHy MyOIHKYBaAHH JaHHH TIOKA3BaT, Y€ COMATOCTATHHOBHTE aHAJIO3W MOrar Aa H

ce OBJIKM Ha MOTHCKAHE Ha PacTEXKHHUA XOPMOH. T'hil KaTO HE MOXKeE J1a C€ H3KJTHOUH
OKTPEOTH, € HeoDX0AUMO APYrHTE JIEKAPCTBA, KOUTO e MeTaDONM3NPAT IIaBHO Y
MaTbK TEPANEBTHYEH HHAEKC, /1a ce NpWIaraT ¢ NOBHLIEHO BHUMaHHe (Hanp. XHHH

CosnbreTBala ynorpeba Ha paidoakTHBHHU aHANIO3W HA COMATOCTATHH




CoMaTOCTATHH M HEFOBUTE aHATIO3M KaTO OKTPEOTH, CE CBbP3BaT KOHKYPEHTHO ChC COMATOCTATHHOBHTE
PELIENTOPY ¥ MOXKE 14 MOBJIMAAT e(hMKACHOCTTa Ha PalMOAKTHBHHTE aHANO3M HA COMATOCTATHHA.
Tpabsa Ja ce u3bsraa npuioxeHre Ha Sandostatin LAR na¥i-manko 4 ceaAMHLIKM NpeaH NPUIOKEHUE HA
nyteuues (‘7’Lu) oxcomoTpeorus, paauodapMalleBTHUEH NPOAYKT, KOHTO ce CBbP3Ba KbM
COMATOCTATMHOBHTE PELEHTOPU. AKO € HeOOXOAMMO, MALMEHTUTE MOJKE J1a 6BAAT IEKyBaHH ChC
COMATOCTATHHOBH aHAJIO3M ¢ KPaTKOTpaiHo nefcTBHE 10 24 yaca NpeAr NPHUIOKEHHETO Ha TyTeL1eB
(!77Lu) okconOTpeOTH .

Cnen npunarase Ha nyteuues ('7'Lu) okcogotpeortun, neveHuero cke Sandostatin LAR moxe na 6bae
Bb300OHOBEHO B pamkuTe Ha 4 10 24 yaca u TpsabBa Ja ObAe NPeKpaTEHO OTHOBO 4 CeAMULIK Npeay
Cc/1€ABALIOTO IPUAOKEHHe Ha nyTelres ('’ Lu) OKcOAoTpeOoTHA.

4.6 @epTUIHTET, PEMEHHOCT K KHPMEHe

bpeMeHHOCT

Wma orpanuuenm AaHHH (3a u3xozaa Ha no-manko ot 300 ciydas Ha OpeMeHHOCT) OT ynorpebara Ha
OKTPEOTH NIPH OpeMEHHHM JKEHH, KaTo NMPUOIU3UTENHO NPH €1HA TPETa OT ClyHanTe Ha OpeMeHHOCT
W3XOOBT € Heu3BecTeH. boNmUHCTBOTO OT ¢HOOIEHHATA Ca NOJTy4EHH Clle]] NOCTMApKETHHIOBa yrorpeba Ha
OKTPEOTHA U noseue oT 50% oT GpeMEHHOCTHTE C eKCNO3MLIMA Ca NPH MAIMEHTH ¢ akpomeranus. [ToedeTo
XKEHH Ca ¢ eKCMO3MLMA Ha OKTPEOTH]I 1O BpEMe Ha [TbPBHS TPUMECTBP OT OPEMEHHOCTTA B 103H B JHana3oHa
ot 100-1200 muxporpama/aex npu Sandostatin, npunoxet s.c. win 10-40 mg/mecen npu Sandostatin LAR,
BpoaeHH aHOMAaNHH ce ¢bobiasar npu oxono 4% ot cityyanTe Ha OpeMEeHHOCT, MPH KOHTO M3XOABT €
H3BeCTeH. B Te3u ciryyam He ce noao3upa NpUYHMHHO-CAEACTBEHA BPB3KaA C MPHUEMA HA OKTPEOTH/.

[TpoyuBaHMATA NPH XKMUBOTHH HE MOKA3BAT NPEKH KM HEMPEKH BPEIHU €(PEKTH, CBbP3aHH C PEeNpoAYKTHBHA
TOKCHYHOCT (BX. TOUKa 3.3).

Karo npeanasHa Msapka, ce npeanovYnTa aa ce u3barea ynorpebara Ha Sandostatin LAR no speme Ha
OpeMeHHOCT (BXK. TO4Ka 4.4).

KnpmeHe

He € M3BECTHO Q1M OKTPEOTH]L C€ EKCKpeTHpa B KbpMara. [IpoyuBaHusTa NpH XXMBOTHYU MOKA3IBAT
EKCKPELIA Ha OKTPeOoTH B MIAKOTO. IlauyeHTkuTe He TPAOBa 1a KbPMST M0 BpEMe Ha JICUEHHETO ChC
Sandostatin LAR.

DepTUNIHTET

He e u3BecTHO, JaJIH OKTpeoTU NOBNUABRA (PepTHIIMTETA IIPH XOpa. Y CTAHOBABA C€ KBCEH MECLICH3YC Ha
TECTUCHTE MPH MBXKKOTO MOTOMCTBO Ha KEHCKH, JIEKYBaHH M0 BpeMe Ha OpeMEHHOCTa U Ipe3 Nepuoaa Ha
naktauua. He3aBHCHMO OT TOBa, OKTPEOTHA HEe HaMansara GEPTUIMTETA MTPH MBIKKH U XKEHCKH IUTbXOBE B
nosu jJo 1 mg/kg TenecHa Maca AHEBHO (BXK. TOYKa 5.3).

4.7 EdexTn BLpXy cnocobnocTTa 328 wodupaHe 4 padoTa ¢ MAIIKHHA

Sandostatin LAR He nosnuasa wiu noenusasa npeHebpexnmo cnocobHOCTTa 3a wodgupane U padora ¢
mamuHu. [TauuenTute Tpadsa na ObJAT NOCHBETBAHM []a BHUMABaT, KOraTo WogHUpaTt WK paboTaT ¢
MaLIMHH, KO NOYMYBCTBAT 3aMasHOCT, aCTEHHA/yMOpa WiIH rnasobonue, no BpeMe Ha €YEHHETO ChC

Sandostatin LAR.

4.8 Hexenann JIeKapPpCTBEHN PeaKIlHA

O60o6menne Ha npoduna Ha 6e3oNacHOCT



MeTabO0AK3MA K XPAHEHETO.

Haii-uecTo ¢bOOLIABAHUTE HEXKETAHH PEAKLMH B KITHHHYHHTE U3NUTBAHUA € NPHIIaraHe Ha OKTPEOTH] ca
nuHapus, KopeMsa Oosika, raaeHe, QpraTyJeHUMA, r1aBo00AKE, XOAeAUTHA3], XHTIEPrIARKEMUS H
KoHCTHNauuMs. J[pyru decTo chobiuaBaHy HEXENAHH peakUHH €a 3aMasHOCT, IOKaTU3HpaHa 00nka, KibyHa
Kan, THpeouaHa MUCHYHKIMA (HANp. NOHWXKEH TUPEOCTHMYHpall XopMoH [TSH], nonmxken obw T4 n
noHwxeH ceoboaeH T4), xallaByd M3NPAXKHEHHA, HAPYLUCH ITKOKO3€H TOJIEPaHC, NOBPBILAHE, ACTCHHUA Y
XHTIOTTTHKEMHA.

TabnuueH CriichbK Ha HEXEJAHUTE ChOUTHA

Cneapawure Hexenany peakinu, uzbpoeny B Tabmana 1, ca cx6pann B Xona Ha KIIMHAYHUTE HI3NHTBAHUS C
OKTPEOTHUL!

