1. HME BA JEKAPCTBEHWA IPOIYKT

EXUBERA 3 mg ripax 3a MHXananys, NpeXBapHTelHO 03Hpad

2. KAYECTBEH M KOMAYECTBEH CHCTAB

Bceeku eprozioz0B OnHcTep ChAbPKA 3 Mg YOBENIKH HHCYIRH (human insul in).

ExcrosunaTa Ha YOBEUIKH HHCYIHH Cliell IpHnaragse Ha Tpy OmkcTepa oT 1 mg e 3HAUMTEHO 110-
rofaMa, OTKOJIKOTO ciieft eue Omuetep of 3 mg. Ilopazu Toa GiHETEp 0T 3 mg He € B3aHMO3aMEHAEM
c Tpu Ommcrepa ot 1 mg (Bx. rouxu 4.2, 4.4 1 5.2).

Ipoussenen upes pekombusanTa JTHK-Texnonorus B Escherichia coli.

3a oEIHHS CIIMCEHK Ha TIOMOIMHKTE BEIeCTRa B, Touka 6.].

3. JEKAPCTBEHA ®OPMA e N
BUHHCTEPUTED HA SHPABEONABAHETO
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4. KJIVHWYHA JAHHA :F/{ : W

4.1 TepameBTHYHH DOKAZAHHS

IIpax 3a waxanauus, NpegsapHTENHO AosHpaH.

EXUBERA e nokazana 3a Neyedde Ha NAUWEHTH B 3psfila BB3PACT CHC 3axaped muaber vn 2,
HEafieKBaTHO KOHTPOJHDAHM ¢ IEepOpalHH AHTHAHAOETHH JICKAPCTBA M M3HCKBAIUH MHCYIHHOBA
Teparms.

EXUBERA e nokasasa CBIUIO 32 JISYSHHETO Ha NallAeHTH B 3pAia BE3PAcT ChC 3axapeH nuabeT T4 1
B IOTE/IHEHHE Ha TIOJIKOKEH MHCYSIHH ¢ NPOABIDKHTEIHO UIIM WHTEPMEIHEPHO JeHCTBHE, IPH KOUTO
BE3MOKHHTE OJI3H 0T A00ABAHETO HAa HAXANATOPEH HHCYIIHH NPEBHINABaT eBEHTYaAIHUTE OIACeHH
3a Ge3onacHEocTIA (BK. Touka 4.4).

4.2 Joznposra H HEAYHH HA HPAIOKeHHE

EXUBERA (uuxanaTopeH YOBEIIKH HHCYIHH) € O5p30 KeiicTBAlN YOBEIIKH HHCY/IHMH 38 IIPHIOKeHHe
nipe guabet THH 1 unu Tun 2. HaxanaTopHIAT YOBSHIKH HHCYNHH MOXE A3 ¢e H3IIOA3Ra
CaMOCTOATENHO HAM B KOMOHMHALMA ¢ TIepOpPaIHY aHTHAHAGETHH NEKapCTRAa H/MITH C TTOAKOXKHO
TPHIOMEHH HHCYTHHH ¢ NPONBIKHTENHO WK HHTEPMeIMepHO ACHCTREE 32 ONTHMH3HpPAHE Ha
CITHKEMIYHHSA KOHTPOJL.

EXUBERA ce npeqnara B efHOA030BH OincTepH o 1 mg U 3 mg, KOMTO ca 323 NpHIoKeHHe Tipes
Benure gpoGose Ypes IfepopaiHO HEXalMpaHe caMo ¢ HHXANATOpa 34 HHCYIHH.

TlocnenoRaTenHOTO HHXATMpaHe Ha TpH SAHOH030BY ONMcTepa OT 1 mg NpeausBrKkea zﬁaqm‘enﬂo 70~
BHCOKA HHCYJIHHOBA SKCIIO3HLHS, OTKONKOTO HHXATHPAHETO HA ef{HH eIHON030B GIHCTEp OT ﬁg -
Tlopamu ToB2 TpH SOHOAO30BH GHCTepa OT 1 Mg He TpAOBa Aa OBIAT 32MECTBAHH C €AYH € 0}1936 : fi ‘ Z. S
6mctep ot 3 mg (B Touw 2, 4.4 u 5.2). o

VuxanaTopHUsAT YOBEIIKK HHCYIIMH HMa No-GBp30 Hayano Ha AeHCTBHE, OTKOMKOTO IiOH
TIpHIIOYkeH GHp30elicTRAIN YOBEINKH HECYIHE. IlopaH 6Ep30TO HACTEHBAHE Ha ASHCTRRETO\



HawanHoTO ¥ IOCTENBAmOTO A03UpaHe (032 W BpeMe Ha NPWIOKEHHE) TpidBa Ha ce ONpefeNsT
MHIHBHOYATHO OT JeKap H [2 ceé KODHTHpaT CIIOper WHAMBMIAYanHHA OTIOBOP M H3HCKBAHHMA Ha
naenTa (Hanp. aueTa, GH3pyecka AKTMBHOCT B HAYHH HA JKHBOT).

