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CAHJIOCTATUH LAR 20 mg npax 4 pasTBOpPHTEN 33 HEDKE W&fémm 21 -01- 00

SANDOSTATIN LAR 20 mg powder and solvent for suspension fqr ;jmgcgpn

CAHIOCTATHH LAR 30 mg npax i pasrBOpHTEN 32 HHXEKLMOHHA CYCIIEH31A
SANDOSTATIN LAR 30 mg powder and solvent for suspension for injection

2. KAYECTBEH H KOJIMYECTBEH CHCTAB

Enun nakos ceappka 20 mg win 30 mg okrpeotun (kato okTpeoTHn auerat) (octreotide as octreotide
acetate).

3a TENHHA CMACHK HA TTOMOIHHTE BEINECTBA BHXKTE TOUKA 6.1.

3. JIEKAPCTBEHA ®OPMA

Ilpax 1 pa3TBOpPHTEN 32 HIBKEKLMOHHA CYCIIEH3HA,
Ilpax: bsn no 641 ¢ KBITEHHKAR OTTEHDK.
Pazreopuren: BucThp, Ge3nseren no 6r1eqoxBIT HIH KadsB pasTBOP.

4, KJAHHWYHH JTAHHH
4.1 TepaneBTHIHH NOKAIAHAY

JleuenHe Ha NAlTHEHTH ¢ AKPOMETTHA, NPH KOMTO OEPATHBHOTO JIEYEHHE € HEeNOAXOAAIIO WIH Ce € 0Ka3allo
Hee(peKTHBHO; KITH B MEXZAHHHHA MIEPHOJ, A0 NOCTHTAHE Ha MHJIeH edekT OT mpueTepamiara (Bx. Touka 4.2},

JleueHHe Ha NALNEHTH CHC CHMITTOMH, CBBP3aiu ¢ (PYHKLUMOHAIHH racTpOeHTepo-NaHKPeaTHdHH
CHAOKPHHHH TYMODH, Hallp. KAPLHHOWIHA TYMOPH, ¢ KIMHHAKA Ha KapUMHOMACH CHHAPOM (BXK. To4ka J3.1).

Jledenue Ha NalMENTH ¢ aBAHCHPAIIH HEBPOEHTOKPHHHH TYMOPH, TOKANH3MPAaHH B CPEIHHA OT/CI Ha
racTPOHHTECTHHATIHMA TPAKT HIH C HEH3BECTHA ITHPBHYHA TYMOPHA JIOKATH3ALHA, IPH KOHTO JOKAIH3ALIMA
H3BBH CPEAHHS OTAEN Ha FaCTPOMHTECTHHATHAA TPaKT ce HIKNOTBA.

Jleuere Ha TCX-cexpeTHpalllM aAeHOMH Ha XHTIO(H34TA:

. KOraTo CEKPEIMATA HE Ce HOPMaIM3Hpa Cliel OTepaiua W/HIH JIbYeTepalis;
L TIPH NAOHCHTH, ITPH KOHTO OIICPATHBHOTO JICUEHHE HE © HOAXOIRLIO,

. IpH MALUMEHTH Ha ILYETepalid, JOKATO JIbUeTepanuaTa noaeicrea,

4.2 [Mo3HpoBKa H HAYHH HA NPHJIOKECHHE

QOBE POBKAa

Axpomezanua
[Ipenopruntento ¢ icYEHHETO Aa 3anmouHe ¢ mpriarane Ha 20 mg Sandostatin LAR npes 4-cemmuuen

HHTEpBall B MPOALLKEHHE Ha 3 Mecena. IlanuenTrTe, Nekysanu cre s.c. Sandostatin Morar ,r:[a AR
neueHne cbe Sandostatin LAR Ha cleapaniua feH ciey npuiarade Ha moclieHaTa 1033 8.0 shad
ITocnenpainara KopeKLHs Ha 103aTa TpAOBa Na ce Ga3Hpa Ha HUBATa HA PACTEIKHHA xopM
KOHLEHTPALMHTE HA HHCYJIHHONOAOOHHA pacTexeH ¢axrop 1/comaTomenun C (IGF—I},
KIHHHYHHTE CUMITOMH.
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MOzKe A3 ce NOBHIIHK 0o 30 mg Ha BCeKH eTHpH ceaMHIM. Ako cirea 3 meceua PX, IGF-1 wunn
CHMIITOMHTE HE C€ KOHTPOIHpAT aJIeKBaTHO ¢ f103a 30 mg, no3aTa MOKe 1a ce yBenuuH A0 40 mg Ha BCeKH
4 cenMHLH.

Ilpn naumxenTy, npu KoHTO cney 3 MecedHo edenue ¢ 20 mg Sandostatin LAR, ce oruuTa 3anaspane Ha
KOHIicHTpauuaATa Ha PX non 1 Mukporpam/l, HopMamisupaHe Ha cepyMHaTa KoHlleHTpaiHs Ha IGF-1 u
OT3BYYaBaHe Ha 0-ToJIAMA YaCcT OT oOpaTHMHTE CHMITTOMH HA aKPOMETanysTa, MOXKS ia & npuiara jo3a
10 mg nipe3 4 cexmmui. B Tazu rpyna naiuenty, obade € HEOGX0AMMO aAEKBATHO IPOCIIEIBAHE Ha
cepymHHTe KOHUEHTparH Ha PX ¥ IGF-1 1 Ha xTHAWYHATE NpOosBH/CHMITTOMH Ha 3a00/14BaHETO, TPY Ta3H
HHcKa Jo3a Sandostatin LAR.

Ipy naryenTH Ha ycranoBeHa no3a Sandostatin LAR, e HeoOxonuMo cepyMHHTe koHLeRTpauuy Ha PX o
IGF-1 aa 6baaT MOHHTOpHpaHH Ha BCEKH 6 Mecela.

Lacmpoenmepo-nanxpeamuuniy eROOKPUHNY MYMOPY

Jeuenue na nayuenmu coc CUMRMOMU, CEP3AHY ¢ QYHKYUONATHO AKIMUGHY 2ACMPOEHMEPO-NAHKPEamUYHI
HEBPOEHCOKPURHI IMYMODU

IIpenoprunTenHO € Ja ce 3anoyne JeucHHe ¢ Ipriarase Ha 20 mg Sandostatin LAR na 4-ceamuunu
nHTepBany. [lanieHTHTe Ha JedeHHe che s5.c. Sandostatin, TpsOea 1a npoaBIDKAT ¢ IpeIXoAHaTA eeKTHRHA
7033 B IPOXB/DKSHHE Ha 2 CEMHIIN, CIIe] OpiUlaraHe Ha mepBaTa Kipkekiug Sandostatin LAR.

IpH naimeHTH, NPH KOKTO € MOCTHTHAT AOOBP KOHTPO Ha CHMITTOMHTE H OHOJIOTHUHHTE MAPKEPH clie]]
MpoBeXXaaHe Ha 3 MeCcevHo JieueHHe, 03aTa MOXe Ia ce HaMatd Ha 10 mg Sandostatin LAR Ha Bcekn
4 ceqMHUH.

Ipu nauxenTH, IPH KOHTO CHMITTOMHTE ¢4 CAMO YaCTHYHO OBAAMHH Clle]] IPOBEJEHO 3 MECEHHO JIEYCHHE,
703aTa Moke fa ce nosuimk Ha 30 mg Sandostatin LAR na sceku 4 ceamMunu.

B nHuTE, B KOHTO CUMITTOMMTE, CBEP3aHH ¢ FacTpo-eHTepOo-NAHKPEaTHYHH TYMODH CTaHaT No-CHIHO
H3Pa3¢HH B X0/1a Ha feveHHe che Sandostatin LAR, ce npenopr4ea AOMBIHUTENHO NpAIaraHe Ha s.C.
Sandostatin B n03a, kKakBaTo ¢ GMna M3MON3BaHA NPERH 3aN0YBaHe Ha ieuenneTo ¢b¢ Sandostatin LAR. Tosa
MOXKE J1a C€ CITY4H ITPEAHMHO [Ipe3 ITBPBHTE 2 Mecella Ha JISYCHHETO, /10 IOCTHIZHE HA TepaneBTHYHA

KOHIICHTPAITHA Ha OKTPEOTHA.

JlexeHue Ha RALUERMHU C ABAHCUPATY HEGPOESHOOKPURNY MYMODU, TOKATUIUPAHY 8 CPEOHUR OMOeA Ha
2ACTRPOURMECTRURAIHUSL MPAKM UAU C HEH3GECTNHA NHPEUNHA MYMOPHQ JTORWIUIAYUA, NP KOUMO
AOKAAUIAYUR UIGDH CPeOHI OMOEn HQ 2ACMPOUHMECTMUNATRUA MPaxm ce UIKTIOHEA.

ITpenopsuwrennara noza Ha Sandostatin LAR e 30 mg, npuiokeH: Ha BeeKH 4 ceaMuiiy (Bxk. To4Ka 5.1).
Jleuenunero cpe Sandostatin LAR 3a koHTpos Ha TyMopa TpabBa Jja ce NPOABIKH M NP JTHIICa HA TYMOPHA

AIPOTPECHS.

Jlevenue na TCX-cexpemupauwu adenomu
Jleuenuero cbe Sandostatin LAR Tpabsa aa ce 3anouse ¢ go3a 20 mg, NPHWICKEHH Tpe3 4-ceAMMYHK

HHTSPBAY B NPONb/DKEHHE Ha 3 Mecella, Ipeln Aa ce 0OMECITH KOpHTHpaHe Ha fo3ata. (e Toa os3ara ce
KOPHIrHpa Bb3 OCHOBA Ha NoBmMABaHETO HAa TCX H THPEOMIHHATE XOPMOHH.

Ynompeba npu nayuenmu c ena Gvbpeuna K
Hapymenara 6p6pedna QyHKUHMA HE OKa3Ba BIIHAHEE BBpXY 00aTa ekcniozuums (AUC) Ha OKTpeoTHE,
KOTaTo TOH ce npuiara s.c. xaro Sandostatin. [Topaay Tazu npruKHa He € HeoOXOIHMO KOPHTHPAHE Ha

mosata Ha Sandostatin LAR.