Hexenanure peakitnu (Tabnwua |) ca noapeaeHy cnopen 4€CToTaTta, KaTo Hak-YeCTHTE Ca MbPBU K €
W3MOJI3BaHa CleHaTa KOHBeHIMa: MHoro uectd (>1/10); yectu (=1/100, <1/10); HewecTn (=1/1 000,
<1/100); peaxu (>1/10 000, <1/1 000) muoro peaxu (<1/10 000), BIOUHTENHO H30KHPaHH CHODIIEHHS. B
paMKHTE Ha BCAKA IPynNa 110 YeCTOTa, HEXKEJTAHUTE PEeaKurH ce H30pOSBaT B HU3XO/ALL pell MO OTHOIUEHHE
Ha TAXHATa CEPHO3HOCT.

Tabauna 1 HexenanH JeKapCeTBeHH PEAKIHH, CLOOIIEHH B KIHHEHIHHTE NPOyYBaAHAA

CTOMAIIIHO-YPEBHH HAPYIICHHA

MHOro 4ecTH: Juapus, kopemHa 0omnka, rajieHe, KOHCTHIIAUMA, (JIATYIIEHLIMA.

HecTu: Jlncnencus, NoBpbLlade, MOAYBAHE HA KOpeMa, CTeaTopes, Kallapy
M3NPAXKHEHUS, NPOMSHA B OLIBETABAHETO HA H3NPAKHCHHUATA.

HapynieHHs HA HEPBHATA CHCTEMA
MHuoOro 4ecTu: [ narobonue.
YectH; 3aMasHOCT.

Hapymenus HA eHAOKPHHHATAZ CHCTEMA

Hectu: XHUnoTupeonaH3bM, THPEOUAHO HapyLueHHe (Hanp. noHwxeH TSH,
noHmwkeH o6 T4, n noHwxkeH ¢cBoboaeH T4).

XenaToOHIHAPHA HADYIIECHHS

MHoro 4ecru: Xonenvryaza.

YecTu: XoneuucTHT, XITbuHa Kal, xunepbunupybuHemns.
Hapymwenns Ha MeTab01H3Ma H XpaHEHETO

MHOrO0 4€CTH: XuneprivkeMHs.

YecTn: XHUNOrnuKeMHUs, HapYLIEH IIIOKO3€EH TOJIEpaHC, aHOPEKCHA.
HeuecTy: Hlexnaparanus.

O6mn HapymeHnst H edpeKTH HA MACTOTO HA NPHAOKEHHE

MHOro 4ecTH: Peakuuu Ha MACTOTO Ha HHXXECKTHPAHE.

Yectn: AcTteHms.

Hacheapanus

YecTu: [loBHiLEeHH HHBA HAa TPAHCAMHHA3ZHUTE.
HapyiueHHs HA KOXKATA H NOAKOXKHATA ThKaH

YecTH: Crpbex, obpus, anoneuus.

PecnupaTopHH HApYIICHHS

Yecru: INucnHes.

Cohpaeynn HaApYIDeHHASA

YecTH: bpanukapaus.

Heyuecti: Taxuxapausi.




[TocTMAapKETHHIOB OIMUT
CHOHTaHHO CHOOHIEHMTE HEXKENAHY peakLM, npeacTaBeHy B Tabnyua 2, ca cpobiaraHn JOOPOBOSHO M HE
BUHATH € BE3IMOXKHO JOCTOBEPHO JIa C€ ONpeAeaT YecToTaTa HiIH NPHYHHHO-CIIEACTBEHATA BPB3Ka ¢

CKCINO3HLUHUATA Ha ACKapCTBOTO.

Ta6auna 2 HexelaHH JeKAPCTBEHH PeAKUHH HOJTY4Y€HH 0T CIOHTAHHH CHOOIICHHA

Hapymenss Ha KpLBTa H JEMPHATA CHCTEMA
TpoMOOUHTOIIEHHS.

HapymeHHA HQ HMYHHATA CHCTEMA
AHadunakcus, aneprus/peakuMi Ha CBPbXUyBCTBUTENHOCT,

HapyumenHs Ha KOXAaTa H NOIKOKHATA ThKaH
YpTukapHs.

XenarofuAHAPHH HAPYIUCHHR
OcThp NAHKPEATHT, OCTHLP XeNaTUT 0€3 X01ecTasa, X0JIECTATHUEH XEMATHUT, XOJIECTa3a, Kb/ITEHHLIA,

xonecraTndHa XKXbJATCHHLA.

ChbpaedHH HAPYLICHHS
ApUTMHM.

H3chaeapanus
[ToBuiIEHU CTOMHOCTH Ha ankanuara docdarasa, NOBULICHH CTOWHOCTH HA raMa MyTaMHATpaHcdepasara.

Onucanye HA M30OpaHU HEXENaHW peakIlii

Peaxyuu, cevpianu ¢ HCAvYHUR MEXYD

CoMaToCTaTUHOBUTE aHAJIO3H Ca MOKa3aliH, Y€ HHXHOMPAT KOHTPAKTHIUTETA HA XITHUHUA MEXYP H
HaAManABaT ATHYHATA CEKPELIMA, KOSTO MOXKe Ja IOBEAE A0 HapyllleHa QYHKLMS Ha XKITbYHUS MEXYD WIH
obpaszysane Ha xJubyHa kan. O6pa3yBaHe Ha HITHYHH KAMBHH € NoKaaBaHo npH 15 1o 30% ot nauneHTure
Ha MPOIL/DKUTENHO JleueHue cbe Sandostatin 3a s.c. npuiioxenue. Yecrorara B o0luaTa nomynauus (Ha
sr3pact Mexay 40 1 60 roauan) e npubansurento ot 5 10 20%. ITpoaLAKUTENHOTO AEYEHHE CBC
Sandostatin LAR Ha nalmeHTH ¢ akpoMeraiug MM racTpo-eHTepO-NIaHKPEAaTHYHH TYMOPH NOKa3Ba, ue
neueHHeTo ¢be Sandostatin LAR He yBennuapa decTorata Ha oOpa3yBaHe Ha ¥UTbYHH KaMbHH, CPABHEHO ¢
nedeHUeTo ¢ue Sandostatin 3a s.c. npuioxenue. Ako ce o6pa3yBaT *IbUHH KAMbHH, OOHKHOBEHO TOBA
[POTHYA ACHMIITOMHO; KAMBHUTE CbC CHMIITOMATHKA TPADBA A2 Ce JIEKYBAT WIH Ype3 JUCOMyLIMOHHA
TEPANnHUA C XKTbYHH KUCEITUHH, WITH ONEPATHBHO.

CmoMauiHo-4peeHU HAPYULIeHUA
B penxu ciiydad CTOMALIHO-UPEBHUTE HEXKEJIaHH PEaKLIMM MOraT /1a HanoAo0ABaT OCTpa YpeBHa

HEeIpOXOAUMOCT C MPOrPeCUBHO pa3AyBaHE Ha KOpEMa, CHJIHA DOJIKa B €MIHracTpHyMa, NOBHLIECHA
qyBCTBHTEHOCT B KOpeMa Npy QU3KKaJICH Nnperien 1 MycKyneH nedasc.

H3BeCTHO €, Y€ YECTOTaTa Ha CTOMALIIHO-YPEBHHUTE HEXENaHU ChbOMTHS HAMaIABa C TEUEHHE HA BPEMETO NpH
NPOAB/DKUTETHO JIeHEHHE.

Capbxuyscmeumeniocm u AHAQUIAKIMUYHU Pearyuu

CBpBEXUYBCTBHTETHOCT U AJICPTHYHH PEAKLIMH €a IOKNaABAHH 110 BpEME Ha MOCTMAPKETUHIOBUS OMNMT.
Korarto TakMBa peakiU c€ MOSBAT, B IOBEYETO CMyYaH T€ 3aCAraT KoxkKara, pAJKo yCTaTa i JUXATEIHUTE
mbTHia. CroOlIaBaHy ca H30AUPaHU clyHad Ha aHa(PWIaKTHYEH LHOK.

Eghexmu na macmomo Ha npuroxcenue
YecTo npM NaLMEHTUTE Ha neveHHe cbe Sandostatin LAR ce cboOuilaBa 3a peakuuH, CBLP3aHH ¢ MACTOTO Ha

NMPpUNOXKECHHUC HA HHDKCKLUATA, BKIKOYBAUIH Oonka, 3a4€pBABAHC, XCMOPArHi, c1;p6e::ic,

MHTEePBEHLIUS.