Z[I;IGBHH HO3H H CXeMa Ha NDHIITCKEHUE

Hama durkcrpans npaBuia 3a ZO3HPaHETO Ha HHCYNNHA. He3aBUCIMO OT TOBa, Hpernopr4BaHaTa
HavalnHa JHeBHA 034 C& OCHOBaBAa HA CeRHATa QOpMyHa:

Tesnecro terno (kg) X 0.15 mg/kg = O6ua guesna qosa (mg). Obulata AHeBHa Jo3a TpsOpa ma 6bae
pa3neneHa Ha 3 MO3H, Npe XpaHeHe.

B Tabmma 1 ca magesy NpHONA3NTENHEH YKa3aHiA 32 Hagansu ao3u EXUBERA, nipunarany npeay
XpaHeHe, Bh3 OCHOBA Ha TE/IECHOTO TEIVIO HA MANHEHTa:

Terno ma Haganna no03a na HOpudmuen- | Bpoi 6arcrepr | bpol Onacrepn

HanHenTa XpaHeHe Teana no3a B IU| or 1 mg ua xo32 | o7 3 g Ha xo3a
300399kg 1 mg Ha xpaHeHe 3 1 -
40 no 59.9 kg 2 mg Ha xpaHeHe 61U 2 -
60 no 799 kg 3 mg Ha XpaHeHe 81U - 1
80 no 99.9 kg 4 mg Ha XpaHeHe 111U 1 1
100 10 1199 kg 5 mg Ha xpaHeHe 1410 2 1
120 mo 139.9 kg 6 mg Ha XpaHeHe 16 TU - 2

Tadmaua 1: TpuOnu3aTenyy yrasagds 32 Hadanda foza EXUBERA, npanarana npesa
xpaseHe (Bb3 OCHOBA HA TeJIECHOTO TerI0 B NANHEHTA).

Brmctep oT | mg BHXAaNaTOpeH HHCYHHHE € NpubiusuTenHo expuBaneyTer Ha 3 IU 0T IOAKOXHO
HMEDKeKTHpaH Onp30oAelicTRan YoBeUIKE HHCYIHH. BiIMCTep 0T 3 mg HHXaNaTopeH HHCYJIHE &
npubnR3uTENHO exprBanenTeH Ha 8 IU o1 moAKoMKHO HIDKeKTHpaH GLp30AeHcTRAL YOBEIIKH
preynun. Tabnuna 1 mo-rope npefcTass npHOaHUTenHaTa 1o3a B IU 0T Obp3oelicThaly, 9OBEILKA
MHCYHHH 3a NPHIaraHy pesy XpaHene Hadansy no3d EXUBERA B mg.

Ilopamu Topa EXUBERA criesisa fa ce M3I0I3Ba BHEMATENHO [IPH NAHEHTH ¢ HYCKO TeNeCHO TerJIo.
He ce npenoprusa wsnonzpanero ke EXUBERA ripu nanuenTH, KOMTO C& HY)KIAAT OT TUTPHpaHe Ha
JI03aT2 Ha THTPAIHOHHH CTHIKH, I0-MaJIKi oT 1 mg (BK. Touka 4.4).

Moske f1a Ce HANoXKaT KOPEKLHH Ha J03aTa, OCHOBABAINM c¢ Ha 00eMa Xpana M XPaHMTellHHs ChCTaB,
BPEMETO Tipe3 AeHs ([O-BHCOKM HyXJIH OT HHCYMHH CYTPHH), KOHIGHTPAUWS Ha IIIIOK03aTa B KPBBETA
Ipeny XpaHeHe, CKOPONTHO Wilk IpeACTOAMO PH3MIecko HaTOBapBaKe.

Tio BpeMe Ha UHTEPKYPEHTHO PeciMpaTopHo 3abonaBaHe (Halp. OPOHXYT, HHPEKOHA Ha TOPHUTE
AHXATEIIHH OETHIEA) MOKE Aa € HeoOX0aMMO YeCTO MOHUTOPHPAHE Ha KOHIEHTPAIIHATA Ha [TIF0K034Ta
B KPHBT2 H HHAMBHIOYANH3HPaHa KOPEKUMA Ha fo3aTa (8. Touka 4.4).

3a ZOMLIHWTENHY TTOAPOGHOCTH KaK A3 Ce H3II0NI3Ba HHXanaToPhT 32 MHCYIIHH BIDKTE WHCTPYKHEIT
3a ynorpeda (H3V).

YepronpobHo 1 656petHo yBpexnaHe

HAMAICHH.

Zjega H FOHOIIH

HPH Ha@EeHTH B JETCKa BB3pact C ﬂﬂaﬁe‘l‘ fesonacHoCTTa IIPH TIPOABIDKHUTENHO H3IOA3B




HHXANATOPEH YOBEINKH HHCYITHH He e OHTa YCTAHOBEH? U CIIeOBATEIIHO, HETOBOTO H3MON3BaHE He ce
MpenophiBa IPH MalHeHTH nox 18-rofumna pe3pacT (8K, Todka 5.2).