Ynompeba npu nayuenmu c napyuena YepHoopobHa dyuxyus

B npoyusane cuc Sandostatin, MpraoKeH 5.C. ¥ 1.V, € YCTAHOBEHO, Y€ SITHMHHALHO
HaMaJIABa TMpH OONHHUTE OT 1Mpo3a, HO HE H TIPH NALIMEHTHTE ¢ MAcTHA AeTe¢HEPALHA |
HAKOH CITyMaH NMPH NAIWCHTH C YepHOAPOOHO YBPEKAaHe MOXKE /1a € HeoOXOHMO Kd




Ynompeta npu nayuenmu ¢ cmapyecka eb3pacm

B npoyusatic cbe Sandostatin, IPHIOMKER s.C., HE Ce € HAJIOKHIOQ KOPHIMpaHe Ha 103aTa 1IPH HHAUBHIH Ha
BBE3pacT 265 roguHy. Ilopaau Ta3m npuurHa He € HeoOXOQMMO KOPHIHpaHe Ha JI03aTa H IIPH TasH rpyma
nauueHTH, npueMamu Sandostatin LAR.

Ynompe6a npu deya
Hma orpannveH oIMT ¢ ynotpe6ara Ha Sandostatin LAR npu zeua.

HauuH Ha npuIoKeHHe

Sandostatin LAR mMoxke nia ce npHiara camo upe3 Jei00Ka HHTPAMYyCKYJTHA HIKeKIHA. MacToTo Ha
NPHIOKEHHE Ha CIeABAIHTE HHTPAMYCKYTHH HEJKEKLIMH TpaOBa Ja ce npoMeHs, KaTo ce pefyBaT JIABaTa H
JACHATA NTyTeanHa MycKynaTypa (BkK. Touka 6.6).

4.3 IIporaBonokazaBns

CBpbXUYYBCTBHTENIHOCT KBM AKTHBHOTO BEIIECTRO WIH KbM HAKOE OT [IOMOILHHTE BELECTBa, H230pOeHH B
TouKka 6.1.

44 CoenHaIHH UpeIyHpeKAeHAS H HPeINaiHH MEPKH NPH YHOTpeba

O6nm

Toit karo PX-cexperupaniire xuno(uzHH TYMOPH NIOHIKOTA MOTAT []a HAPAcTRAaT M A MpAYHHABAT
CEpPHO3HH YCIOKHEHHA (Hanp. ne()eKTH B 3pUTENHOTO NOJIE), € BAXKHO BCHUKY NAlHEHTH Aa 6b1ar
BHUMATENHO Npocnenery. [IpH HATTHIHE Ha [IPH3HALH 33 TYMOPHO HapacTBaHe € HeoOX0AHuMO
MpenpHeMaHEeTO Ha ANTEPHATHEHH TEPANEBTHYHA MEPKH.

TepanesTH4HUTE NOM3H OT MOHKKABAHE HA CTOMHOCTHTE Ha pacTexHHs xopMoH (PX) H HopmanH3dpalie Ha
KOHLIEHTPAIHATA HA HHCYMHHO-NoA0OeH pactexeH dakrop 1 (IGF-1), npH xkeHW ¢ akpoMeranis, 6ixa
MOIJIH J}a Bb3CTaHOBAT (eprunurera. [To BpeMe Ha 1eUeHHETO C OKTPEOTHL, JKEHHTE ¢ ICTEPOAEH
AoTeHIHan TpaGBa 12 6bAaT CHBETBAHH, A H3IION3BAT MIPH HEOOXOAMMOCT aNeKBATHH METO/IH 33
KOHTpanen#s (Bx. Togka 4.6).

Ipy MaEeHTH, TeKYBaHH ¢ OKTPEOTH/ 33 MPOIBILKHTEICH MIepHO OT BpeMe, TpabBa aa ce cielH
¢dhyHKUHATa Ha MIMTOBMAHATA JKIIe3a.

@yHxuMATa Ha 4epHHUA apod TpAGEa Ja ce CIIE/IH O BPeMEe Ha JIEUSHHE ¢ OKTPEOTHA.

CrbuTHs CBEP3aHH CBC CHPIASYHO-CHIIOBATA CHCTEMA

Crobiuasar ce yectu ciyyan Ha Opazukapaus. Moxe aa ce HAJIOXH KOPUTHpaHe Ha /103aTa NpH JIEKApPCTBa,
KaTo GeTa GNOKepH, KaIIMEBH aHTATOHMCTH HIIH JIEKAPCTBA 33 KOHTPON HA BOAHMA H eJIEKTPONUTeH GanaHe
(BK. TOUKa 4.5).

ChOUTHA CBBP3IAHHN C KITPIHHA MEXYD

XonenmuTHasaTa € MHOTO YecTo CHOHTHE 110 BpeMe Ha nevenue ¢xe Sandostatin M Moske fia 6B/ CBEp3aHa C
XOJELHCTHT H JHUNATALHA Ha KITHYHHTE ITETHIA (BA. Touka 4.8). Ilpenopruea ce yATpa3ByKOBO H3CIEABAHE
Ha SKTBYHHA MEXYP, KaKTO NpeJH HAYI0 HA IeYeHHETOo, TaKa W npe3 H-MeceyHH HHTEPBANH B X01a Ha
nevense cbe Sandostatin LAR.

CarokoseH MeTaboNHIBM

IMopany MHXHGHTOPHOTO cH ASHCTRHE BHPXY PACTEKHHS XOPMOH, IJHOKATOH H HHCYJ
MOJKE Ja TIOBJIHAC MIIOKO3HATa perynaiyd. Moxke fa 651 HapylieH OCT-IpadIHAH
Tonepanc. Kakro ce chobimaga npu ManHeHTH, JeKyBaHH cbe s5.¢. Sandostatin, B HAKOH O



NpOBOKHPa CHCTOAHHE HA NEPCHCTHPALIA XMIEPITIHKEMHS B Pe3yJITaT OT XPOHHIHO NnpHyioxkenne. Crobmasa
Ce CBINO H 32 XHIIOTJIHKEMH.

ITpn naunenTH cbe chpTeTRall THI I 3axapen auaber e Bp3moxkuo Sandostatin LAR 12 noBiAgBa
perynanuMaTa Ha rillOKO3aTa H Hy)K[IaTa OT MHCY/NHH 1a ce Hamans. [Ipw maumenTy, kouto He ca auabeTHo
Gonew ¥ TakKea ¢ THn 11 qHaber, ¢ yaCTHHHO 3aNAa3eHH HHCYIHHOBH pe3epBH, MpHIokeHHeTo Ha Sandostatin
5.C. MOXKC J1a MOBEAE J10 NOBHINABAHE Ha MOCT-NIPAHNHATHATA FIIMKEMHL. 3aroBa e HCOGXO,I[IIMO BHHMATCNIHO
npocneaseaHe Ha IMOKO3HUS TOICpaHe U aHTHIMabeTHATa Tepanus.

[1pn nauueHTH ¢ HHCYJIHHOMH, NOpanH ¢aKTa 4e OKTPEeOTH ], HHXHOHpa B MO-TOXIMa CTeNeH CeKpeHATa Ha
PX W ra10KaroH, OTKONKOTO HAa HHCYJIMHA, H [IOPAIH NO-KPATKHSA [IEPHON HA HHXHOMpaHe Ha ASHCTBHETO HA

HHCYJIMHA, XHIIOITIHKEMHATA MOJKe Ja ce 3aaeadoun u npononTupa. Tesn nanuenTu Tpabsa aa ce
MPOCNIEIABAT MHOTO BHUMATETHO.

XpaHeHe

OxrpeoTra MOXKe Aa NpoMeHH abcopOuusaTa HA IPHETHTE C XpaHATA MAIHUHH (IPH HAKOH [IAITHEHTH.

ITpy HAKOM OT NALMEHTHTE Ha JICICHHE C OKTPEOTH], ca HabmoJaBaHH MIOHKEHHA HHBA HA BHTaMHH B12 i
OTKJIOHEHHA B TecTa Ha Illnnunr. Tpenopbysa ce mpocnenApaHe Ha HUBaTa Ha BUTaMuH B12 mo BpeMe Ha

nevenuero cbe Sandostatin LAR nipH manpeHTH e, ¢ AHAMHESA 32 HEJIOCTHT Ha BUTaMuH B12.

HaukpeaTwuna dpvHKIHA

TpH HAKOW NALHEHTH, MO/TY4aBALIH TEPANHS ¢ OKTPEOTH] 38 FACTPOCHTEPONAHKPEATHYHH
HEBPOCHAOKPHHHH TYMOPH, ce Hab/onasa eK30KpHHHA naHkpeaTHyHa HegocTaThuHocT (PED). Cummromure
Ha PEI morat na B/ixo4Bar cTeaTopes, KatllaBH H3TIpaXKHeHHH, NOAyBaHe HA KopeMa H 3aryba Ha Terno. Ilpu
CHMNATOMAaTHYHH NAlIHEHTH TpA0Ba Ja ce 0OMHCIAT CKPHHHAHT M Moaxomauo nevuerne 3a PEl B cvoTeeTcTBHE
¢ KIHHHYHHTE PBKOBOJCTEA.

Chanpkanye Ha HATPUH

Sandostatin LAR chabpxa no-maniko ot 1 mmol (23 mg) satpuii BEB Bedka 11033, T.€. Ha NPaKTHEE € ,,0e3
ChIBPIKAHHE HA HATPHI .

4.5 BaammopelicTBHe ¢ APYTH JIeKapCTBeHH IPOIYKTH B APYrH ¢GopME Ha BlaEMoelicTBHE

Moxe na € HeoOXOAMMO KOPHTUpPAHE HA O3AT4 HA HAKOH JIEKAPCTBEHH MPOIYKTH KaTo Geta HnokepH,
KAIUMEBH aHTArOHHCTH WM CPEACTRA 33 KOHTPOJI HA BOAHWA M eNeKTpoiIuTeH fanaHe, KOraro ce mpuiarat
eqHoBpeMeHHO cbe Sandostatin LAR (Bx. Touka 4.4).

Moxe Aa e HeoOXOAMMO KOPHTHPAHe Ha 03aTa HA HHCYJIHHA M Ha aHTHAHAOETHHTE JIEKapCTBEHH CPE/ICTBA,
KOlaTo ¢ NPURAraT e HoBpeMeHHo che Sandostatin LAR (Bik. Touka 4.4).

YcTaHOBEHO €, Ue OKTPEOTH) HAMAIABa YpeBHaTa abcopbius Ha LMKIOCTIOPUH H 3a0aBa Ta3u Ha
OHMETHAHH.

EnHOBpeMEHHOTO HpUiIaraHe Ha OKTPeoTHA ¥ GPOMOKPUNITHH yBelH4aBa OHOHATHYHOCTTA HA
OPOMOKDHITTHH.