Hapywienua na memabonuzma u xpanenemo
HesapHCHMO 4e KOJHUYECTBOTO HAa OTAEIAHUTE B H3NPAKHEHUATA MaCTH MOXKE /12



Ilanxpeacnu enzumu

B MHOIO pelkB cilyyay ce Cho01ara 3a OCTbp NaHKPEATHUT B PAMKHUTE Ha ITbPBUTE YacOBE WM IHHU Clie[ §.C.
neuyenune cbe Sandostatin, KOiTO OT3BYUaBa NpH NpeycTaHOBIBaHE Ha neyeHHeTo. OCBeH ToBa ¢e CboOliara
3a AHKPEaTHT, HHAYUHPAH OT XOJIENUTHA3a NPH NALKMEHTH, IIPOBEXKIALUM IHITOCPOYHO JIeYeHHE ChC
Sandostatin s.c..

Coepoeunu napywenus
BpagukapAnaTa € YecTa HexkellaHa peakUHs NPH JIEYEHHE CbC COMATOCTATHHOBH aHAJIO3M.

[Tpu nauMeHTHTE C AKPOMEranns U KapLIMHOUAEH CHHAPOM, ca Habmoaasany npomend B EKI™ kato
yabpkaBane Ha QT vHTepBana, 06pblIaHE HA OCHTE, PaHHA PENONAPH3ALIMA, HUCBK BOITAX, R/S TpaH3HUHS,
paHHa nporpecus Ha R BbiHata u Hecneun@uyHu npomenu Ha ST-T banHara. He € yctaHoBeHa BpB3Ka
MEXAY Te3H CHOMTHA W nMpHeMa Ha OKTPEOTH] alleTaT, Thid KATO MHOTO OT T€3H MALIHEHTH Ca ¢ No/J1eXallH
chpaeuny 3abongBanus (Bx. Touka 4.4),

Tpomboyumonenus
[To BpeMe Ha NOCTMAPKETUHIOBKSA ONIMT Ca ROKJIAABAHH CJIy4aH Ha TPOMOOLMTONEHHUS, OCOGEHO MpH 1.V,

neueHue cuC Sandostatin Ha MaLHeHTH ¢ YepHOAPOOHA LKPO3a, KAKTO M M0 BpeMe Ha IeYEHHUE ChC
Sandostatin LAR. Tosa cbkcTOAHHE € 0OpaTUMO Cleld NpeyCTaHOBABAHE HA ICUECHHETO.

CrobiilaBaHe Ha IOJO3HPAHHY HEXKETTAHHU pEaKilUU
CroO11aBaHETO Ha MOJ03MPaHU HEXENaHU peakLMH ClIe paspeluaBaHe 3a ynorpeda Ha JIEKapCTBEHHA

NPOAYKT € BaskHO. ToBa Mo3BoJ1sBa Ja MPOAB/LKH HAOMIOAEHHETO Ha CHOTHOLIEHHETO TOJ3a/PHCK 34
neKapcTBeHU NpoaykT. OT MEAUUMHCKHUTE CIELMATMCTH C€ U3MCKBA Aa ChOOILABAT BCAKA MOJ03HpaHa

He)KeNaHa peaKUus upes HalMOHATHHS PeryJiaTOpeH OpraH Ha aapec:

bnarapus

H3nbanauTeHa ar¢HUKs 1o JIeKapcTBaTa
ya. ,,JdamsaH I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaitT: www.bda.bg

4.9 IlpeaozupaHe

Mma cpofiueHus 3a orpanvueH Opoif ciydyan Ha npeaosMpaHe cse Sandostatin LAR. JlozuTe ca B AuanasoHa
ot 100 mg no 163 mg/mecen Ha Sandostatin LAR. EanncreennTte chobuienn Hexxenanu CbOUTHS Ca TOTLTH
BBLJIHH.

MMa cho0lueHHs 3a NAUMEHTH ¢ KapUMHOM, KOUTO nomyyasat Sandostatin LAR B n03u 1o 60 mg/mecew 1 no
90 mg/2 ceamuu. Tesn no3M KaTo uso ca aodpe Tonepupady. BhnpekH ToBa ca ChOOIIEHH ClieHHTE

He)KeaHU CHOMTHSL: YeCTO YPHHHpaHEe, yMOpa, AEMpPECHs, TPEBOra, JIMNCa Ha KOHLEHTPALIMS.

JleuenueTo Ha NPERO3UPAHETO € CHMIITOMATHYHO.

5, ®APMAKOJOTNYHH CBOMUCTBA

5.1 ®dapmaxkoIHHAMHYHH CBOHCTBA

dapmakorepanebTHuHa rpyna: ComaroctaTin u aHanosu, ATC kox: HO1CBO02

OKTpeOTHA € CHHTETUYHO NMPOH3BOAHO Ha OKTAIIENTHAA HA eCTECTBEHUA COMATOC /
¢dapMaKoI0rHiHH CBOHCTBA, HO CHC 3HAYHMTENIHO YABLIDKEHO AEHCTBHE, Toit HHxXH 7 0
NOBHLIEHATA CeKpeELMA Ha pacTexkHusa xopmoHd (PX) u npoaykumaTa Ha NENTHAH
eHTepo-naukpeacHara (I'EI1) ennokprHHa cucTema.,



OTKOJKOQTO COMATOCTATHH, C NO-roNjaMa CeJICKTUBHOCT 3a IIOTHCKAHC Ha PX 4 riarokaroH.

VCTaHOBEHO €, Y€ MpPHY 3ApaBd HHAMBHIAH OKTPEOTHA, NOLKOOHO HA COMATOCTATHH, HHXHOHWpA.

. ocBoGOKAOBaHeTO Ha PX, CTHMYJIMPAaHO OT aprMHMH U XHUITOTTUKeMHATA, HHAYLIMpaHa OT PUIHUECKO
HaTOBApPBAHE WU UHCYJIMH,

° MOCTIPAHAHATIHOTO OCBOOOXKIaBaHe Ha HHCYJIMH, ITIOKAroH, FaCTpHH, Apyry nentuau or I'Ell
eHJOKPHUHHA CUCTEMA U aPrHHUH-CTUMYJ/IMPAHOTO OCBOOOK/ABAHE HA MHCYJIMH M INTHOKAroH,

. TUPEOTPONHH-PUIM3HHT XOpMOH (TPX)-cTHMyn1paHOTO 0CBODOXKAaBaHE HA TUPEOCTHMY.IUpALIL
xopMoH {TCX).

3a paznnka OT COMATOCTATHH, OKTPEOTH HHXKMOHpa cekpelnaTa Ha PX npeuMyLUeCTBEHO NIpe/l Ta3H Ha
MHCYJ/IHH M HEFOBOTO MpMJIaraHe HE € NMOC/eBAHO OT XHMEPCEKPeLUa Ha XOPMOHH No TUna Ha obparHara
Bpb3Ka (Hanp. PX npu nauueHTH ¢ akpoMeranus),

[Tpy naumenTH ¢ akpomeranus Sandostatin LAR, raneHosa dopMa Ha OKTpEOTHA, NOAXOAALIA 33
MHOTOKPATHO NMPHIOKEHHE MPE3 HHTEPBAH OT 4 CEAMMLM, BOAU A0 MOCTHraHe Ha NOCTOSHHA TEPaneBTUYHA
CepyMHa KOHLEHTpALKA C NMOC/eABallo ChOTBETCTBALIO MOHWXABAHE HA CePYMHUTE KOHUECHTpaUUH Ha PX H
HOPMAJIM3HUPaHe Ha cepyMHUTE KOHLeHTpaunn Ha IGF-1 npu noseyeto nauueHTH. I1py nopeyeTo NaLMeHTH
Sandostatin LAR HamMansBa 3HAYKTEIHO KAMHWUYHWTE CHMIITOMM Ha 3a00JISBaHETO KAaTo rnasodonue,
M3MOTABAHE, NAPECTE3HA, YMOPA, OCTCOAPTPAITHS U CHHAPOM Ha KapnanHus KaHan. [1py HenekyBanu
NaLMeHTH ¢ akpoMeranua, ¢ PX-cekperupain aneHoM Ha xunogusara, neyeHrero ¢be Sandostatin LAR Boau
710 HaManaBaHe Ha obema Ha TyMopa >20% npu curHugpHUKaHTeH NMPOUEHT OT nauneHTHTE (50%).