TlanvenTs B HaTpenHAT2 BL3PACT
OImMTHT ¢ HHXANATOPEH UHCYIMH IIPH TANMEHTH > 75-TONUIIHA BH3PACcT € OTPaHHYeH.

3acroiiga cEpISYHA HEOOCTATHEYHOCT

OmuTET ¢ MEXaNaTOPEH HHCYIHH TIPY TIAIHEHTH ChC 3aCTOHHA Chp/ieuHa HEOCTATBYHOCT € TBhPAS
OrpaduyeH H [OpaJlH TOB4, HErOBOTO H3IION3BAHE [IPH Te3H NAlMeHTH, IIpH KoHTo Benonpobuara
(YHRIA € 3HAYHTENIHO YBpEAeHa, He Cé HpenophIBa.

4.3 TIpoTHBOUIOKA3aHHS

CBpPEXTYBCTBHTENHOCT KbM aKTHBHOTO BELIECTBO MM KBM HAKOE OT IOMOIIHHTE BemecTsa (BiK.
Touka 6.1).

XuAnornuKeMud.

Tlo Bpeme Ha nevennero ¢ EXUBERA nateHTrTe He TpabRa 2 MyIat, KaTo TpaOBa /a ca CHpenu Aa
OyIIAT Hak-Manko 6 Mecela npegu Hayanoto na JedeHnero ¢ EXUBERA. AKO NallHeHTET 3a004He
1 Bp306H0BH TRoTIoHOyImereTo, EXUBERA Tps6Ba na 6b1e cnpsHa Be3abaBHO Dopany
TIOBHIDEHHS PHCK OT XMITOTIMKEMHS M [ ce 3all0YHe anTepHATHBHO fetueHHue (BkK. Touka 5.2).

Jlomo koHTpONHpaHa, HecTadMWIHA HITH TEXKKA acTMA.
Texxa (GOLD crapuit I wmu IV) Xporsraua O6ctpyxrusra Besonpotra Bonect (XOBB).
4,4 Cpoendannd DpelynpexNeHAs H NpeXIasHl MepKE OpH ynorpeba

ZanoysanATe nevenne ¢ EXUBERA manuenTy TpgaGBa A4 HOIyYaT U34epHATEHY HHCTPYKITHHE 32
ymotpeba Ha wHxanatopa (sx. M3VY). IanuenTute TpaGBa Na HEXaTHpAT Npaxa HHCYIMEH OT
MyHJIIyKa 9pe3 eqEoKpaTHo 6aBHO H paBHOMEpHO BAMIBaHe. Clie/ TOBA NalMeHTHTe Tp:abBa Aa
3aIBPKAT {GXA CH B TIPOAB/DKEHHE HA 5 CeKYHAH ¥ fa H3gwmar Hopmanso. Tpabsa na ce npraara
NOC/IEEOBATENHA M CTAHTAPTHA TEXHHKa 33 HHXANUpaHe, 34 11a ¢é OCHIyPH KakKTO ONTHMANHA, TaKa
MOCASAOBATEIHA AOCTABKA HA IEKapCTBOTO.

Koraro npHeMaT CBOsATa [03a, HauueHTHTe TpsOba Aa H30ATBaT H3NAraHeTo Ha IPOXYKT2 Ha BHCOKA
BIIaTa MITH YCIOBHA ¢ OTHOCHTENHO BIIAKeH BE3AYX, HAllp. H3IbIHEHa ¢ fapa Gaus.

AKO 10 BpeMe Ha H3NION3BaHe HHXANaTopET 3a HHCYHHH 10 HeBHUMAaHMe ObAe H3NIOKeH Ha YCIIOBHA C
HM3KAIOUWTENHO BHCOKA BIAKHOCT, TOBa MOJKe A2 HaMany jo3ata Ha HHCYIHH, ocBoOogeHa OT
uExanaropa. B raxee cmyuait Mucymia Ocsofoxpasamoro Yerpolicteo (MOV) tpabea na 6wae
cMEHEHO IpelH CIeABAlOTO HHXaNnHpaHe (Bx. Touka 6.6).

Hosnpade

TipeMHMHABAHETO HA NallMeHTa KbM APYr THII HIM THPIOBCKA Mapka HHCYnNWH Tpsbsa na Gbfie
HalpPaBeHO IO CTPOro MeINWIMHCKO HaGMIOfeHHe, ThH KATO TOBa MOXKE Jia AOBEAe FO NpoMAHA B
FOZHpAHETO.