OrpanudeHH MyOAHKYBaHW JAHHH MOKA3BAT, Y€ COMATOCTATHHOBHTE aHAIO3W MOTaT Jia HaMaJL]
MeTabOIMTHUSA KMTHPEBHC HA CheAHHEHHATa, MeTa0OMH3MpaHH OT MTOXpoM P450 eHzum fs a
¢ AbJLKHM Ha [TOTHCKAHES Ha pacTeXKHHA XopMoH. THil kaTo He MOKe Ja C¢ H3KOIH TarkB i ; '

OKTPEOTHH, & HEOOX0ANMO JPYIHTE IEKAPCTBA, KOUTO ¢& MeTab0M3HPaT TIABHO Ipe]
MA/ILK TepaleBTHYEH HHOEKC, Ja Ce MPIIAraT ¢ MOBHILEeHO BHHMAHHE (HAIp.

ChOsTCTRaLlia Y 6a Ha HORKTHEHH aHAMO3H HA COMATOCTATHH




CoMaToCTaTHH 1 HEPOBUTE aHANO3H KATO OKTPEOTHI, C& CBBP3BAT KOHKYPEHTHO ChC COMATOCTATHHOBHTE
PELIETITOPH H MOJKe J1a IIOBIUAAT e(pHKACHOCTTA Ha PAAHOAKTHBHWTE aHAJIO3H HA COMATOCTATHHA.

Tpsabra na ce u369rea npwioxkenue ua Sandostatin LAR Haii-Maiko 4 ceiMHIM nipey NPUIOKEHHE Ha
nyrerwes {*7'Lu) OKCOAOTPEOTHI, panHOhapMaLieBTHYEH IPOIYKT, KOKTO ce CBbP3Ba KBM
COMATOCTATHHOBHTE PELIENITOPH. AKO € HEOOXOIHMO, TIALIMEHTHTE MOXE i3 ObAaT IeKyBaH! CBC
COMATOCTATHHOBH adAJIO3H ¢ Kparkotpalino geiictene ao 24 yaca npeay NPHIOKEHHETO HA JIYTSIHER
(!""Lu) okcomoTpeoTs.

Cnen npunarane Ha tytenues (17'Lu) okconoTpeotu, neuenueTo cbe Sandostatin LAR moxe aa 6bae
Bb300HOBEHO B paMKHTe Ha 4 10 24 uaca H Tpadea aa ObIe MPeKpaTeHO OTHOBO 4 CEAMMIM NPEAH
CIIeIBAMIOTO PHIOKEHHE Ha MyTenHes (17’ Lu) OKCOROTPEOTHA.

4.6 DepraanTeT, GpeMEHHOCT H KEPMEHE

BpemeHHOCT

Hma orpanmuenn jaHay (3a w3xoAa Ha mo-Manko ot 300 ciiydas Ha GpeMeHHOCT) OT ynoTpebaTa Ha
OKTPeOTH] IpH GPEMEHHH JEeHH, KATO IPUOIH3HTETHO MPH €IHA TPETA OT CIy4YaHTe Ha GPEMEHHOCT
H3XO[BT € HEH3BECTEH. BOJIMMHCTROTO OT cHOOIIEHNATA Ca NOMY4EHH CJ1e] IoCTMapKeTHHIoBa ynoTpeba Ha
okTpeoTHs U nosede oT 50% oT OPeMEHHOCTHTE ¢ eKCIIO3ULINA ca TIPY TNIALHEHTH ¢ akpoMeranus. Iloseuero
MEHH Ca ¢ eKCTIO3HLMA Ha OKTPEOTH/, 110 BPEME Ha ITbPBHA TPHMECTEP OT OPEMEHHOCTTA B JIO3M B THATIa30Ha
ot 100-1200 Muxporpama/nen npu Sandostatin, npunoxeH s.c. Wik 10-40 mg/mecen npu Sandostatin LAR.
Bponeru aHOMANHH ce choOIABAT PH OKOA0 4% OT CIy4anTe Ha GPEMEHHOCT, IIPH KOHTO M3XO/TBT €
H3IBeCTeH. B Te3H cryuau He ce NON03Mpa NPHYHHHO-CIEICTBEHA BPB3KA C IPHeMa Ha OKTPEOTHI.

IIpoyusanuATa NPH JKHUBOTHH HE MOKA3BAT NPEKH HIH HETIPEKH BPEAHU e(PEKTH, CBBP3aHH ¢ PEIPONYKTUBHA
TOKCHYHOCT {BXK. TOUKa 5.3).

Karo npeanasna Mapka, ce npeanovuTa Ja ce n3barea ynorpebara Ha Sandostatin LAR mo Bpeme Ha
OpeMeHHOCT (BK. TOUKA 4.4).

KepMmene

He € H3BecTHO Janu OKTPeOTHZ ¢€ EKCKpeTHpa B KbpMaTa. [IpoyUBaHHATA NPH XKHBOTHH MTOKA3BAT
EKCKpELHA HA OKTPEOTHA B MIAKOTO. [lanHeHTKHTe He TpAOBA Ja KEPMAT TIQ BpeMe Ha JIEYEHHETO CBC
Sandostatin LAR,

deprunurer

He € u3pecTHo, nanu okTpeoTHA NOBNHABA GepTHIHTETA [IPH XOpa. YCTAHOBABA C6 KbCEH AECUEH3YC Ha
TECTUCHTE MPH MBXKOTO MIOTOMCTBO Ha JKEHCKH, JIEKYBaHH M0 BpeMe Ha OPEeMEHHOCTa M [pe3 MEPHOIa Ha
nakranud. He3aBHCHMO OT TOBa, OKTpEOTHI HE HAMAaNABa EPTHIMTETA NPH MBKKH H )XEHCKH IUTBXOBE B
no3u no 1 mg/kg TenecHa mMaca AHeBHO (BX. Touka 5.3).

4.7 EdexTn Bupxy cnocobnoctTa 3a modupane B pabora ¢ Mamnna

Sandostatin LAR He norinsABa WM NOBIHARA NpeHeOpexxuMO ¢rocobHOCTTA 3a modupane | pabota ¢
MamHHH. [TaipenTaTe TpaGBa a2 ObAaT MOCHBETBAHH A2 BHUMABAT, KOTATO 1odHparT WiH paboTaAT ¢
MAIIIMHH, aKO [I09yBCTBAT 3AMasHOCT, aCTEHHA/YMOpa IWIH riaBobonne, Mo BpeMe Ha JIEYEHHETO ChC
Sandostatin LAR.

4.8 HexeaatH JeKAPCTECHH PeAKOHH

O6o0menne Ha npoduna Ha He30NacHOCT

Hait-uecTyTe HeKeNnann peaKUHH, CLOOIHEHH MO BpeME Ha NPUNAraHeTo Ha OKTPe
HAPYLICHUS, HADYINCHUS HAa HEPBHATA CHCTEMA, XenaToOMIHapHH HApYIICHHA H Hapy



MeTabOIHIMA H XPAHCHETO.

Haii-uecTo ¢h00IMaBaHHTE HEMKEAHH PEAaKIIMH B KTHHUYHHTE H3THTBAHWSA ¢ IPHIaraHe Ha OKTPEOTHN ca
JHapHA, KopeMHa DonKa, rageHe, QpnaTyneHIMa, raBoboIKe, XONeNHTHAS], XHICPTITHKEMHSA H
KoHcTHnawns. J{pyru yecto ¢hobLiaBaHH HeXENaHH peakiiiH ca 3aMasHOCT, JIoKaiu3upaHa 60/Ka, HTeYHa
KaJI, THpeOH/IHA JUCchyHKia (Halp. MOHMMKEH THpeocTuMynupain xopMoH [TSH], noxsken o6m T4 n
nomKkeH cBobonen T4), KalNaBH H3NPaXKHEHHA, HAPYILIEH TITIOKO3EH TONEPAHC, MOBPBINAHE, ACTEHUA !
XHITOTTTHKEMHA.

TabnugeH cCOUCHK Ha HEXEIAHATE CHOHTHS

Cnegpaurre HexeraHH peakupy, w3bpoern B Tabmana 1, ca chOpaHi B X0Aa Ha KIIHHHYHHUTE H3NATBAHAA C
OKTPEOTHA;

Hexenannre peaknuy (Tabnrna 1) ca noapeacHu Cnopes 4ecTOTaTa, KATO HAl-YECTHTE ca ITBPBH H €
H3MOM3BAHA ClleTHATA KOHBEHIHA: MHOT'C 4ecTH (>1/10); wectn (=1/100, <1/10); Hewectn (>1/1 000,
<1/100); penxu (=1/10 000, <1/1 000} MHOTO peaxu (<1/10 000), BKMIOYHTENHO H3OIHPAHHA ¢hob1eHHs, B
PAMKHTE Ha BCsiKa IPYTIA 10 YeCTOTa, HEXKEJIAaHHTE peakiuy ¢e H3dpoasar B HH3XOAAIY pex 110 OTHOIIEHHE
Ha TAXHATa CEPHO3HOCT.

Tabnuna 1 HexeslaHH JieKapCcTBEeHN Peaknuu, ChO0NEHH B KJIHAHIHUTE HPOYIBRHHS

CTroMamH#0-1PeBHH HAPYIICHEA

MHoOro HecTh: Juapus, kopeMHa 00NKa, raieHe, KOHCTHNALMA, (JIaTYICHIHA.

Yectn: Jucnericus, MoBphllaKe, MOAYBAHE Ha KOPEMa, CTEaTOPed, KallaBH
HAMPAKHEHHS, FPOMAHA B OLBETABIHETO Ha M3NPAXKHCHHATA.

Hapymenns 63 HePBHATA CHCTEMA
Muoro yectn: I"marobomue.
Hecru: 3aMasHOCT.

Hapymenns Ha eHJOKPHHHATA CHCTEMA

YecTn: XHNOTHPEOUTM3EM, THPEOUTHO HapyleHue (Hanp. noHwxen TSH,
moHmwkeH 06wy T4, M momwkeH ceoboex T4).

XenaToORIHAPHH HADYIICHES

MHoro uecTH: XonennTHasa.

YecTH: XoneuMcTHT, RIBYHA Kajl, XHIepOHIHpyOHHeMHA.
Hapymenns na MeTad0aa3Ma H XpaHeReTo

Muoro yecTH: XuneproukeMus.

Yecn: XHUnornukeMus, HApyIIeH TITIOKO3eH TONEPAHC, AHOPEKCHA.
Heuectn: Hexwunapararms.

O6mu napymennn ¥ epeXTH HA MECTOTO HA NPHICKEHAE

Msoro JecTh: Peakuyy Ha MSCTOTO Ha HEDKEKTHpAHE.