[1pu oTaenHy nauueHTH ¢ PX-cexpernpainy ajeHOMH Ha Xxunogusara ce cbobiiasa, ye Sandostatin LAR
ROAY AC CMaNSBaHE Ha Tymopa (npeau onepauuaTa). HezaBucumMo ot TOBa onepauvaTa He OMBa 1a ce
oTnara.

[Tpu naumeHTH ¢ GyHKUMOHUPALIN TYMOPH Ha racTpO-eHTEpO-NIaHKPEaTUYHATA CHAOKPHHHA CHCTEMA,
neuenueTo cbe Sandostatin LAR ocurypsBa npoas/mkuTesieH KOHTPO HA CHMIITOMUTE Ha 3adonsBaHeTo.
EdexTsT oT ynoTpebara Ha OKTPEOTHA MPH Pa3THUHHTE racTPO-CHTEPO-NAHKPEATHYHH TYMOPH € KaKTo
ClenBa:

KapuuHonaHu TyMOpH

[TpwioXKeHHETO Ha OKTPEOTHA MOXKe Aa A0BEAE 10 nofobpasaHe HA CHMNTOMHUTE, 0CODEHO Ha
3a4epBABAHETO U AuapuaTa. B MHOro cinyuan ToBa ce ChMPOBOXK/AA ChC CMAJ HA NAa3MEHUA CEPOTOHHH H
HaMaJieHa EKCKpPELUs B YPUHATA HA S-XMAPOKCHMHAON-OLIETHATA KHCEIHHA.

VIPoMu

BuoxuMHuHaTa XapaKTEPUCTHKA Ha T€3W TYMOPH NPEACTaB/IABa XHOEPNPOTYKLIHA HA Ba30AKTHBEH
uuTecTHRaNeH nentyg (VIP). B noseueTo ciy4au NpuioKEHHETO Ha OKTPEOTHA BOAM A0 ofsiekuaBaHe Ha
TEeXKKATa CEKPETOPHA AUapUs, THIIHYHA 3@ TE3H CbCTOAHHA, C NMOC/IEABAILO MOBUIIABAHE HA KAYECTBOTO Ha
XUBOT. TOBa € CBBP3aHO ¢ NoJo0peHre HA ACOUHUPAHUTE ENEKTPOTIMTHH HAPYIIEHHA, HAND. XHNOKAIHEMHH,
KOETO NMO3BOJIABA NPEKLCBAHE HA CHTEPAJIHUTE H NapeHTEPATHHTE TEMHOCTH H JOMBJIHHTETHOTO
NPHIIOKEHHE Ha eNeKTpoiuTH. [IpH HAKOH MaLMEHTH KOMMIOTbPHATA TOMOrpadus noka3sa sabassiHe WIH
CIIMpaHe Ha NPOTPeCHATa HA TYMOpa WM IOpH HaMalaBaHe Ha pa3Mepa, 0CO0eHO NpH YepHOAPOOHH
meTacTasd. Knnununoro noaobpeHne oOMKHOBEHO Ce ChIIPOBOXKA C HaMalisBaHe Ha MJIAa3MEHHTE HHBA Ha
VIP, kaTo T MOrar fa ¢€ BbpHAT B HOpPMaJIHHUTE IPaHHLIH.

I moKarosoMu

[TpHIIO’KEHHETO HA OKTPEOTHA B MOBEYETO CIy4YaH BOAHM 10 3HAUHTENHO noxodps
MUIpHpaill 06pHB, KOWTO € XapaKTepeH 3a CbCTOAHHETO. EQEeKTLT Ha OKTPEOTH
3axapHua quader B nexka gopma, koliTo ce HabmoAaBa 4€CTO, N0 MPHHLMI HE B
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NPUIOKEHHETO Ha OKTPEOTHA HECTO BOAM 10 HEMOCPEACTBEHO HaMaNABAHE HA IIa3MCHHUTE HHBA HA
rIIOKAroH, TO TO3U CNaj HE c€ MOAILPXKa NpH ABIroTpaiiHa ynorpeda, HE3aBUCHMO OT 3aa3eHOTO
CUMITTOMATHYHO NMoJoOpeHHeE.

Factpunomu/cunapom Ha Zollinger-Ellison

TepanusTa ¢ UHXUOHTOPH HAa NpoTOHHATa nomna Wik H2 peuenropun 610kepH KaTo LS10 KOHTPOJTHpa
XHMEPCEKPELMATA Ha CONHA KuceHHa. He3aBucHMO OT TOBa, IMAPUATA, KOATO CHLIO € BOJACLL CHMIITOM,
MOXKe A HE Ce MOBJIUAE aAEKBATHO OT HHXMOMTOpUTE HA NPOTOHHATa nomna WK H2 penenropuure
6nokepu. Sandostatin LAR mMoxe na noBeAE 10 AONBJIHHTENHO NOHWXKEHHE Ha XHUMNEPCCKPELUMATA HA COMTHA
KHCEJHHA U CBBbP3aHUTE ¢ HES CUMITTOMM, BKJIFOUUTEHO AHAPHATA, ThH KaTO BOAM 0 NMOTHCKAHE HA
MOBULIEHHWTE HHBA HA racTPUH MPH HAKOH MaLlHEHTH.

HUHCVIMHOMH

[TpuioXEeHHETO Ha OKTPEOTHL BOAW A0 CNajl HA HMYHOPEaKTUBHUA HHCY/IMH B KpbBTa. [IpH naunenTn ¢
onepaCUIHH TYMOPH, OTPEOTH] MOXE Ja NOMOTHE 34 3ara3BaHe U NnoJabpXKaHe Ha NMpeaonepaTuBHa
HopMornkkeMus. [Ipu naupeHTH ¢ HeonepabUIHY 100POKAYECTBEHH WIH 3JIOKAYECTBEHH TYMOPH,
rITMKEMHYHHAT KOHTPOJ MOXE Aa ce nofodpu €3 eAHOBPEMEHHO NMOAIbPIKAHE HA HAMANIEHO HMBO Ha
HHCYJIMHA B KPBBTA.

AB&HCHQ&HH HEBPOCHAOKPHHHH TYMOPH, TOKANH3INUPAHH B CPCAHHA OT/C]I Ha raCTpOHHTCCTHHAJTHHA TPAKT
WIH ¢ HEU3BECTHA MbpPBHYHA TYMOPHA JOKANIH3AlHNA, NPpH KOUTO JTOKaNH3aliydid U3BbH CPCAHUA OTACI HA

FaCTPOHHTCCTHHATTHHA TPAKT CC HIKIIIOYBA.

baza I11 panaoMu3KpaHo, ABOKHHO ciano, rutauebo koHTponaupaHo npoyusaHe (PROMID) nokasea, ue
Sandostatin LAR nmoTHcka TyMOpHHA pacTex NpH NAaUUEHTH ¢ aBAHCHPAIH HEBPOSHAOKPHHHH TYMODH,
JIOKAJIM3UPAHU B CPEAHHSA OTAEN HA raCTPOUHTECTHHAITHHS TPAKT.

85 maLMeHTH ca paHAOMM3MpaHH Ja npyueMaT Ha Bcexu 4 ceamuum Sandostatin LAR 30 mg (n=42) unn
wauebo (n=43) B npoabLDKeHHEe HA 18 Mecena Wik 10 Nporpecus Ha TyMopa WM JIETAIEH U3XOA.