TocnenoBAaTeNHO HHXaNMpate Ha TPH eIHOJ 0308k OIicTEpa oF 1 mg BOMH HO 3HAYHTENH/T
MHCYJIHHOBA SKCTIO3HIHS, OTKONKOTO MHXATHpaHeTO Ba eMHE eiHom0308 6muctep ot 3 mgf Hopama
TOBA TPH €AHON030BH ONUCcTepa 0T 1 mg He TpabdBa fia ObIaT 3aMeCTBaHH OT eAHH SHIHO, 3EB O
or 3 mg (8. Touxu 2, 4.4 1 5.2). 2




Ax0 BpeMEHHO HAMA HAIMUIeH ONHCTep OT 3 mg, Tok TpAdsa Aa OpAe 3amMeHeH oT jBa ONHCTEpa IO
1 mg u xprBHATA 3axap TpsOBa CTPOro Aa ce MOHHTOPHPA.

Birictep 0T 1 mg MHXANATOPEH HHCYIHE € HPUOIISHTeNIHO eKkBHBanenTeH Ha 3 IU oT moAKoXHO
HIKeKTHpal OBp3opeiicTeant yoBenky nHcyauH. [Jopanu Tosa EXUBERA Tpafsa pa ce H3monzea
BHMMATE/IHO NIPH HALUMEHTH ¢ HUCKO TellecHo Terio. He ce nmpenopstsa n3nonssanero Ha EXUBERA
OpH HalHeHTH, KOWTO Ce Hy:KIAiT OT THTPHpaHe Ha JI03aTa HA THTPALIHOHHH CTBIIKH, IIO-MAJIKH OT

1 mg (x. Touxa 4.2). '

Xunornukenusa

Xunorsukemus, Hali-uecTara He)xelaHa JeKapCTReHa PeaKIia HpH Teparus ¢ HHCYIHH KaTo UANIo,
prmroumTenHo EXUBERA u MHOro nepopansy autiHiHabeTHH JIEKApCTRa, MOXKE /12 HACTBIIH, aKO
03412 Ha HHCYJIHH € IPEeKaTIeHO TOIIMa CIPIMO HY)KAUTE 0T HHCYIHH. TEXKKH XHITOT/THKEMHIHE
enm30/H, 0coDEHO aKo ca IOBTAPALM Ce, MOTaT Aa JOBEIAT JO HEBPONOTHYHO YBpEeXKIaHe.
TIpoasbIDKETENHH HITH TeKKH XUIOTIIMKEMHAYHH eITH304M MOTaT Aa OB4aT UBOTO-3aCTPatUaBaIIH.

CHMITOMMTE HA XHHOITHKeMHA 0OHKHOBEHO HaCTHIBAT Bre3alHo. Te MoraT Aa BKJIIOUBAT CTyEHA
TI0T, XIaHa Grena Koxa, yMopa, HepBHOCT WM TPEMOp, TPEBOKHOCT, HeoOuuaiua yMOpAeMOCT KK
cnafocT, 00BpKBaHE, 3aTPYAHEHO KOHLCHTPHpPaHe, ChHIXBOCT, CHIICH IVIaH, 3PUTEIHHE IPOMEHH,
rinapobonke, rafese M mannuTaius. Texka XUNOTIHKeMHA MOXe A2 IpefH3BHKA 3aryba Ha Ch3HaHHE
W/WIH KOHBYJICHHM H MOYe f1a JOBEZEe N0 BPEMEHHO Wil TPalHO YBpekIane Ha MO3bYHATa (DYHKIHA
HITH OOPH CMBPT.

XumornukemusTa 06HKHOBEHO MOJKe Ja C& KOpHIMpa upes He3abaBeH NpueM Ha BEINIEXHPATH. 32 A2
MOTaT Jia IpeanpHeMaT He3abaBHu MepKH, HAUMEHTHTE TpA6Ba BUHATH A HOCAT ChC cebe CH MiIoK032
TIO BCAKO BpEMe.

Tlpomyckaue Ha XpaHeHe WiIH HEINAHUPAHO, YCHIEHO (U3HYeCKO HATOBApBAHE MOTaT A2 AOBEAAT RO
xunornuxeMis. IlalHeHTH Che 3HAYHTENHO TOACOPEH KOHTPOI Ha KPBBHATA 3aXap, Halp. Upe3
uHTeH3H(DHIMpaa TEPATIs C HHCYIIHE, MOTaT 42 H3IMTAT IPOMAHA B o0MvaliHUTe TIpeayHpeaUTeNHNT
CHMIITOMH Ha XHIOTTHKeMUA ¥ TpsOBa Aa ObAaT CROTBETHO NPEAYNpPEedeHH.

O6myalinyTe NpeaynpeaHTeHH CHMITTOMH MOTAT A2 H34e3HAT HPH TTALMEHTH C JbITOr ONHILSH
muaber.

Manko TAUHEHTH, KOUTO ca H3MHTATH XHIOrMUKeMHHHE PeaKiy CieH [IpEMHHaBaie 0T KHBOTHHCKH
KbM YOBCIIKH HHCYHHH, CT:OGI.T.I&B&T, 4¢ paHHHTE NPCIYTIpAHTENHH CHMIITOMH Ha XMITOTTTHKEMEA ca
ro-citabo HM3pa3eH HITH PasiimyIHM 0T TE€3H, USIHTAHH C TeXHHA NPSAHIIEH HHCYIIHH.