YecTn: AcTenus.

H3cieapanus

YecTH: TopHIeHH HHBa Ha TpaHCAMHHA3HTE.
Hapymenns Ha K0XKATa H N0AK0KHATA ThKaH

Yeci: Cuplex, 06pHB, ANONEITHA.

Pecnuparopun napymenns

Yecmi: JiAcnHesd.

CrpaeunH HapymeHus

Yecth: Bpapuxapus.

Hewectn: Taxuxapaus,




IocTMAPKETHHIOB OMHAT
CrnoHTanHO CHOOLIEHHTE HEXENAHN PEAKLMK, peAcTaseHH B Tabnuua 2, ca crobmaBanu J0GpOBOITHO K He

BHHArH € BL3IMOKHO OCTOBCPHO Ja Ce ONPEeacniAT YeCTOoTAaTa MKW NPHYHHHO-C/ICACTBEHATA BPb3Ka C
CKCTIO3ZHIHATA Ha TEKAPCTBOTO.

Tabanna 2 Hexeaanu JexapcTBenH PeAKIHHE NOTY9€¢HH 0T CIONTAHHE CHOOmMendn

Hapymenns Ha KPLBTA H TEMpHATA CHCTEMA
TpoMGOIHTONEHUSL.

Hapynienna Ha AMYRHATA CHCTEMa
Anaduiakcus, ajIeprus/peakiii Ha CBPBXIYBCTBHTEIHOCT.

Hapymienna BA KOKATA H HOAKOXKHATA THKAH
VYprHkapus.

XenaroOLTHAPAM HADYIICHHN
OcCTBp NaHKPEaTHT, OCTH XenaTHT Oe3 XoJecTasa, XOAeCTaTHUEH XellaTHT, X0JIeCTa3a, KbJITCHHIIA,
X0JIECTATHYHA XLATCHHLIA.

Copaevnu HAPYDIEHHS
ApPHTMHH.

Hicneasanus
[NoBHIeHH cTORHOCTH Ha ankanHaTa (oc(aTasa, NOBHIIEHH CTORHOCTH HA raMa NTyTaMmITpaHcdepazara.

Omnmcanne Ha W3OpaHK HeXenaHu peakiH

Pemcyuu, c6bP3aHY © JHCABYHUSL MeXyD

CoMaTocTaTHHOBHTE aHAIO3H Ca TOKA3AIH, 9€ HHXHOMPAT KOHTPAKTHIIMTETA HA HTbYHHA MeXyp H
HaMa/11BaT XTHYHATA CEKPELIHs, KOETO MOXE Z1a JOBEAE 0 HAPYIICHA QYHKLHA HA JITHYHHA MEXYP HIH
obpasyBaHe Ha #TbuHa Kall. O6paszyeaHe Ha ¥ ThUHH KAMEHH € AOKIaABaHo TipH 15 10 30% ot nallaeHTHTE
Ha NPOXB/DKATENHO AeveHHe ¢h¢ Sandostatin 3a s.c. npuioxenue. YecToTara B obmara nomynaumsd (Ha
BB3pacT Mexcay 40 u 60 roguam) e npubansarenHo ot 5 mo 20%. IIpoAbLmKHTENHOTO NeYeHUE CBC
Sandostatin LAR Ha NalMenTH c akpOMeTains WiH FracTpo-eHTePO-MAHKpeaTHHIHH TYMOPH TNIOKa3Ea, 4e
neyenneTo cbe Sandostatin LAR e ysemiuaga yectorara Ha o0pasyBaHe Ha sKIBYHM KAMBHH, CPABHEHO ¢
nedenmeTo cue Sandostatin 2a s.c. npunokenue. Axo ce 00pa3yBat KITBUHH KaMbHH, OOHKHOBEHO TOBA
NpoTHYa aCHMITTOMHO; KaMBbHHTE ChC CHMITTOMAaTHKA TpA0Ba 1a ce JIEKYBAaT HiIH 4pe3 AKCOMYIHOHHA
Tepanus ¢ *THYHH KHCETHHH, WIH OTIePATHBHO.

Cmomauuno-ypeenu HapyueHuA

B penku ciryuaH CTOMAaIHO-YPEBHUTE HEXENaHH PeaKIlH MOTaT Aa HanoaoOsBaT ocTpa YpepHa
HEMPOXOAKRMOCT C NPOrPECHBHO Pa3yBaHe HA KOpPeMa, CHITHA 0oiTka B eIHracTpHyMa, OBHINSH
YyBCTBHTE/IHOCT B KOpeMa Iipd GusHKaieH nperies 1 MycKyneH gedanc.

H3BecTHO €, 9€ 4eCTOTATa Ha CTOMANIHO-YPEEHATE HEXKEIAHH CHOHTHA HAMAJIABA C TEYEHHE HAa BPEMETO NIPH
HPOABJDKHTENHO JICUEHHE.

Capuxyyecmaumeiocm U GHAGUAAKMUHY PeaKyun

CBpPBXUYBCTBHTE/THOCT H ACPFHYHH PEaKLMH Ca AOKIIAIBAHY MO BpeMe Ha ITI0CTMAPKETHHTOBHS OTHIT.
Koraro Takuea peakliiH ce NOABAT, B TIOBEYETO CJTyJaH T 3acAraT Ko)KaTa, pANIKO yCTara H NHXaTe/IHUTe
mpTaia. Cho0IMABAHH Ca H3OMHPAHK ClyJaH Ha aHAaQHIaKTHYEH LIOK.

Edexmu na macmomo ra npunodicenue
Yecro MpH NAOHEHTHTE Ha JedenHe ¢be Sandostatin LAR ce cbo0mapa 3a peakuyu, CBbP3aHH ¢ MACTOTO Ha
TPIIOJKCHHE Ha HHMKEKITHATA, BKAKouYBamy Oosika, 3adepBsiBaHe, XeMoparis, cbpbex, noxmy,
BTEBP/JSBAHE, BBIIPEKH Y€ B MOBEYETO OT CIYMAWTE Te3H CHOHTHA He H3HCKBAT HAKAKEA
HHTEPBEHLIMA.

Hapywenun na memabompzma u xpanerieno
HezapuchMo ue KOMHYECTBOTO Ha OTAENAHHTE B H3MPARKHEHHATA MACTH MOXKE /14 Ce



Hanrpeacuu enzumu

B MHoro peakH cimyvad ce cho01maBa 3a OCTbp MAHKPEATHT B PAMKHTE Ha ITbPBHTE 44COBE HIIH JHH CNex, §.C.
nedenme che Sandostatin, koifTo 0OT3By4aBa IpH IIpeyCTaHOBABaHe Ha neuetneTo. OceeH ToBa ce chobiana
3a NaHKPEATHT, HHAYLMPAH OT XOJIEIUTHA3a NPH NallHEHTH, IIPOBEKIAIN ABITOCPOTHO JCICHHE ChC
Sandostatin s.c..

Cwpoeunu napyuenun

BpanuxapanaTa € 4ecTa HexKenaHa peakuya NpH JIeYeHHEe CBC COMATOCTATHHOBH aHANO3H.

ITpy nanMeHTHTE ¢ aKpOMETalHi H KapIMHOHIEH CHHAPOM, ca Habmonasann npomen B EKT™ kato
yabmkapate Ha QT uxrepsana, oOpbinaHe HA OCHTE, paHHA PELIOAPHU3ALNA, HHCHK BOITAX, R/S TpaHsnuus,
panza mporpecud Ha R sbiHarta B necniewduynn npoMend Ha ST-T pwiHata. He ¢ ycTaHOBeHa Bpb3Ka
MEXIY Te3H CHOMTHA M pHeMa Ha OKTPEOTH] alleTaT, Thil KaTO MHOTO OT T€3H MAUMEHTH ¢a ¢ MoUIeKalllH
chpaedHi 3a00TABaHHS (BXK. Touka 4.4).

Tpomboyumonenun

Mo ppeme Ha IOCTMAPKETHHTOBHA OIHT ca IOKIaJIBAHH C;TyYaH Ha TpOMOOLMTONIEHHS, 0COOSHO TPH 1.v.
nedeHue Ch¢ Sandostatin Ha NalUKHEHTH ¢ YepHOAPOGHA LHPO3a, KAKTO M IO BPEME HA JIEHeHHE ChC
Sandostatin LAR. Tosa cherognue e 06parumo cliell MpeyCTaHOBABAHE HA NEYECHHETO.

Crobniapasie Ha MOJOSHPAHH HEXENIAHH PEaKIiiy

Cro61apaHeTO Ha MOAO3HPAHH HEXETAHH PeaKIiAH clie/l pa3peliaBane 3a ynorpeda Ha TeKapCTBEHHS
NPOAYKT € BayKHC. ToBa ro3soisiBa a NposnKH HaOMIOASHHETO HAa CHOTHOIIEHHETO TI0N3a/PHCK 33
JIEKAPCTBEHHA MpoAYKT. OT MEAKLIMHCKHTE CIISIHATIMCTH C€ H3NCKBA 13 cho0Luasar Begka NoA03HpaHa
HeKelTaHa peaklLiia Ype3 HAITHOHATTHMA PeryIaTopeH Oprad Ha agpec:

brarapas

HRmBTHATEIHA areHIms 10 JTeKapeTEaTa
yiL. ,Jamsa I'pyes” Ne 8

1303 Codus

Ten.: +359 2 8903417

yebGcaiiT: www.bda.bg

4.9 Ilpepo3mpane

Hma chobmienns 3a orpanmues 6poii cnyyaud Ha npeaosupane ¢k Sandostatin LAR. Josure ca B tManasoHna
or 100 mg no 163 mg/mecen Ha Sandostatin LAR. Equncreenwre cho01eHH HeXXeTaHH CEORTHS Ca TOIUIH
BBJTHA,

HMa cro0meHns 3a DalHeHTH ¢ KAPUMHOM, KOHTO noiydasar Sandostatin LAR 8 go3u 1o 60 mg/mecen u no
90 mg/2 cenmuy. Te3n no3m kato Ao ca noGpe ToneprpaHn. Brnpeku TOBA ca CHOCIIEHH CIIC/IHHTE

HeKeNaHn CEOMTHA: YeCTO YPUHHpPaHe, yMOpa, AenpecHs, TPEBOra, JIICa Ha KOHUEHTpaLHA.

JleueHueTo Ha MNpeAOIHPAHCTO € CHMITTOMATHYHO.