["naBHMTE KpMTEPHM 34 BKIKOUBAHE ¢a DWW HEJIEKYBaHH, XMUCTONOTHYHO NMNOTBBPACHH, TOKAJTHO
HeonepaOHIHH WM MeTacTaTHYHK 100pe AUdepeHUHpaHH (PyHKLMOHANHO aKTHBHH W/IH HEAKTHBHH
HEBPOEHAOKPHHHH TYMOPH/KapLIMHOMH ¢ NbPBUYHA TYMOPHA JIOKATH3alKA B CpEAHUA OTAC/ HA
FaCTPOMHTECTHHAIHHA TPAKT HJIK C HEM3BECTHA ITbPBHYHA TYMOPHA TOKAJIM3AL(MA, 32 KOMTO CE BApPBa, Ye ca
B CPEHMA OTAEN Ha FaCTPOMHTECTHHAIHHWA TPAKT Clie/l MbPBOHA4AIIHO U3KJTIOYBAHE HA NMaHKpeaca, rPbAHNS
KOLI MJIM IpYra HAKaKBa JIOKaIu3aLm.

[TopBHuHa KpakiHa TOYKA € BpEMETO A0 NMPOrpecHs Ha TYMOPa HWITH CBBP3aH ¢ TyMOPA JIETAICH H3XOA.

[Tpu aHanu3 Ha intent-to-treat (ITT) nonmynaumsaTa (BCHUKH paHAOMH3MPAHH MALMEHTH) ca HabnoaaBaHH 26

H 4] TYMOpPHH NPOrpeciH Wi CBbP3aHH C TYMOPAa CMBPTHH Cllydad ChOTBETHO B rpynure Ha Sandostatin
LAR u nnauebo (HR = 0,32%; 95% Cl, 0,19 oo 0,55; p-crofinoct =,000015).

ITpn koHcepaaThBeH ananus Ha I'TT nomynaumsara (kKITT), B koHTO 3-Ma NALKEHTH Ca U3KIIOUYECHH TIPH
paHAOMH3alHATa, ca HabnoaaraHu 26 U 40 TyMOpPHM NPOrpecuMt WIH CBbP3aHH ¢ TYMOPA CMBPTHH ClTy4au
chOTBETHO B rpynuTe Ha Sandostatin LAR u nnauebo (HR = 0,34%; 95% (I, 0,20 no 0,59; p-cToitHoCT

= 000072; ®ur. 1). MeanaHara Ha BpeMeTO JO NTOABATA HA TYMOpHA nporpecus € 6una 14,3 meceua (95%
Cl, 11,0 no 28,8 meceua) B rpynara Ha Sandostatin LAR u 6,0 meceua (95% Cl, 3,7 10 9
rpynara Ha nnauebo.

[Tpu aHann3 Ha nomyJauuaTa no npotokon (per-protocol [PP]), npu xosTo B Kpas
AOMBIIHATEIHO Ca U3KMOYEHH OlLe NMalHeHTH, ca Habmoaapanu 19 u 38 TyMopH
C TYMOpPa CMBPTHH ClTy4an CbOTBETHO B rpynuTe Ha Sandostatin LAR u auebo {

0,13 no 0,45; p-croitHoct =,0000036).
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®urypa 1l Onenka no Kanian-Maiiep Ha BpemMeTo 10 TYMOPHATa NPOrpecus NpH CpaBHEHHE HA
Sandostatin LAR ¢ niane6o (koncepsarusna ITT nonyranus)

1 — [Tnauebo: 40 cuOuTHSA
Menuana 6.0 mecena
m—  OxrpeoTust LAR 26 cOuTHS
. Menuana 14.3 mecenia
075 - i
[ ]
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. L] - [ ] - =
ﬂ 1 | 1 I | 1 I | | ) | T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Bpeme oT panaoMusanusTa (MecelH)
| latmeHTH.
- 43 21 9 3 1 1 0 0 0 0 0 0 0 0
M3J10KCHH
= 42 30 19 16 15 10 10 Q Q 6 5 3 1 0
Ha PUCK

Logrank Tect crparupuumpan no ¢gynkunonania akrusioct: p=0,000072, HR= 0,34 [95% CI: 0,20-0.59]

Ta6anna 3 PesyiaraTn no oTHomeHnue Ha BpeMeTo 10 TymopHaTa nporpecus (TTP) B ananusupanure

nonyJlauHu
CbOUTHSA, CBBP3aHH C Mecelu 10 TyMOpHarTa HR [95% C.1.]
TYMOpHara Mnporpecus nporpecus, cpeaso [95% C.1.] p-CTOHHOCT *
Sandostatin [Tnaue6o | Sandostatin [Tnauebo
LAR LAR
ITT 26 4] HC HC 0,32
[95% CI, 0,19 no
0,55] P=0,000015
KITT 26 40) 14,3 6.0 0,34
[95% CI, 11,0 | [95% CI, 3,7 no [95% CI1, 0,20 no
1o 28.8] 9.4] 0,59] P=0,000072
PP 19 38 HC HC 0,24
[95% C1, 0,13 no
0.45] P=0,0000036
HC=nsama cbobuienus; HR= koeduument Ha pucka; TTP= Bpeme 10 TymMOpHaTa nporpecus,
ITT= BCHUKHM MALMEHTH, BKJIIOYEHH C HamepeHue aa Obaar sekyBaHu, KI'T1= koHcepBaTuBHa
ITT; PP= no nporokon
*Logrank Tect, cTpatuduuMpan 1no ¢yHKUHOHATHA aKTHBHOCT

EdekTbT OT NeueHHeTo € nogodeH npu nauueHture ¢ Gynkuuonanto akrusHu (HR = 0,23; 95% CI, 0,09 no
0,57) u pyHkumonanto HeaktuBHU TymMopH (HR = 0,25; 95% ClI, 0,10 1o 0,59).

B rpymnara Ha mnaue6o ce Habato1aBa cTabnIIM3HpaHe Ha CbCTOSHHETO.

Bb3 0CHOBA HA 3HAYMMMTE KJIMHWUYHH MOJ3M OT npuiaraHeto Ha Sandostatin L
[peiBapuTesIeH MEX/IMHEH aHAIW3 PEKPYTHPAHETO € CIPSHO.

%Jﬁ’-’ﬁﬁ
"-q.
[TpoduabT Ha GezonacHoct Ha Sandostatin LAR 1o BpemMe Ha KIMHUYHOTO I {ﬁgTEaHe CLOTBe'fSTBa Ha

I‘.. A
ycTaHOBEeHHs NpoduIl Ha 6e30MacHOCT. N 3}7, N
+ 1 1"'“1
W 'i:b
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Jleuenune Ha TCX-cexpeTHpally aneHOMU Ha xunodusara

VcTaHOBEHO €, 4e Sandostatin LAR, npuioxeH KaTo €IHOKPATHA 1.m. HHDKEKLHUS Ha BCEKHM 4 CeAMHLIM
MOTHCKA MOBHLICHUTE THPEOUIHH XOpMOHH, HopManu3upa TCX 1 BoaH A0 Nofo6peHHE NO OTHOLICHHE Ha
KIMHUMHUTE NPU3HALM W CHMIITOMM HAa XHIIEPTHPEOKAU3BM NpH nauueHTure ¢ TCX-cexpeTupaim
aneHoMH. TepanerTHUHHMAT epekT Ha Sandostatin LAR cTaBa cTATUCTHYECKH 3HAYMM, NIPH CPABHEHUE C
H3XOLHMTE HUBA, clicA 28 JHU M MON3HTE OT JICYEHHUETO CE 3aAbPKAT B MPOABIAKEHHUE HA 6 Mecela.,