TlanvenTtsT TpAGRa fa OBle IOCHBETBAH Ja & KOHCYNTHPA ¢ JIEKap NPeH IETYBAHE MEKNY PasuHIHu
YaCOBH 30HH, ThH KaTO TOBA MOYKE /la 03HAYABA, He NalHeHTHT Tps0Ba 2 IIpHeMa HHCYIIHH H XpaHu
YIO PasnyYHO BpeMe.

HeanrexsarHoTO JO3HpaHe HiTH IPEeKPariBaHeTO Ha JCYCHHLTO, CIISIHAMHEO MIPH HHCYNHHO3ABHCHME
I{H&SCTHKH, MOXE 2 AOBEJE MO XHIICPTITHREMIE H HH&GG’I‘H& KeToaluae3a - CECTOAHMA, KOHTO €4
TIOTEHIYHAITHO CMBPTOHOCHY.

TTpu u3nON3BaKe 32¢/IHO ¢ APYTH aHTHAHabETHH IEKapCTBa J03aTa Ha BCAKO OT TaAX Tpsabea fa Gbie
KOpHrHpaHa BHUMAaTEHO, 32 JIa ¢ ONPeAeNTH ONTHMAIHATA /1034 32 {OCTHIAHEe Ha JKeHaHHs

dapMaroNorHIeH e(eKT.

HYH(,IIH'I'C OT HHCYJIHH MOraT Oa ¢& IIPOMCHAT II0 BpeMe HA HAKOH YCIIOpEeRHO NpOTHIallH
Karo GOHECT, SMOLHOHANHH CMYITSHHS Kl CTPEC.

BBIIOQ QOﬁHa fezomacHOCT




OcCHOBHH JHXaTeTHH HAPYINCHHS

EXUBERA He Tpa0pa fia ce Dpuiara IpH HanueHTd ¢ Geonpobuu 3abonasanus karo actMa ¥ XOBB,
THH KaTo HiAMa JOCTATHYHO JaHHH B [TOMIKpena Ha 6e30acHOTO NPMITOKEHHE IPH TE3H NallMeHTH.

CBIETCTBALOTO NPHAOHKEHHE HA GPOHXOAHIATATOPH KaTO CanbyTaMOoN MosKe a YBEITHIH
pesepbsta Ha EXUBERA 1 nopaf# TOBa MOYKe Aa HOBUINH PHCKA OT XUIIOTIHKEMMS, XOTaTo ce
IpHuIarat 3a obnexyaBaHe Ha OCTPH OWUXATENTHH CHMITOMH. (BK. TouKa 4.5).

EEaTEHHH

B penk# coyyan MoxKe O3 HaCTHIH OPOHXOCHAYeM. BCHUKY [IAITHEHTH, NOMy4aBaliy TaKABA PeaKLus,
Tps6Ba ma npexparat EXUBERA u ne3afaBHO fa NOTBPCAT MEOHIMHCKH ChBeT. BE200HOBABAHETO Ha
neverreTo ¢ EXUBERA M3HCKBa BHUMATENHA OLIEHKa HA PHCKa K MOxe fia Obe HalIPABEHO CaMo
TIOA HeNOCPEACTBEH MEAHIHHCKH KOHTPOI B NOAXOMATIE RITHHHYHH YCJIOBHA.

Bromaeane Ha SemonpobraTta GhyHKITHS

B xnuHHYHA NPOyYBaHAs c2 HaOmoapaHy Manky, HO IIOCTOSHHH PasIHH MEXTY TepaleBTHUHUTE
TPYIH 1O OTHOWIEHHE Ha BioInaraHeTo Ha Geslogpobuata Gyrkuius (ocobeno Popcupanus
Excnmparoper O6em B cekyEna (FEV))) B 032 Ha NeKyBaHUTe CbC CPABHABAHHA IPOEYKT
YHacTHHIM. B KNHHWIHE IpOYYBaHKA ¢ IPOABDKHTENHOCT IO NBE FOMMHH, HE € YCTZHOBEHO
YCKOpeHO BomaBaHe cien 3-6 Mecena. [Ipu cnupane Ha TepanmaTa cliefi 2-TOAUNIHO JeueHHe Te34
MAJIKH PAs/MKE MEX/TY TepalleBTHYHUTE PPYIM K3ue3Bat B TeUeHHe Ha 6 ceqmury (Bx. ToukH 4.8 u
5.1).