5.  ®APMAKOJIOFHYHH CBOMCTBA
5.1 @apMaKoIHHAMHYIHM CBOHCTBa

PapMakoTepaneBTHYHA rpyra:; CoMaTocTaTHH M aHanosd, ATC ko HO1CB02

OKTpeoTH € CHHTETHYHO NPOW3BOAHO HA OKTAIeNTHAA Ha €CTECTBEHHA COMATOCTa
(hapMaKoIOrH4HH CBOMCTBA, HO ChC 3HAYHTENHO YABIDKeHO AeficTBre. Toll mHxubupa
MIOBHIIEHATa CEKPEeLHA Ha pacTexHHA XopMoH {PX) 1 npoayKuHATa Ha DEMTHAM H Ce
enrtepo-naHkpeacHata (I'EI]) ennoxpiHHa cucrema.



OTKQJIKOTO COMATOCTATHH, C IO-TOJIAMa CCIICKTHBHOCT 38 ITOTHCKAHC Ha PX H 1/oKaroH.

YeTaHOBEHO €, ue NPH 3ApaBH HHAHBHAH OKTPEOTH, NOJ0OHO Ha COMATOCTATHH, HHXHOHpa:

. ocroDOXKIOBAHETO Ha PX, cTMynupaHo OT apruHHH H XUIOTIMKEMHATA, HHAYLHpaHa oT GpH3HYIecKO
HATOBapBAHE WITH HHCYJIHH,

. NOCTNPaHAHATHOTO OCBOOMKAABAHE Ha MHCYJ/IHH, IIIOKANOR, TACTPHH, ApyTH nerrraw ot I'EIN
SHICKPHHHA CHCTEMA U APrWHHH-CTHMYJTHPAHOTO 0CBOOO0XKIaBaHe HA WHCYJIMH H TITIOKAroH,

. THPEOTPOIHH-PHAM3NHT XOpMOH (TPX)-cTHMYIMpaHoTO 0CcBOOOKAABAHE HA THPEOCTHMYTHPAIL
xopmoH (TCX).

3a pa3nHKa OT COMaTOCTATHH, OKTPEOTH MHXHOMpa cexpenrara Ha PX MpeHMYIecTBEHO NpeA Ta3H HA
HHCY/IMH W HEr0BOTO MpHJIATaHE HE € TOCIEABAaHO OT XHIIEPCeKpeHA Ha XOPMOHH 110 THNa Ha 00paTHaTa
BpB3ka (Hanp. PX ripu naumeHTH ¢ akpoMeramss),

[Tpy nampenTy ¢ akpomeranus Sandostatin LAR, ranenosa ¢opma Ha OKTPeOTH, TOAXOASINA 3
MHOTOKPATHO NPHIICKEHHE NPE3 HHTEPRAAH OT 4 C¢AMHIIH, BOAH 0 MOCTHIaHE HA MIOCTOAHHA TePaneBTHIHA
CepyMHa KOHUEHTPalHa ¢ NOCEABAIIO CHOTBETCTBAIIO MOHMKABAHE Ha CEPYMHUTE KOHLICHTpallHH Ha PX M
HOPMAaJIM3HPAHE Ha CepyMHMTe koHueHTpanu: Ha IGF-1 npu noeeuero naimenty. [IpH noseveTo natkHeHTH
Sandostatin LAR maManisa 3HAYHTETHO KNHHHUHHTE CHMITTOMH Ha 3a00NSBaHETO KaTo rmagobowe,
H3MOTABAKE, TAPECTEe3MA, yMOpa, OCTEOapTPAJITHA H CHHAPOM Ha KapnamHua kaHan. I[Ipn Henexypanu
NAalHEHTH ¢ aKpoMeraius, ¢ PX-cekpeTrpain aneHoM Ha xunoguzara, nedeHnero cbe Sandostatin LAR soau
10 HamaJliBaHe Ha obeMa Ha Tymopa >20% npu cHrHH(HKaHTeH MpoLeHT oT nauueHTHTe (50%).

ITpu oraenau nauueHTH ¢ PX-cekpeTnpaiim aneHoMu Ha xemodusara ce cbobluaga, ye Sandostatin LAR
BOJM JI0 CMaNfBaHe Ha TyMOpa (npeau onepaiusara). HesaBucumo ot ToBa onepanmsaTa He 6HBa Jia ce
oTsiara.

Ipu naupenTH ¢ QYHKIHOHUPALIH TYMOPH Ha TacTpO-¢HTepO-IIaHKpeaTHIHaTa eHAOKPHHHA CHCTEMA,
neyeHueto ¢b¢ Sandostatin LAR ocurypsBsa npogenkuTenieH KOHTPON Ha CHMITTOMHTE Ha 3a00/IABaHETO.
EdextsT oT ynorpefaTa Ha OKTPEOTHA fPH PAZAHYHHTE aCTPO-SHTEPO-TIAHKPEATHIHH TYMOPH € KaKTo
clienBa:

Kapupno OpH

TprnoKeHHETO HA OKTPEOTHA MOXKe Ja JIoBeje A0 NoaodpaBake HA CHMITOMHTE, 0coDeHO Ha
3a4YEPBABAHETO KM JUapHATa. B MHOre cifydau TOBa ce CHIIPOBOKAA CHC CNaj Ha ILIA3MEHHS CEPOTOHHH H
HAMANEHA €KCKPELMA B YPHHATA Ha S-XHAPOKCHKHAON-OLIETHATA KHCEIHHA.

VIPomu

broxuMIMHATa XapaKTepHCTHKA Ha Te3H TYMOPH NPe/CTABNABA XHNEPIPOAYKIHA Ha Ba30aKTHBEH
unTecTHHanes nenruy (VIP). B moBeueTo ciryyan npHIoXKeHHETO Ha OKTPEOTHA BOAM N0 00/IeKYaBaHe Ha
TEXKKATA CEKPETOPHA NHAPHA, THITHYHA 34 TE3H CHCTOAHMA, C MOCHe/IBANT0 MOBHIIABAHE HAa KAYMCCTBOTO Ha
xkuBoT. Tosa € CBBP3aHO ¢ MOROOPEHNE HAa ACOLMHPAHKTE CIEKTPONHTHH HApyILEHH, HATID. XHTIOKATHEMHA,
KOETO 1T03BOJIABA [TPEKBCBAHE HA CHTECPAIHHTE W MapeHTEPATTHHTE TeUHOCTH H JOUBITHATCITHOTO
NPHITOXKEHHE HA SNEKTPONHTH. [IpH HAKOM NanMeHTH KOMMIOTEPHATa ToMorpadus nokaspa 3abasiHe WK
CIMpaHe Ha NPOrPEeCcHsITa Ha TYMOPa KM JOPH HAMAISBAHE Ha pa3Mepa, 0cobeHo NPK YepHOIpOOHH
meTacTasy. KminsaHoTo nogobpenHe 00HKHOBEHO ce CHIPOBOMAA ¢ HAMAIABAHE HA IUIA3MEHHTE HMBA HA
VIP, kaTo Te MOrar jia ¢€ BEPHAT B HOPMATHHTE TPaHHIIH.

I'mokarosoMu
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TIPHICKEHHETO HA OKTPEOTH]] YECTO BOAM 10 HEMOCPEACTBEHO HAMAMABAHE Ha IUIA3MEHHTE HUBA Ha
I'MIIOKArOH, TO TO3H CIIajl HE Ce NOATBPIKA NPH ABAroTpaiiva ynotpeba, HE3ABUCHMO OT 3afla3eHoTO
CHMITTOMATHYHO NoacOpeHwe,

lactpunoMu/cunapoM sa Zollinger-Ellison

TeparmmsTa ¢ HHXMOHTOPH Ha MPOTOHHATA noMIa WiH H2 penenTopHH ONOKEPH KATO UAI0 KOHTPOJIHpa
XHIOEPCEKPELIHATA Ha COJIHA KHCENMHHA. He3arHCHMO OT TOBA, NMAPHATA, KOATO CHINO € BOJEL] CHMITTOM,
MOMKE I HE € TORTHAC aJCKBATHO OT HHXHOHTOPHTE HAa MpoTOHHATa nomMna wiK H2 penenropHuTe
onokepn. Sandostatin LAR moxe na aoBefie 10 JOITEIHUTENHO NOHIDKEHHE HAa XHIICPCEKPELMATA Ha COJIHA
KHCE/TWHA H CBBP3aHHTE C Hes CHMITTOMH, BKIIOYKTENHO AHAPHATA, Thi KaTO BOAH 10 TIOTHCKAHE Ha
TIOBHIICHHTE HHBA HA rACTPHH NPH HAKOH MAI[ACHTH.

Hucynunomu

[Npano:keHHeTO Ha OKTPEOTHN BOMHM IO CIaj] HA MMYHOPEAKTHBHAS HHCYJIHH B KpBBTA. [IpH mauHeHTH ¢
onepabHIHM TYMOPH, OTPEOTHI MOME la OMOTHE 34 3alTa3BaHe W NOIbPIKAHE Ha MPeoNepaTHBHA
AopMornukemus. [Ipu naimenTH ¢ HeonepaGunau NOOPOKAYESCTBEHH HIM 3TOKAYSCTBEHH TYMOPH,
TTTHKEMAYHHAT KOHTPOJ MOXE Aa ce NofodpH §e3 eAHOBpeMEHHO NOAXBpskaHe Ha HAMAIEHO HABO Ha
HHCYJIMHa B KDBBTA.

ABaHCEQBJII‘I HEBPOCHIOKPHHHY TYMODH, TOKAJIHW3APAHW B CPEAHAS 0TS/ Ha racTPOHHTECTHHANHHA TPAKT
HJIH ¢ HCH3IBECTHA ITHPBHYHA TYMOPHA JJOKANH3ALHA, TIPH KOWTO JOKAMH3AMA W3RBH CPEAHHA OTACA Ha

FacTpOUHTECTHHATTHHA TPAKT C¢ H3K/TIOYBA.

Daza 111 pasoMH3Hpano, NBOHHO cnAmo, rwianebo koHTpompano npoyusane (PROMIDY) nokassa, qe
Sandostatin LAR noTHCKka TyMOPHHA PacTe’k MpPH NMAalHEHTH ¢ ABAHCHPAIH HEBPOCHIOKPHHHEN TYMOPH,
JIOKAJIM3MPAHH B CPEJIHAA OTHE/ Ha FACTPOUHTECTHHAIHHA TPAKT.