5.2 @OapMAKOKHHEeTHYHH CBOHCTBA

Cnen npuiaraHe Ha €IHOKpaTHa i.m. uHkekUMa Ha Sandostatin LAR, cepyMHaTa KOHLCHTpaLUa Ha
OKTPEOTHI AOCTHTa MPEXOACH MbPBOHAYAICH MUK OKOJO | yac cien BbBeXIaHETO, NOCNeBaH OT
MPOrpecHBHO HAMANABAHE JO AOCTHIaHE Ha HEBB3MOXKHO 33 OTYMTAHE HUBO OKOJ10 24 yaca Nno-KbCHO. Cnex
MbBOHAYAIEH MK Npe3 MBPBUS J€H, MPH OOMIMHCTBOTO OT MALMEHTHTE B CJICABALIATE 7 AHH, HHBOTO Ha
OKTpEOTH/] Ce 3ana3Ba B cyOTepaneBTH4HM rpaHyuM. Clieq TOBa KOHUEHTpALIMATA HA OKTPEOTH/I 3ano4Ba /1a
HapacTBa OTHOBO, AOCTHra (pa3a Ha MIATO HA 14-Ud JIE€H H 0CTaBa OTHOCHTENTHO MOCTOAHHA NPE3 CIIC/BALLMTE
3-4 ceqMuuy. [TMKOBOTO HUBO Mpe3 1-Hst JieH € NO-HHUCKO OT HMBATA N0 BPEME Ha M1aTo-¢a3aTta H HE NoBEYe
oT 0,5% oT ocBOOOK1aBaHETO Ha JIEKAPCTBOTO CTaBa npe3 1-us aeH oT BbBexAaHeTo My. Cnen 42-na aeH
KOHLIEHTPALMATA Ha OKTPEOTH/ 3anoysa 6aBHO 1a HaMassBa €AHOBPEMEHHO C TEPMUHANHATA (a3a Ha
pasrpaxjaHe Ha NnoJMMepHaTa MaTpHLIA Ha JIeKapcTReHaTa ¢opma.,

[Ipy NALIEHTH ¢ aKPOMETANUA CPEAHMTE KOHLEHTPAIWH Ha OKTPEOTHA BbB (ha3aTa Ha IIATO CJIE]| BbBEKIAHE
Ha eAdHH4YHH Jo3u 10 mg, 20 mg 1 30 mg Sandostatin LAR ca cvoteetno 358 ng/l, 926 ng/l u 1 710 ng/l.
CepyMHHTE KOHLEHTPALMH Ha OKTPEOTH/ B CTALHOHAPHO CBHCTOSHHE, AOCTHTHATH CJie/l 3 HHXKEKLIMHU Nnpes
MHTEpBaN OT 4 CEIMHLM Ca NO-BUCOKHM U MOTaT J1a C€ MOyyYar ciel yMHOXaBaHe Ha TrOPHHTE KOHUEHTpaluu
no muoxuren 1,6 1 1,8 u orrosapsar Ha 1 557 ng/l u 2 384 ng/l cnea MHOrOKpaTHO MHXKEKTUPAHE ChOTBETHO
Ha 20 mg u 30 mg Sandostatin LAR.

[Tpy nanyueHTy ¢ KAPLUMHOMIHHM TYMOPH cpeaHaTa ( M MeAHaHATa Ha) KOHLCHTPALMATA Ha OKTPEOTHN B
CTALMOHAPHO CHCTOAHME, Cile]] MHOTOKPATHO HHXKEKTHpaHe CrOTBETHO Ha 10 mg, 20 mg v 30 mg
Sandostatin LAR npe3 uurepsan ot 4 ceaMULIA ChUIO HAPACTBA NMPaBO-MPONOPUUOHANIHO Ha 103aTa U

nocTura suea ot choTBeTHO 1 231 (894) ng/l, 2 620 (2 270) ng/l u 3 928 (3 010) ng/l.

3a 28-MeceueH nepuoa Ha npunoxeHye Ha Sandostatin LAR ne ¢ Gunio HabmonasaHo KyMynupaHe Hajl
HMBATA, OYaKBaHH OT NPOQHINTE HA NPHUMOKPHBAILIO C€ OCBODOKIaBAHE.

DapMaKOKHHETHUHMAT NPOQUI HAa OKTPEOTH]L CE]l HHXCKIIMOHHOTO BbBexKAaHe Ha Sandostatin LAR
oTpassaBa npoduia Ha oceoboxNaABaHE Ha NOIMMEPHATAa MAaTpHL2 H HefiHOTO OHopasrpaxaare. Cnen KaTo
BeAHBXK € OCBOOOJEH B CUCTEMHOTO KpbBOOOpallleHUE, OKTPEOTHA C€ pasnpeesis B CbOTBETCTBHE C
no3HaTUTe My papMaKOKHMHETHUHM CBOWCTBA, OTIMCAHU 3a S.C. TpuwiokeHHe. OOEMBT Ha pasnpeae/iCHHe Ha
OKTPEOTUA B CTaUMOHAPHO ChcToAHKE € 0,27 Vkg, a obmusT Teneced kaupbHe € 160 mi/min. Cebp3sanero ¢
na3MeHHUTE NIPOTEUHH € 65% U He ce HabmoaaBa CBLP3BAHE C KPHBHHTE KIIETKH,

bapMaKOKHHETUYHMTE JAHHHU, MONY4EHH OT OrpaHUdeH Opoii KpBBHH NPOoOH NP NEAHATPHYHH NAUHEHTH C
XUNOTATAMHYHO 3aTILCTABAHE HA BL3pacT 7-17 roauHu, npyH KOUTO ¢ce npuaara Sandostatin LAR 40 mg
BeIHBK MECEYHO, IOKA3BaT CPe/Ha Uia3MeHa KOHUEeHTpaLus Ha oktpeotua ot 1 395 ng/l cnen nbpBata
uHxeKkUHs ¥ 2 973 ng/l npu ctaunonapHo cberosHHe. Habmonasa ce BUCOKa BapHaOMIHOCT MEXIY
OTAC/IHUTE HHAHBUIU.

Hueoro Ha mia3MeHaTa KOHLIEHTPALUA Ha OKTPEOTHI NPH CTALUHOHAPHO ChCTOAHHUE 2 -\
sn3pactTa 1 BMH, HO Kopennpa yMepeHo ¢ TeNeCHOTO Tero (52,3—133 kg) u ce paaffiyadh sHAURpe R

[l
=

MEKIY MBXKE U JKEHH, T.€. ¢ 0KoJIo 1 7% no-BHCOKA NpPH XKEHH.
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5.3 IlpeaxHHHYHH JaHHH 32 OezomacHoCT

[TpoyuBaHHATA 32 OCTPA TOKCHYHOCT, TOKCHUHOCT IPH MHOIOKPATHO NpUiaraHe, reHOTOKCHYHOCT,
KapLIMHOTeHEH MOTEHLMAN M PENPOLYKTHBHA TOKCHYHOCT NpY XKHUBOTHH, HE NMOKA3BAT CTICUMPHUUHN PHCKOBE
Mo OTHOLUEHHE Ha O€30MacHOCTTA MPH XOpa.

[TpoyuBaHHATA 3a PEMPOAYKTHBHA TOKCHYHOCT NPH XXHBOTHH HE NMOKa3BAT HAIMUHE HA TEPaTOreHHH,
eMOpHo/deTaHn uiu Apyry edeKTH Ha OKTPEOTHR, NMPH poauTencka no3a a0 | mg/kg/neH. YcraHoseho e
M3BECTHO H30CTABaHE BbB (PUIHOJIOTHYHHS PacTeX B NOKOJIEHHETO HA ILTbXOBE, KOETO € OUO MPEXOAHO U ce
ObJDKH Ha HHXxubOupaneTo Ha PX, BcneACTBUE Ha M3paseHaTa GapMaKkOJIHHAMHYHA AKTHBHOCT (BIK.

TouKa 4.6).

He ca npoBexaaHu cneurduyuiy Npoy4BaHHs NPH IOBEHWIHHU IUIbXOBE. B npoy4BaHKUATa 3a npe- U
NMOCTHATAIHO Pa3BUTHe, € HabnoaaraHo 3abaBsHe HA pacTexa M Ch3pABaHeTo B F1 nokoneHueTo Ha
ILTHXOBE-MaMKH, [IPH KOUTO € MpHIarad OKTPEOTHA Npe3 LsiaTa OpEMEHHOCT M MEPHOJ Ha JIaKTaLius.
Ha6moaasa ce 3a6aBeH ASCLIEH3YC Ha TECTHCUTE NPH MbXKoTO F1 nokonenue, Ho pepTHIHTETA Ha
sacerHaTuTe F1 MBKKH Manku octapa HopmasieH. OcBeH TOBa, HabMIOAaBaHUTE MMO-rOpe OTKIOHEHH] Ca
OWJIM NPEXOHH U CE CUMTA, Y€ CE€ IbJDKAT HA MHXHOKMpaHeTo Ha PX.