Ha scraxy nanmenTH, 3anodHany nedeHue ¢ EXUBERA, Tpa®sa fa ce HanpabH M3clelRaye Ha
usxonHata Genogpobua GyHKIu (Hamp. cHHpoMeTpHs 3a M3MepeaHe Ha FEV)), kakTo B nocnensamo
H3MepBaHe CIeL ITHPBHTe § Mecelia JeueHue. Axo clell 6 Mecella ce Habmonara noxwkenke Ha FEV)
¢ Mo-Masiko OT 15%, cImpoMeTpuaTa TpLOBa Ja ce IIOBTOPH chex 1 roflkHa, a Clief TOBa — BEAHEXK
TOAHIIEO. AKO Ha 6-Us1 Mecel] ce YCTaHOBH Hamanerne ¢ 15-20% wmimu ¢ nopeye ot 500 ml ot
uzxoarara GenonpobHa GYHKINA, CTMpoMeTpHATa TpaAOBa fla ce HOBTOPH ¢iest 3 Mecella.

Tlpx nanmenTs ¢ TOTBBPASHC (HANp., IPH IIOHE /1Ba NOCIISHOBATeHH TeCTa ¢ HHTEpBaJ 3 0

4 cenMuLE) noHmwkenue Ha FEV, ¢ >20% cnipamo n3xofHoTo HEBO, neyerneTo ¢ EXUBERA 1psGpa
na Op)ie IPEKPATeHO ¥ MALHEHTHTE Ja GBEAT MOHHTOPHPAHH CIIOPEXR KIHHAMYHHTE Mokasauud. Jlurcsa
OITHT TIpH HOJHOBgBaHe Ha TepanuaTa ¢ EXUBERA npu mamuenTy, ympiTo Gesonpobua GyRxius ce €
BB3CTAHOBHIIA.

TaupenTs, KOWTO pa3BUBAT 3aayX 110 BpeMe Ha nederue ¢ EXUBERA, Tpabsa fa ce u3cneaBar 3a
TPHYHHH OT cTpaHa Ha Gesute ApoGose MK chpueto. IIpH namuane Ha GesnonpobeH OTOK WM
KIHHKHYHO 3HAYAMO HaManeHue Ha Oenoapobrara dynxuys EXUBERA 1pabsa xa ce crpe u
TIalIHEHTHTE Ja NpeMIHAT HA HEDKEKITHOHSH HHCYIIHH.

HnreprkypenTHO pecnupatopho 3abonasane

ITo speme nHa xmmEmuak npoyysanust EXUBERA e npuiarana npu NalHeHTH ¢ HHTEPKYPEHTHH
PeCBpaTOpHY 3abonapaups (Hanp. 6pOHXUT, UH(EKIHE Ha TOpHUTe TUXaTeHHH NETHIIA). B Tesu
M3CIeABaHKA He e HabGmOoIaBaH NOBUINER PHCK OT XUIOTIHKEMIS MITH BIIOLIEH ITIHKeMIYeH KOHTPON.
Tlo BpeMe Ha HHTEPKYPEHTHH PECIMPATOPHY 3a00NMBaHHA MOXE A CE HANOKH HEMOCPSACTREH
KOHTpOI BBPXY KOHLEHTPALMHTE Ha KPbBHATA 3aXap M KOPHTHpaHe Ha J03aTa Ha KHAHBHAYaIH3HpaH
ApUHIMI (BK. Touka 4.2). Juncea omut ¢ EXUBERA npy nalldeHTH ¢ NHEBMOHHS.

4.5 BzauMomelicrBHE ¢ APYTH JEKAPCTBEEH NPOAYKTH B APYTH (POPMA Ha B3aK

Penuna perniecTBa NOBIMABAT MeTaboni3Ma Ha TAI0K03aTa # MOXKE A HAIOXKAT Kope
HHECYIHHA.



BermecTra, KOHTO MOTAT JA YCHIIAT NOHIDKABAHA KphBHaTa 3axap eeKT U a IOBHINaT
HOJATTHBOCTTA KBM XUIIOTTIHKEMES, BKIOYBAT [ISPOPATHE aHTHANA0ETHH JeKapeTBa, HEXHOUTODY Ha
aHTHOTeH3MH-KOHBepTHpamusa ensuM (AKE), mxuburops Ha MOHO-aMuHoakcHaa3aTa (MAQ), He-
celeKTHBHM 0eTa-OoKUpaly AreHTH, CATMIFIATH B CYI(QOHaMHIHN AHTHOHOTHIM.

Tpunomxenuero #a canbyramon npex EXUBERA Moske fa NpeIH3BHKa FOBHIUEHA pe30pOHuA Ha
HHCYTMH (BX. TOUKa 3.2).

ITpunoxenrero Ha $ayTukazon npexs EXUBERA m3rnexza He MOBMHHABA pe3opbiiusTa Ha HHCYNUH
(8. TOUKa 5.2).

AXTUBHOTO TIOTIOHOTYIUEHE 3HAYUTENIHO YCHIIBA, 2 IACHBHOTO H3/IaraHe Ha TIOTIOHER UM IIpH
HellyIia9s HaMansea CKOpoCTTa B cTeneHTa Ha pe3opbimua Ha EXUBERA (Bx. Touku 4.3 1 5.2).