85 naumeHTH ca paHAOMH3IHPaHH Ja MpHeMaT Ha Bceki 4 ceamuu Sandostatin LAR 30 mg (n=42) wis
nnane6o {n=43) B npoxekerHHe Ha 18 Mecelia sy 0 MporpecHs Ha TyMOpa Wil JIETATCH H3XO0A.

I'naBHHTE KPHTEPHH 3a BKIOUBaHe ¢a GHI: HEIEKYBAHH, XHCTONOIHYHO IIOTBBPACHH, JOKAITHO
HeonepaOWIHK WIH METACTATHYHH A00pe mudepeHMpany ¢yHKIMOHATTHO aKTHBHH WIH HEAKTHBHH
HEeBPOSHIOKPHHHH TYMODH/KapIHHOMM € IIBPBHYHA TYMOPHA JOKANU3ALNA B CPENHHS OTIEN Ha
racTPOHHTECTHHATHHASA TPAKT WIH ¢ HEH3BECTHA [THPBHYHA TYMOpPHA JIOKAJIH3aH4, 32 KOWTO ce BAPBa, 4e Ca
B CpeZIHHMA OT/E] HA TACTPOHHTECTHHANHHA TPAKT Cie/l IMbPBOHAYAIIHO M3KIIOYBAHE HA [TAHKPEaca, MPBAHANA
KOLI HJTH JpYTa HAKAKBA JIOKATH3ALHA,

ITepBiHYHa KpaiiHa TOUKA € BpeMeTo JIO IPOTrPpecHd Ha TYMOpa HIIH CBBP3aH ¢ TYMOpa JIETAlEH H3XO,.

TTpu anamas Ha intent-to-treat (ITT) normynatmaTa (BCHIKE pAHIOMA3MPAHH NAIMEHTH) ca HabmoraBaHH 26
# 41 TYMOPHH NMPOIPECHH WIH CBLP3aHH C TYMOPa CMBPTHH CIIyYaH ChOTBETHO B rpynuTe Ha Sandostatin
LAR u nmapeto (HR = 0,32%; 95% CI, 0,19 xo 0,55; p-croiinoct =,000015).

Ilpu koncepBaTuBen aHamws Ha ITT nomynauuata (kiTT), B koiTo 3-Ma NAUHEHTH ca H3KNIOYEHH NPH
paHIOMH3aIMATa, ca Habmozpararu 26 1 40 TYMOpPHH NPOTPECHH HIH CBBP3aHH C TYMOPa CMBPTHH CJIy4aH
CBOTBETHO B IpynuTe Ha Sandostatin LAR u nnane6o (HR = 0,34%; 95% ClI, 0,20 ao 0,59; p-cTo#iRocT
=,000072; @ur. 1). Mezuanara Ha BpeMeTO O NOSBaTa Ha TyMOpPHa nporpecus e 0ia 14,3 mMeceua (95%
CL, 11,0 o 28,8 meceua) B rpynara Ha Sandostatin LAR u 6,0 meceua (95% CI, 3,7 1o 9.4 me
rpynata Ha roanefo.

Ipu apanu3 Ha nomyianusTa o nporokon {per-protocol [PP]), npH kogTo B Xpad Ha
JOITBJIHUTENHO ¢a H3KITIOYEHH OLIe NAlMeHTH, ¢a Habmogasany 19 u 38 TymopHu mp
C TYMOpa CMBPTHH CIIy4aH CHOTBETHO B rpynmTe Ha Sandostatin LAR u nane6o
0,13 no 0,45; p-croitroct =,0000036).
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®urypal Onenxa no Kannan-Maiiep Ba BpemMeTo 10 TYMOpHATA OPOrpecHs IPH cpaBHeHHE HA
Sandostatin LAR ¢ mnane6o (koncepparesaa ITT nomysianus)

....... Inane6o: 40 colrTHA
Menuana 6,0 Mecena
s OxTpeoTna LAR 26 cpbiria
Menuana 14,3 Mecena
=
£
L
g
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& . 1
2 025 1 -
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= s
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lemm =
D T T T T T T T T T T T T 1
1] 8 12 18 24 30 36 42 48 54 60 66 72 78
Bpeme oT paHIOMH3AITHATA (MECEHTH)
MamyesTH,
bz nomeny ™ 43 21 9 3 1 1 0 0 0 0 0 1} 0
- 42 30 19 16 15 10 10 Y 9 6 5 3 1 0
Ha PHCK

Logrank tecr cTparrdwimpan 110 $yexuponanmsa axrussoct: p=0,000072, HR= 0,34 [95% CI: 0,20-0,59]

Tabnaua 3 Pe3yaraT HO oTHOmeHRe HA BpeMeTo A0 Tymopuata nporpecus (TTP) B anann3wpannTe

nonyJanHH
CrbuTHA, CBBP3aHH ¢ Meceuu 10 TymopHata HR [95% C.L]
TYMOPHATA NIpOTpecHs nporpecus, cpemHo [95% C.L] p-crofiHoct *
Sandostatin [Tnanebo | Sandostatin Inaue6o
LAR LAR
ITT 26 41 HC HC 0,32
[95% C1, 0,19 mo
0,551 P=0,000015
kITT 26 40 14,3 6,0 0,34
[95% CI, 11,0 } [95% C1, 3,7 no [95% CI, 0,20 mo
ao 28,8] 9,4] 0,59] P=0,000072
PP 19 38 HC HC 0,24
[95% CI, 0,13 no
0,45] P=0,0000036
HC=nama cvobimenus; HR= koepuimenT Ha pricka;, TTP= BpeMe 10 TYMOPHATa NPOTPECHS;
ITT= BcHHKM MALMEHTH, BKIIOYEHH ¢ HAMepeHue Na Ohaat nekyeanu; KITT= koHceppaTHBHA
ITT; PP= no nporoxon
*Logrank TecT, crparnduiyipan no ¢yHKIHOHATHA AKTHBHOCT

EdekrsT OT Neuennero e nopobGen rpu nausenTute ¢ gpyaxuponando aktaaA (HR = 0,23; 95% Cl, 0,09 no
0,57) u dpyaxunoHanHo Heaxrusuu TymopH (HR = 0,25; 95% CI, 0,10 g0 0,59).

B rpynara Ha nnanebo ce Habmoaasa cralHIH3Npane HA CHCTOAHHETO.

Bt3 ocHOB2 Ha 3HAUMMMTE KIMHHYHH MOJI3H OT npuiaraHero Ha Sandostatin LA
MpeABAPHTENACH MEXTHHCH aHANH3 PEKPYTHPAHETO € CIPAHO.

Tpodursr Ha GezonacHoctT Ha Sandostatin LAR mo BpeMe Ha KIMHHYHOTO H3DM(IEAMC” CBOTBE
YCTaHOBEHHA NPO(MET Ha 6e30MacHOCT.
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Jleuenue Ha TCX-cexpeTHpanin aleHOMH Ha XHIIOGH3IATa

VYcranoseno €, 4e Sandostatin LAR, npanokeH KaTo eaHOKpaTHA 1.m. HHKSKITHA Ha BCCKH 4 CeIIMHELIM
[IOTHCKA NOBHINEHHTE THPEOHAHH XOpMOHH, HopMamasupa TCX u BoaH 1o nonobpenue no OTHOIMEHHE Ha
KIHHWYHHTE NPH3HALH H CHMIITOMH Ha XHIIEPTHpeOHH3sM npu naueHTHTE ¢ TCX-cekpeTnpamu
aneHomMu. TepanesTHUHHAT epekT Ha Sandostatin LAR craBa cTaTHCTHIECKH 3HAYHM, NMPH CPaBHEHHE C
H3XOAHHMTE HUBA, ce] 28 AHI i NON3UTE OT JIEHEHHETO ¢ 3abPKaT B NIPOALIDKEHHE Ha 6 Mecella.

5.2 @®apMaKOKHHCTHYHH CBOHCTBA

Cren nprnaraHe Ha eJHOKpaTHa i.m. mroKeKua Ha Sandostatin LAR, cepyMHaTa KOHIOEHTpaLiA Ha
OKTPEOTHJ I0CTHIra NPEXOACH ITbPBOHAYANEH ITHK OKOJIO 1 uac cile) BBBEIKAAHETO, TOCeABaH OT
MPOrpecHBHO HaMalisBaHe O JOCTHTAHE HA HEBB3MOJKHO 38 OTYHTAHE HUBO OKONO 24 vaca no-kscHO. Cnen
MEBOHA4A/IEH ITHK ITpe3 ITLPBHA JeH, NpH DONIIMHECTBOTO OT TIALHEHTHTE B Clhe/BamyTe 7 AHH, HHBOTO Ha
OKTpEeOTHA C€ 3ana3pa B cyGTepanesTnusy rpaHuim. Cliel TOBa KOHUCHTPAMATA Ha OKTPEOTHN 3a104Ba Ja
HapacTBa OTHOBO, JOCTHra ¢a3a Ha NAaTo Ha 14-H4 AeH W OCTAEa OTHOCHTEIIHO [IOCTOSHHA Npes3 CIICABAIIATE
3-4 cemmunm. [InkoBoTO HHEO Mpe3 1-HA AEH € MO-HHCKO OT HUBATA IO BpEMe HA IaTo-(azaTta M He 110BeYe
ot 0,5% or ocBoOOKAABAHETO HA JTEKAPCTBOTO CTaBa Mpe3 1-ud AcH OT BpBexaaneTo My. Cnen 42-H4 NieH
KOHLICHTpaIMATa Ha OKTPeOTH 3amo4pa 6aBHO 12 HamMandBa eIHOBPEMEHHO C TEPMHHaIHaTa dasa Ha
pasrpaxaHe Ha NONHMEpPHATa MaTpHlia Ha JIeKapcTBeHaTa Gopma.

Ilpu nauenTv ¢ aKpOMeraing CpeAHMTE KOHLIEHTPALHH Ha OKTPEOTH/I BB dasara Ha raaro ciel BbBeKIaHE
Ha egHUUEM 1031 10 mg, 20 mg u 30 mg Sandostatin LAR ca crorseTHo 358 ng/l, 926 ng/l u 1 710 ng/l.
CepyMHHTE KOHIEHTPaIlHH Ha OKTPEOTHI B CTALIHOHAPHO CHCTOAHHE, AOCTUIHATH ClIE] 3 HIDKEKLHH TIpes
HHTEPBaJ OT 4 CEAMHIH ¢a NO-BHCOKM M MOTAT Ja Ce MONIYYaT ClIeA YMHOXKaBaHe HA TOPHHTE KOHLICHTPAHH
no MaoxuTen 1,6 1 1,8 v otrosapsar sa 1 557 ng/l v 2 384 ng/] cnesi MHOFOKPATHO HHKEKTHPaHe CHOTBETHO
Ha 20 mg u 30 mg Sandostatin LAR.