6. ©OAPMAIEBTUYHH JAHHU

6.1 CnHCBK HA IOMOUIHHATE Be1eCTBA

IIpax (@raxon)
ITonu (DL-naxrua-ko-riuKonua)
Manuron (E421)

Paszmeopumen (IIpedasapumenrno HanviHeHd CNPUHYOBKA)
Hatpuesa kapboxcHMeTninenynosa

Manuros (E421)

[Tonokcamep 188

Bona 3a MHXXEKLIHH

6.2 HechLBMECTHMOCTH

[Mopaay nMncaTa Ha NpOy4YBaHHA 32 HECEBMECTMMOCTH, TO3M JIEKAPCTBEH MPOIYKT He TpAOBa 1a c€ CMeCBa ¢
NPYTrH JIEKaApCTBEHH IMTPOIYKTH.

6.3 Cpok Ha rognoct

3 roauHU
[MoayxrbT He TpAOBa Aa ce ChXpaHABa Cilel pa3TeapsHe (TpAOBa 1a ce M3MOJI3Ba BeAHAra).

6.4 ChnenHajnH YCJIOBHS HA ChXPAHEHHE

Jla ce cbXpaHsABa B OpUTHHAJIHaTa OMAKOBKA, 3a Aa Ce npeanasH oT CBETJIMHA,
Ja ce cpxpanaBa B xnagunHuk (2°C no 8°C). [la He ce 3ampassea.

B nens Ha nmxexrupane CannocratiH LAR Moxe Ja ce cexpaRsaBa npu Temneparypa non 25°C.
3a yC/I0BHATA Ha ChXPAHEHHE ClIeA pasTBapaHe, BIKTE TOUKa 6.3,

6.S Buan cpabpKaHHe HA ONAKOBKATA

EavHMuHa ONaKOBKa, ChARPKAILA €AHH 6-MWIHIMTPOB CTHKIIEH (MIAKOH C ryMeHa
(6pomMoOyTHIOBA ryMa), 3aredaraH ¢ alyMUHHEBa 0bKaTKa, ChAbprKalll pax 3a u

eaHa 3-MUIHIUTpoBa Oe3lBETHA NPeABAPHTEIHO HAMb/IHEHA CTHKACHA CIPUHLIOBKA ¥y
(xnop6yTHNOBa ryMa) 3anyiianku, npeaHa U Ha 6yranoro, chabpxatia 2 ml pasreop
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3anevyaraHa GJMcTepHa NMOCTaBKa 3ae/IHO € €/1MH ajanTep 3a (JIakoH K e1Ha 00e30rnaceHa HHKeKIIHOHHA
UrJa.

CbCTaBHA OMAKOBKA OT TPH €JJMHHYHH ONAKOBKH, KaTO BCAKA €JIMHUYHA ONAKOBKA Ch/IbpXKa: €IUH 6-
MHUJIMJIMTPOB CTBKJIEH (JIAaKOH ¢ TyMeHa 3amyluaika (OpoMoOyTHIOBa ryma), 3aneyaTaH ¢ ajlyMHHUeBa
oOKaTKa, ChIAbprKalll MPax 32 HHKEKLMOHHA CYCMEH3HUs Y €/1HA 3-MHIMJIMTPOBa O€3LBETHA NMPEBAPHTEITHO
HaITbJIHEHA CTHKJIEHA CIIPUHIIOBKA, 3aTBOPEHA ¢ JiBe (XJIOpOyTHIIOBA I'yMa) 3amyllajiKy, NpeHa 1 Ha
6yTanoTo, chabpiKaila 2 ml pa3TBopures1, onakoBaHa B 3anevyaraHa OJMcTepHa nocTaBKa 3a€/1HO € €/IHH
ajanTtep 3a (pJ1akoH U e1Ha o0e30naceHa HHXKEKIIMOHHA HrJia.

He BcHuKM BUOBE OMNAKOBKH MOrar jJia ObJlaT mycHaTH B npojaxoa.
6.6 ChnenuajHH NpeaAna3s’HH MEePKH NPH H3XBbPJ/IsIHE H padoTa

Hen3non3BaHUAT JAEKAPCTBEH NPOIAYKT WM OTNAAbYHUTE MaTEpHaId OT HEro TpsAOBa /1a ce U3XBBPJIAT B
ChOTBETCTBHE C MECTHUTE H3UCKBAHMSL.

MHCTPYKIIHH 32 NPHIOTBAHE H HHTPAMYCKYJIHO npuJoxenn Ha Cangocrarua LAR
CAMO 3A IBJIBOKO UHTPAMYCKVYJIHO ITPHUJIOKEHHUE
Coabpkanue HA HA0opa 32 HHKEKTHpaHe:

b
a

Enun dnakoH, ceabpxkaul Cannocratud LAR, npax

Enna npeaBapuTeHO HallbjIHEHA CIIPUHIIOBKA, Ch/IbpXKallla pasTBOPUTE
Enun ananTop 3a ¢J1akoH 3a pa3TBapsHe Ha JIEKapCTBOTO

Enna obe3onaceHa MHXKEKLIMOHHA WIJia

B/ e TR

CnenBaiiTe BHUMATEJHO CJIEJHUTE MHCTPYKLMH 3a mnpaBWHO pa3rBapsHe Ha CanpocratiH LAR npeam
ABJIOOKO MHTPAryTeaIHO MHXKEKTHPAHE.
WMa Tpu KPUTHYHH CTHIIKK NpH pa3TBapsHeTo Ha Cannocratid LAR. Hen3nbiHeHHETO HM MO%Ke /12

10Be/1e 10 HeycneX NpH NpHJiaraie Ha JieKapcTBOTO.
e KOMILIEKTBHT 32 HHKEKTHpPaHe TPsiOBa 1a JOCTHIHe cTallHA Temnepartypa. M3Baaere kOMIiekTa

3a MH)KEKTHUPaHE OT XJIQJIJIHKUKA M I'O OCTaBeTe Ha CTaiiHa TEMIIEpaTypa Hai-mManko 3a 30 MHHYTH
[pe/y pasTBapsiHe, HO 3a He noBeve oT 24 yaca.

e Cnen nobassHe Ha pa3TBOpPHUTENIs, OCTaBeTe ()JIaKOHA 32 5 MMHYTH M C€ yBepeTe 4e NpaxbT ce e
OMOKPHJI HAIIBJIHO

e Ciien OMOKpSHETO, pa3kjarere ¢IaKkoHa ¢ YMEPEeHH ABHKEHHS B XOPU30HTA/IHA 0COKA HAH-MAJIKO
3a 30 CeKyH/IM I0KATO noJay4nTe exnopoana cycnensusi. Cannocratud LAR cycnensusTa, TpsOBa
/1a C€ NMPUIrOTBA HEMOCPEACTBEHO NPeIH NMPHIIOKEHHE.

Canpocratud LAR TpsOBa na ce npunara camo OT OIMUTEH MEAMLIMHCKH CrieLHaI|
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Crbnka 1
e U3zpajnere or xyaauaHuka komriekra Canjagocratud LAR

BHUMAHHME: Ot cbiiecTBeHO 3HAYEHHE € 12
3alo4YHeTe pa3TBAPSHETO CaAMO CJIe/l KATO KOMILIEKTbHT
3a HHKEKTHpaHe J0CTHIHe CTAHHA TeMInepaTypa.
OcTaBeTe KOMILJIEKTA HA CTaHHA TeMnepaTrypa HaM-
MaJIKO 32 30 MHHYTH NpeJH pa3TBApsIHETO, HO 32 He 20°C -25°C
noBeve oT 24 yaca. Gy g

30 mun.