BernecTna, KOHTO MOTaT Jia HaManstT MOHIKABANINA KPBBHATA 3aXap e(eKT, BICIIOUBAT
KOPTHKOCTEPOMTH, FAHA30JI, IepOpajiHi KOHTPALCITHBY, THPOHAHH XOPMOHHM, PACTEXEH XOPMOH,
CHMIATHKOMHMETHYHH CpencTsa H THa3uay. OKTe0THA/IaHpeOTH ] MOTAT KaKTO Ja HaMaylaT, Taka H
DA TIOBHINAT BYKIHTE OT HHCYJIHH.

Bera-6roxapamy IEKapCTBa MOTaT Aa MacKHPAT CHMITOMMTE Ha XMIOTTHKEMEA. ATTKOXONET MOXKE
J(& 3aCIIIH U ¥VBIDKH XUIOTTHKeMHUIHHTE eDEKTH He HHCYMHA.

ITpunosxenuero sza EXUBERA 10 MEHYTH Apemy npHiaraHero Ha canOyramos He NMOB/IHIBa
BpOHXOAHIATATOPHUS OTFOBOP KbM canGyTaMos IpK Xopa 6e3 nquabeT ¢ neka 10 yMEpeHo-TexKa
acTMa.

JIpyTH NeKapcTBa, KOMTO MOTAT 1A IOBIMEAT yAMOHAIIHATA pe3opOuna wix benonpobpara
TIPOHMIIZEMOCT, He Ca u3cleBan. [IpeNopbtRa ce HENOCPECTBEH KOHTPON Ha KOHUEHTpAUMUTE Ha
KPBBHATA 38Xap ¥ CHOTBETHO TUTPHpaHe Ha 103aTa, KOTaTo ¢& M3TI0/I3Ba HHXAIATOPEH HHCYSIHH DpH
Tesy nanuenty. HeofX0onMMO e BHEMARME NpH cEIBTCTBAUoTO npwioxkenne Ha EXUBERA u Taxupa
TIEKapCTBa.

4.6 BpemeHHOCT H KbpMeHe

JTuncpa knuHEYeH omuT ¢ MpuioxkeHneTo Ha EXUBERA nipu 6pemeHHoCT. IHX21aTOPHEAT HHCYJTHH
YecTo Hpe/iu3BHEKBa 0OpasyBare Ha HHCYIHHORH aHTHTENA, PHCKET OT KOUTO 34 IUIOfla € HeH3BECTeH.
Hopagu Tosa EXUBERA we Tpa6ea 12 ce H3on3sa 1o Bpeme Ha 6pemennoct. Korato nanpenTxa,

nexypana ¢ EXUBERA, zalpemeriee, TOMX0OAA1] HOAKOMXKEH HHCYIUH TpabBa Jia 3aMeCTH
HHXANATOPHHS HHCYIHH.

KopMernuTe JKeHH MOTaT Aa Ce Hy)KIasT OT KOpeKiHH Ha J03aTa HHCY/INH X Ha AUeTaTa.

4.7 Edexrn pppxy coocofrocrTa 32 mopupage H pabdoTa ¢ MAIIHNE

KaKkTo U IpH ApyruTe MHCYIHHE, B Pe3YNTAT Ha XUITOTTIHKEMHS MOXKe Ia Ob/le HapyleHa
CIIOCcOBHOCTTA Ha MallHeHTa Ja ce KOHLIEHTpUpa ¥ pearnpa. ToBa MOXe [la IpeJcTaBliBa PUCK TP
CHTYyaIIHH, KOTATO Te3H CHOCOBHOCTH ¢a 0co0eH0 BaxkHH (Hamp. modHpase Ha kona uiM pabora ¢

MATUMHH).

4.8 Hewxenasn JeKAPCTBEHH peakiuy

ot 6 Mecelia, KAKTO ¥ I0Be4e 0T 745 BB3PACTHH — 3a NoBeYe OT 2 IOHHH.




Tabnuiiata no-A0IY ChIBPKA HEXENAHH peakliiy, HablloJaraHy B KOHTPOIKHPAHH KIHHHYHH
IMpOYUBAHYA, BIIFOUBAINY Noeede ot 1970 napuentra, sexysaHt ¢ EXUBERA.

TesccHa cHeTema Mszoro wecTn Yectn Heuecrn
¢ 1/10) (=1/100,<1/10) (= 1/1000, < 1/100)
Huexmmn 1
Hﬂgectrauun DapuHraT
Hapymrerus Ha
MeTabonusMa # XHIOTTTHREMHESL
XpaHeHeTo
Enucrakeuc
3amyx Bporxocnazem
PecrmpaTopHy, IlpomyxrHBHA CBHpKalo AUIIaHe
IPBIOHH H Kammma KallllTHIIa Hucdomit
MeIHACTHHAIHH Hpassene va QaprHro-TapHHreanHta
HapylIeHHA ['BPIIOTO Gonka
Cyxo repao Hapymienus Ha
CITHBHIIHTE
CroMainHo-IpeBHH Cyxora B yetara
HapyUIeHHs
Ob6iu HapyLIeHH
H e()eKTH Ha '
Bojixa B rppAHEA KOUI
MACTOTO Ha
TPUIOKSHUE

3abenexka: B HANOCTHATA KIHBWYHA IPOrpaMa, BKIOYBAIA HEKOHTPONKPaHH IPOABIDKEHHA Ha
NpOYYBaHHATA, HMa [iBe CHOOLIEHNS 32 IUeBpaneH H3IKB, IPH KOHTO HE MOXKE Na ObJe M3KIIOUeH
CBBP3aH C IeUeHHEeTO eeKT.