IIpH naupeHTH C KAPUHHOHAHH TYMOPH CPE/HaTa ( M MEAMAHATa Ha) KOHUCHTPALMSATA Ha OKTPEOTHA B
CTAallHOHApHO CHCTOSHHE, Clle)i MHOTOKPATHO MIDKeKTHpaHe choTBeTHO Ha 10 mg, 20 mg u 30 mg
Sandostatin LAR npe3s uaTepean ot 4 ceJJMHUM CHLIO HapacTBa NpaBo-NPONOPUHOHATHO HA J03aTa M
JOCTHIa HHBa oT choTBeTHO 1 231 (894) ng/l, 2 620 (2 270) ng/l 1 3 928 (3 010) ng/l.

3a 28-MeceueH nepuos Ha HpHIOKkeHHe Ha Sandostatin LAR He e 6uno HaGmonapaHo KyMyIHpaHe Hal
HHBaT4, O4aKBAaHH OT NpodHNHTe Ha MPHNOKPHBALIO C& OCBOOOXK IABAHE.

(DapmakoKHHETHIHHAT PO HA OKTPEOTH] ClIe HIKEKIMOHHOTO BEBekIare Ha Sandostatin LAR
oTpazsea npodrIa Ba ocrob0KIaBaHe HA TOJTHMEPHATA MAaTPHI2 K HeHEOTo 6Hopasrpakaane. Cnen Kato
BEHBK € 0CBODO/IEH B CHCTEMHOTO KPEBOOOpaIIEHHE, OKTPEOTH]] ce Pasnpe/ie/id B ChOTBETCTBHE ¢
No3HaTHTe My (PapMaKOKHHETHYHH CBOICTRA, OIMMCAHH 32 5.C. NpunoxeHHe. OOeMBT Ha pasnpe/ieneHke Ha
OKTPEOTH]I B CTallHOHapHO cherosune ¢ 0,27 kg, a obmuar resecen kHpsHe € 160 ml/min. Cebp3saHeTo ¢
nIa3sMEHUTE IPOTEHHH € 65% U He ce HabMomapa CBBP3BAHE ¢ KPHBHUTE KICTKH.

dapMaxoKHHETHIHHTE JaHHH, TIOAYYEHH OT OrpaHiteH Gpoil KpbeHH MPoOH NP MeAHATPHIHH NALMEHTH C
XHIOTAIAMHIHO 3aTIIBCTABAHE Ha Bh3pacT 7-17 rognHw, npu Kouto ce npuiara Sandostatin LAR 40 mg
BEAHEK MECEYHO, TIOKa3BaT cpellHa IUTa3sMeHa KOHLEHTpals Ha okTpeoTHn ot 1 395 ng/l cnep meprara
nikekuns 1 2 973 ng/l mpy craumoHapHO cheTosHMe. Habmonaga ce BUCOKA BAPHAOHIHOCT MEXTY
OT/Ie/IHHTE HHIHBHIIH.

Hupoto Ha rU1a3sMeHaTa KOHUEHTPAIHA HA OKTPEOTHA IIPH CTALHOHAPHO CHCTOAHHE
BB3pacTTa H BMH, Ho Kopenupa ymepeHo ¢ TelechoTo Terio (52,3—-133 kg) u ce
MEKIY MBKE W KEHH, T.€. ¢ 0koi0 17% mo-BHCOKA NPH HKeHU.
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5.3 IlpeaxJHBRHEYAR JaHHEH 3a GesonacHocT

I'[poyrmalmna 3a OCTPa TOKCHYHOCT, TOKCHIHOCT ITPpH MHOTOKPATHO IIpHIarane, reHoTOKCHYHOCT,
KapLUWHOTEHEH NOTEHLHAN M PENPONYKTHBHA TOKCHUIHOCT NPH JKHBOTHH, HE NTOKa3BaT CrielHbHYIHH PHCKOBE
110 oTHOIEHHe Ha Ge30NacHOCTTa NpH Xopa.

INpoyyBanusTa 3a penpOAYKTHBHA TOKCHYHOCT TIPH JKMBOTHH He 1I0KA3BAT HAJIMYHE Ha TEPaTOre¢HHH,
eMOpro/(erantu win ApyTH edextH Ha OKTpeoTHA, MpH poauTencka fAo3a Ao 1 mg/kg/nen. YcraHoBEHO €
H3BECTHO M30CTABaHE BB (M3HOIOTHYHHA PACTEXK B NOKOICHHETO Ha IUTEXOBE, KOETO € OHII0 MpeXo/iHo K ce
IB/LKH Ha HHxHOupareTo Ha PX, BeneacTeuie Ha n3pazeHara ¢apMakoZMHAMHUYHA aKTHBHOCT (BiK.

Touka 4.6).

He ca npoexxnanH crieiugpyYHE NPOYYBAHHA TIPH IOBEHILTHH ILTHXOBE. B 1poyYBaHAATa 34 Npe- U
NOCTHATAIHO pasBUTHE, € HalmogapaHo 3abaBsHe Ha pacTexa u ¢p3paBaneTo B F1 rokojeHHeTo Ha
IUTbXOBE-MAHKH, TIPH KOHTO € NPHJIaraH OKTPEOTH L pe3 Lislara OpeMeHHOCT H IIEPHO/ HA TAKTAUMA.
Habmopaea ce 3a6aBeH JeclieH3yc Ha TECTHCHTE MPH MBKKOTO F1 nokonexue, Ho depTHIMTeTa HA
3acerHaTHTe F1 MBkKkH Maike ocTasa HopmaneH. OcBeH ToBa, HabMIOJaBaHHTeE [I0-TOpE OTKIOHEHHS Ca
OUNH NPEXOHM M CE CHTA, Ye Ce AB/DKAT Ha uuxubupaneto Ha PX.

6. DPAPMAIEBTHYHH JAHHHN

6.1 CouHcbk Ha IOMOMEHETE BEIIECTBA

Hpax (@raxon)
INonu {DL-NakT#A-KO-TITHKOIH])
Manuron (E421)

Pazmeopumen (IIpedsapumenno nanvanena cnpunyoska)
Harpuera kapOokcHMeTHIIIENYTO3a

Maruton (E421)

Honokcamep 188

Boaa 3a Hrokeknmu

6.2 HechBMeCTHMOCTH

ITopanu nuncara Ha npoydIBaHHA 32 HECHBMECTHMOCTH, TO3H JIEKapCTBEH MPOAYKT He TpAOBa Na ce cMecBa C
APYTH NEKapCTBEHH NMPOAYKTH.

6.3 Cpox Ha rogHOCT

3 ronweA
[NomykTeT He TPAOBa 1a ce ChXpaHARA clle pasrBapsHe (TpsGba Aa ce H3MOII3BA BEHATa).

6.4 Cpoenna/HB ycjI0BHA HA ChXpaHeHHe

Ja ce coxpanssa B OpHrHHANHATA OMAKOBKA, 34 [ia CE NPE/Na3H OT CBET/IMHA.

Ha ce cexpanssa B xnmaguinauk (2°C 1o 8°C). [la ne ce 3ampasgea.

B nens Ha urkextHpane CannoctaruH LAR Moxe f1a ce chXxpaHsaBa NpH TeMrepatypa nod, 25°C.

3a ycnoBHATA Ha ChXpaHEHHe Clie]l pa3TBapaHe, BUHKTE Touka 6.3.

6.5 Baxa cepabpxanHe HA OHAKOBKATA

Enunngna onakoBKa, ChIBPKALNA €IHH 6-MIWIIIHTPOR CTHKIEH (UIAKOH ¢ ryMeHa 3
(6poMobyTHNIOEA ryMa), 3aniedaTaH ¢ ATyMHHHEBA 0OKATKa, CBIBPKALLL IIPaX 33 HHXK CAFR
e/lHa 3-MIIWIHTPOBA Ge3UBETHA NPeIBAPHTEIHO HATHIHGHA CTHIVICHA CIPHHIIOBKA, 3XTEOP
(xnopOyTIIOBa rymMa) 3allyIIaiKy, IpeJHa | Ha OyTanoro, ceabpxkamma 2 ml pasteop » G
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3arne4yaraHa 6Jmc"repHa nocTaBKa 3a€1HO € €IMH ajanTep 3a (bJIaKOH W e/iHa obe3onaceHa HHKEKIIMOHHA
Hria.

CnbeTaBHa ONAaKOBKa OT TPH €AMHHYHH OTIAKOBKH, KaTO BCAKA €JMHHYHA OMAKOBKA ChAbpIKa: €1MH 6-
MWJTHITHTPOB CTHKJIEH (IIakoH ¢ ryMeHa 3amyiaika (OpoMoOyTuioBa ryma), 3arneyartaH ¢ alyMHHHEBa
obKkaTka, ChIBPIKAlll TPaX 38 HHKEKLMOHHA CYCTIEH3Ms U €1HA 3-MUIMIIMTPOBa Ge3LBeTHA NpeABapHTEITHO
HalTbJIHEHA CThKJIEHA CIPHHIIOBKA, 3aTBOPEeHa ¢ ABe (X10pOyTHIOBa I'yMa) 3amyIlaliky, pe/iHa U Ha
Oyranoro, chabpikaia 2 ml pasTeopuresn, onakopaHa B 3anedaTaHa GIMCTEpHA MOCTABKa 3a€/IHO ¢ €IMH
ajnanTep 3a (J1akoH M eiHa obe3zonaceHa MHKEKIIMOHHA HIJIa.

He BcHukH BHI0BE ONAKOBKM Morat aa ObJaTt nmycHaTH B mpoaaxkoa.
6.6 Cpennajnu npeIna3’HH MepKH NPH H3XBbLpJ/sHe H pabora

Hewn3non3BaHuAT I€KapCTBEH NMPOAYKT WIIH OTIAXbYHHTE MATEPHAH OT Hero TpaOBa /1a ce H3XBLPIIAT B
CbOTBETCTBHE C MECTHHTE H3HCKBAHM.