3abenexka: AKO € HE0OX0/IMMO, KOMIUIEKTHT 3a
MH)KEKTUpaHe MOXKe J1a ObJie BbpHAT OOpaTHO B
XJ1aIJTHHUKA.

Crbnka 2 i
e OrcrpaHeTe MJacTMacoBaTa Kanayka ot (JiakoHa
MOYMCTETE NYMEHATA Karnayka Ha )jlakoHa C HarnoeHa ¢bC
CIIUPT KbpIHUKa.
e OrcrpaHere (OIUOTO HA ONAKOBKATa Ha aJaanTopa 3a
¢nakon, Ho HE u3Baxknakre ajantopa OT onakoBKara.

e JIbpxeiKH OMaKoOBKaTa Ha afanTopa 3a (pJiakoH,
MOCTaBeTE ajlanTopa BbpXy (pyiakoHa U HATUCHETE HANOJTy
JIOKpaid, JIOKATO LIPAKHE U Ce Uye 3BYK ,,lIpakK .

¢ OrtcTpaHeTe OMNaKoOBKaTa Ha azanTopa 3a QUIakoH C
BEPTHKAJIHO JABHIKEHHE

Crbnka 3
e OrcrpaHere Kanaykara OT [PeBapUTEHO HAb/IHEHATA
CNPUHIIOBKA C pa3TBOPUTE/ U 3aBUHTETE CIIPUHLIOBKATA
BbPXY alanTopa 3a (pJIaKoH.
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e bapHo u3byTaiiTe OyTaJI0OTO HA0JIY IOKpaH, 3a J1a
MPEXBBPJIUTE LIETIUS Pa3TBOPUTEI BbB (PJIAKOHA.

Crbnka 4
BHUMAHMHME: Ot cbumecTBeHO 3HAYECHHE € 1A
ocraBuTe GJIAKOHA 32 S MHHYTH H /12 C€ YBEpPHTE, e
Pa3TBOPHTEJAT HANNBJIHO € OMOKPHJI mpaxa.
3abenexka: Thi KaTO € Bb3MOXKHO BbB (PJIaKOHA J1a Ce
MOJIy4HM JIEKO CBpPbXHAJIsraHe, HOPMaJIHO € OyTaoTo /1a ce
JIBUXKH Harope.

e Ha To3M etan noAroTBeTe nauUeHTa 3a HHXKEKLHUA.

Crbnka S

e Ciea nepuosa 3a OMOKpPSIHE ce yBepeTe, Ye OyTalloTo Ha
CNPUHLIOBKATA € HATHCHATO JI0KpaH.
BHUMAHME: [[pbxTe HaTUCHATO OyTaJIOTO H
paskJauiaiite gJiakoHa C yMepeHH JABHKEeHHS B
XOPH30HTAIHO MOJIOXKEHHE Hail-MasiKo 3a 30 ceKyH/IH,
TakKa 4e MpaxbT Ja CE pa3TBOPH HAIMBJIHO (€IHOPO/IHA
MJIEKOIO/I00HA CYCIIeH3Us ). AKO NpaxbT HE € HANbJIHO
Pa3TBOPEH, pa3KJjaTere ¢ YMEePeHH ABHKEHHS
noBTOPHO 32 oule 30 ceKyH/IH.

Crbnka 6
e JlesuHdekTHpaiTe MACTOTO HA HHIKEKTHPAHE C HAIOEH
CbC CITUPT TAMIIOH.
e (QObBpHETE HAMONY CIIPUHLIOBKATA U (pj1akoHa, OaBHO
U3abpnaiTe OyTaNoTo Ha3aa M M3TErJIeTe UAJIOTO
ChbAbPXKAHUE HA (PJ1aKOHA B CTIPHHIIOBKATA.

e OrBBpTETE CIPHUHIIOBKATA OT a/1aNTOPA 3a (PJIaKOH.

{ &
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Crenka 7
e 3aBuHTeTe obe3ornaceHara MHXEKIIMOHHA MIJ1a Ha

CNPHUHILIOBKATA.
e (OTHOBO BHUMATEJIHO pa3KjaTeTe CpUHLIOBKATA, 3a /1a Ce
rapaHTHpa €JHOPOHOCT Ha MJIEKONO/100HaTa CYCIEeH3H4.

e W3abpnaiiTe 3au1MTHATA Kara4ka I10 rocoKa Ha urjiara.

e BHuMaTesIHO NMoYyKauTe no CnpyHLUOBKATa, 3a /1a
OTCTPAHWUTE BCHYKH BUJIUMH MEXypU€Ta U ' U3TOHHUTE OT
CIIpUHLIOBKATA. Yeepeme ce, ue Macmomo Ha
UHIICEKMUPAHE HE € 3AMBbPCEHO.

e [Ipoabkere ne3abaBHo cbe CThIKa 8 3a npuiiaraHe Ha
nauuenTa. Besko 3a0aBsgHe moxe /1a 10Be/1e 10 yTasBaHe.

Crbnka 8

e CannocratuH LAR TpsabBa na ce npuiiara camo Karo
nbpiaboka uHTpaMyckyHa uHxkekuus, HUKOI'A
MHTPABEHO3HO.

e 3abonere Lg1aTa UIJ1a B JIEBUA WU JIECHHUA I1yTeaJIEH
MYCKYJ1 oA bIejl 90° cnipsaMo Koxkara.

e basHO u3abpnaiTe OyTaNoTO, 3a J1a C€ YBEPHUTE, Y€ HE CTE
3aCEerHaJli KPbBOHOCEH Cb/1 (aKO CTE 3aCerHajiu
KPbBOHOCEH Cb/I, TIPOMEHETE M10COKATa).

e baBHO HaTHCHeTe OYTal0TO /10 U3MPAa3BAHETO HA
cripuHIlOBKara. OTcTpaHeTe vriiata OT MACTOTO Ha
HH)KEKTHpAHEe W 3aJ1eHCTBaiTe npeanasurens (KakTo €

nokazaHo Ha CTbnka 9).

Crbnka 9
e AKTUBHMpaiiTe o0e30nacsaBalliug rnpeana3ures Ha

HHXKEKILIMOHHATA UdrJjia no €4H OT ABaTa nokKkasaHH Ha4HHa.

- HATUCHETE eJlJaCTHYHaTa BPb3Ka Ha MNpeanasurens KbM
TBbpJa NOBBbPXHOCT (purypa A)
- WJIM HATHUCHETE eJlaCTMYHATa Bpb3Ka Halpe/ ¢ npbeTa

cu (purypa B).

e [IpaBMIHOTO aKTHBHpPAHE CE€ MOTBBPIK/1aBa OT U3/1aBAHETO

Ha 3BYK ,.llIpaK .
e He3zabaBHO M3XBBpJieTe CIIPHHLIOBKATA (B MOAXO/s11
KOHTEHHED).
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7. TPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Novartis Europharm Limited
Vista Building
Elm Park, Merrion Road

Dublin 4
HUpnauans

8. HOMEP(A) HA PA3PELHIEHHETO 3A YIIOTPEBA

Sandostatin LAR 20 mg npax 4 pa3TBopuTen 3a HHKEKLHOHHA cycnen3ua: 20000366
Sandostatin LAR 30 mg npax u pastsopHTen 3a uikekuuoHHa cycnensuns: 20000367

9. JIATA HA ITBPBO PA3PEIIABAHE/TIOMAHOBABAHE HA PA3PEIINEHHUETO 3A
YIIOTPEBA

Jlata Ha nepBO paspeluaBane: 12 onu 2000 r.
Jlata Ha nocieaAHo noaHosseane: 04 Hoemspn 2010 T.

10. JATA HA AKTYA/IM3BUPAHE HA TEKCTA

[Toapo6Ha urdopMaLMs 38 TO3K NEKAPCTBEH MPOAYKT € NpefiocTaBeHa Ha yebcaiira Ha M3anbiHHTeNnHa
areHUMA Nno JeKkapcrsata www.bda.bg
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