HucTpyKnuy 332 NpUroTesHe H HHTPAMYCKY./IHO NpH.joxkenn Ha Cannocratun LAR
CAMO 3A IbJIBOKO HHTPAMYCKYJIHO IMPUJIOKEHHUE

Coabpxkande Ha Haopa 3a HHKEKTHpPaHe:

b

: =i ——{

N

% = C —5

Enun dnakon, ceaspiam Canpocratii LAR, npax

EnHa npeBapuTeTHO HAaMbJIHEHA CIIPHHLIOBKA, ChIbpiKallla pa3TBOPUTEN
Enun ananrop 3a ¢nakoH 3a pa3TBapsHe Ha JeKapCTBOTO

E,D,Ha obe3onaceHa HHXCKILIHOHHA Hria

=" - i

CnenpaiiTe BHMMATENHO CIEAHMTE WHCTPYKLMH 3a npaBuiHO pastBapaHe Ha CaupocratiH LAR npenu
IBIOOKO MHTpariyTeaTHo HHKEKTHpaHe.
Mma TpH KpHTHYHH CTBIIKH NpH pasTBapsaHero Ha Cannoctatud LAR. Hen3nb/iHeHHETO HM MO:Ke 12
J0Bejie 10 Heycnex NPH NpHJIarase Ha JeKapcTBoTo.
¢ KoMmIeKThT 3a HHXKeKTHpPaHe TPAOBa Ja JOCTHrHe cTaiina TeMneparypa. M3Bajaere KoMIuiekTa
3a HHXKEKTUPAHE OT XJIaJM/IHMKA H IO OCTaBeTE Ha CTaiHa Temrepartypa Haii-Manko 3a 30 MUHYTH
Mpey pa3TBapsaHe, HO 3a He noeeye oT 24 yaca.
e (Cnen nobaBdHe Ha pa3TBOpHTENs, OcTaBere (yiakoHa 3a 5 MMHYTH U CE yBepeTe 4e NpaxbT ce e
OMOKPH.I HATBJIHO
e Cnej OMOKpPAHETO, paskjarere (JIAKOHA ¢ YMEPeHH IBH/KEHHs B XOPU30HTA/IHA [TOCOKA HAaH-MaJIKO
3a 30 ceKxyHIH 0KaTO MOJTy9HTe eqHOpoana cycnensus. Cannocratud LAR cycnensusra, TpsaGsa
Jla e MPUroTBA HEMOCPeACTBEHO MPE/IH NMPHIOKEHHE.

Canpocratun LAR Tpa0Ba 1a ce npuiara camo OT ONHTEH MEIAHLIMHCKH CTIELIHATHC
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Crbnka 1
e Mzpajnere oT xuaguiHHKa komrwiekta Cannocratua LAR
" BHUMAHMHME: Ot chuecTBeHo 3Ha4eHHe € Aa
3amo4HeTe pa3TBapPAHETO CAMO CJIel KATO KOMILIEKThT
32 HHKEKTHpaHe JOCTHIHe CTaliHa TeMmeparypa.
Ocrasere KOMILIEKTA HA cTaiiHa TeMnepaTypa Haii-
MaJIKko 32 30 MEHYTH HpeH Pa3TBapAHETO, HO 34 He
noBeue o1 24 yaca.

3abenexka: AKo e HEOOX0MMO, KOMILIEKTHT 34
MHDKEKTHPaHe Moxke J1a 6b/ie BBpHAT 00paTHoO B
XJIaUITHHKA.

Crbnka 2
e OrcTpaHeTe niacTMacoBaTa Kanadka ot ¢pakoHa U
NMO4YHCTETE ryMeHaTa Kalradka Ha Qmaxoma C Hamnoc€Ha CbC
CIIMPT KbPNHYKA.
¢ Orcrpanere HONHOTO Ha OMAKOBKATA HA ajanTopa 3a
¢nakon, Ho HE u3Basknaiite agantopa oT onakoBkara.

o JIbpskelKH OMaKoBKaTa Ha afanTopa 3a (JIakoH,
MIOCTABETE a/1anTopa BbPXY (/1akoHa M HATUCHeTe HANoNy
JIOKpaM, JOKAaTO LIPaKHe H Ce Yye 3BYK ,,LipaK’.

e OrcTpaHeTe onakoBKaTa Ha ajanTopa 3a (akoH ¢
BEPTHKAJIHO JIBH)KEHUE

Crepoka 3

e OrcTpaHeTe Kanaykara OT NPeIBAPHTETHO HalTbJIHEHATa
CMNPHHIIOBKA C Pa3TBOPHTEJ M 3aBHHTETE CIIPHHIIOBKATA
BBPXY aziantopa 3a ¢uiakoH.
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baBHo u30yTaiite OyTanoro HafoMy AOKpaii, 3a Ja
MPEXBBPIIATE LIETHS Pa3TBOPHTEN BbB (iakoHa.

Crenka 4

BHHUMAHME: Ot cbiiecTBeHO 3HAYEHHE € A
ocTaBHTE (PJIAKOHA 32 5 MHHYTH H 1a Ce YBEPHTE, Ye
Pa3TBOPHTEJAT HANBJIHO € OMOKPHJI IIpaxa.
3abenexka: Toif KaTo € BB3MOKHO BBB ()1aKOHa J1a ce
TIOJTYYH JIEKO CBPBXHAJIAraHe, HOpMaiHo e GyTaioTo aa ce
JIBWKH Harope.

Ha To3u eTan noaroTeeTe nalMeHTa 3a WHIKEKLUA.

Crpnka 5

Cnen neproa 3a OMOKpAHE ce yBepeTe, 4e OyTanoTo Ha
CIIPHHIIOBKATA € HATHCHATO JOKpai.
BHUMAHME: JIpexTe HaTHCHATO OYyTANOoTO M
paskiamaiite ¢paakoHa ¢ yMepeHH ABHKEHHS B
XOPHU30HTAIHO TOJIOYKEHUE Hal-Mauiko 3a 30 cekyHan,
Taka 4e NpaxbT J1a ce pa3TBOPH HAMBLIIHO (eJHOPOJHA
MJIEKONO00HA CYCTIEH3HA). AKO NPaxXbT He € HANBJIHO
Pa3sTBOPEH, pa3KIaTeTe ¢ YMEPeHH ABHAKEHHS
NOBTOPHO 3a ome 30 cekyHnau.

Crenka 6

]_Iesm-ubercmpaﬁTe MACTOTO Ha HHXKEKTHPAHE C HanoeH
ChC CITHPT TaMIIOH.

OO6bpHeTe HaOMy CHIPHHLIOBKATA M (j1akoHa, GaBHO
u3bpraiTe OyTanoTo Ha3a/ M H3TErJIeTe LANOTO
ChABbPIKAHKE HA (/IAKOHA B CTIPHHIIOBKATA.

OTeBpTETE CNIPHHLIOBKATA OT a/1anTopa 3a (JIaKkoH.
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Crenka 7
o

3aBHHTeTe 00e30MaceHaTa HHKEKIIMOHHA UIJla Ha
CIIPUHIOBKATA.

¢ OTHOBO BHUMATEIHO pa3KJaTeTe CPHHLIOBKATA, 3a J1a Ce (
rapaHTHpa eJHOPOJHOCT Ha MJIEKONOA00HATA CYCTeH3HS.

* HzabpnaiiTe 3aIMTHATA Kamayka 110 OCOKA HA WUIJIATA.

e BuumarenHo novykaiTe Mo CIpHHLIOBKATA, 3a Ja
OTCTPaHHTE BCHYKH BHIMMH MEXypueTa ¥ I'M H3rOHHTE OT = ‘\

CIIPUHLIOBKaTa. Yeepeme ce, ue Macmomo Ha (

UHDICEKMUPAHE HE € 3aMbPCEHO.

[Tponsmkere He3abasro cbe CThnka 8 3a npuiarane Ha

nauuenTa. Besko 3ab6aBsne Moxe 1a 1oBese 10 yTasBaHe.

()

Crenka 8

¢ Canpocrarun LAR Tpabpa na ce npunara camo kato

nbsiboka uHTpamyckyinHa urkekuus, HUKOT A nu:eeecl;rrau::ue
MHTPaBEHO3HO. ! { \
 3afozeTe LsIaTa MIJ1a B IEBUS WIH IECHHUA ITyTeaseH : o
MycKyn noj sruj 90° cnpamo koxara. :
¢ bapHO H3abpnaiiTe OyTAN0TO, 32 /1a Ce YBEpPHTE, Ye He CTe NoA BIba
3aCerHajii KPbBOHOCEH CB/1 (KO CTe 3acerHasiu 90°
KPBBOHOCEH CBh/Jl, IPOMEHETE [10COKaTa).
¢ BapHO HaTHCHeTe OYTanoTo 10 H3Mpa3BaHeTo Ha

crnipuHUoBKaTa. OTCTpaHeTe MIiaTa OT MACTOTO Ha

WHKEKTHPaHE W 3ajielicTBaliTe npeanasurens (KakTo e
noka3aHo Ha CTenka 9).

Crpnka 9
o AKTHBHpaiiTe obe3onacsBaiys npeanasure Ha A \
'\‘

WH)KEKLIHOHHATA MIJIa TI0 €/IWH OT /IBaTa MoKa3aHH HauMHa:
- HATHCHETE eJlaCTHYHATa BPb3Ka Ha [peana3uress KbM
TBbp/a NOBLPXHOCT (purypa A)

WIH HaTHCHETE eJIaCTHYHATa BPb3Ka Halpes ¢ NpbeTa B
cu (purypa B).

e [IpaBMTHOTO aKTHBHpaHe Ce MOTBBPKAABA OT W3aBaHETO
Ha 3BYK ,.1paK”.

e HesabaBHO M3XBBpiieTe CIPUHLIOBKATA (B MOIXO/ALLL
KOHTe#Hep).

18



7. TIPHTEXATEJ HA PASPEINEHUETO 3A YIIOTPEBA

Novartis Pharma GmbH

Roonstrasse 25

90429 Nuernberg

I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YOOTPEBA

Sandostatin LAR 20 mg nipax u pasTeopHTeN 33 uikeKIHHOHHA cycnienzua: 20000366

Sandostatin LAR 30 mg npax v pa3TBOpHTE 32 HHKEKUMOHHA cycniensua: 20000367

9. JATA HA ITHPBO PAZPEIIABAHE/ITIOJHOBABAHE HA PASPEINIEHHETO 3A
YIIOTPEBA

Jiata Ha mepBO paspemagane: 12 jonn 2000 r.

Jara Ha nocneaHo nopHoegBane: 04 HoeMepn 2010 r.

10. JAATA HA AKTYAJIM3IHUPAHE HA TEKCTA

20 anpun 2022 r.

IonpobHa uHGpoOpMaLHa 33 TO3H leKapcTBEH NMPOAYKT € MpefocTapeHa Ha yebcadTa Ha M3biiHHTE THA
areHuus 1o Jiekapcrsara www.bda.bg
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