XUDOrMUKeMHS

KakTo ¥ npy NpyrHTe HHCYIHHE, HaH-4yecTo HabMIofapaHaTa Hexenaka peakiyys Npy NaleHTH,
nexypaun ¢ EXUBERA, e XHIOTITHKeMHES.

Kanumrnia

B paMkuTe Ha CEKYHIM WITH MEHYTH Cllefi HEXANMpaHe Ha HHCYJIHH HM2 TEHASHLAA 32 II0sBa Ha
KaHIANIa, 00MKHOBEHO JIeka 110 TexkecT. C BpeMeTo Kallmuilata HaMasiisa. EJIHH IIPOLIEHT OT
TaLHeHTHTe Mpekpartasar neuendero ¢ EXUBERA. nopaau xamsinia.

Janyx

B noseuero caydal (> 95%) 3agyxsT ce OTHMTA KaTo JIeK K0 yMepeH. OT NauHeHTHTe, feKyBaHH ¢
EXUBERA, 0.4% nipekpaTapaTt JEYSHHUETO TIOPANY 3ayX.

BoMKa B TPEOHIEE KOIIT

MHOKECTBO PA3IHYHNA CHMITOMU OT CTPaHa Ha TPBAHMA KOII Ca OTYETEHH KaTO CBBP3aHHM ©
JISYeHHeTO HeXEeNaHH PeakiHy H ¢a OTHECEHH KBM HecrieHH(HYHaTa 00K B IPBAHME KOLU.

0, g
BO/IIMHCTBOTO OT TE3U cmyyaH (>95%) ca oTueTeHH KATO HeKH IO yMepeHH. EAyH IanuenT af N'EHL"\\

rpynara ra EXUBERA, KakTo ¥ efIHH OT pymara Ha ¢pasHABAHOTO JIEKApCTBO ca PeKpaiiL 17 N
TepanuaTa nopaxy GOAKa B TPBAHMA Kol BaykHo € fa ce oTOeNexH, Ye YecTOTara Ha
cHOHTHA, NPUYHHHEO CBBP3aHH C HCXeMHYHA DONECT HA CHPLETO, KATO aHTHHA IEKTOPH
MuOKapaeH uHapkT, He e Guia yBemideHa ciel n3nomssane ia EXUBERA.

Hpyru peaximu



Tlonmxenue Ha FEV)

Habmogapany ca Malki MexTyTpyIIOBH pasiiKH B IOHWkeHUeTo Ha FEV B rpymata sa EXUBERA
CTIPAMO TPYIATA HAa CPABHABAHOTO I€KApPCTRO. B KNHHUYHK IPOYYBaHHA C MPOIBIDKHTENHOCT IO J(BE
FOZIHHY HE € YCTAHOBEHO YCKOpeHO NOHIDKeHHe cnel] 3-6 Mecena. IIpekpaTsaBaHeTo Ha JISYEHHETO C
EXUBERA cnen 2 TOQHHE € JOBENO A0 H34e3BaHe Ha PasiauiATa MeKAY OTHCIHHTE TepalleBTHIHHI
IPYHH B paMKHTe Ha 6 ceamuy (BX. Toukd 4.4 u 5.1).

TTomwxenue Ba FEV| 0T H3XOHOTO HHUBO ¢ > 15% ce mposesba B 1.3% ot nexysanure ¢ EXUBERA
niatiHedTy ¢ nuaber Tan 1 1 B 5.0% npu nexysanurte ¢ EXUBERA namuenty ¢ nuabet tam 2.

HrucynuaoBM anTHTENA

Tlpu Bewuxu uHCYynMEH, BL EXUBERA, 110 BpeMe Ha JIeyeHye MOTaT Aa 0¢ PasBHAT HHCYJIHHOBH
aHTHATeNa. B KITHHIYHY [IpOYYBaHHA HHCYIHHOBH aHTHTENA Ca ¢ Pa3BMIIH HO-YECTO U CPETHOTO HHBO
HA MHCYJIHHOBH aHTHTe/A € OHAO0 [O-BHCOKO IPH NAMHEHTH, KOUTO ce NMPEMHHANH OT HOJKOXKEH
goeemky HHeyHE k6M EXUBERA, B cpaBHeHue ¢ NAIMEHTH, KOHTO €2 OCTAHANH HA HOAKOKEH
yopeky uHcyaH. Hupata Ha HHCYTHHOBHTE aHTHTENA ca OIIM HO-BHCOKH TIPH NAlMeHTH ¢ J(uabeT
THO 1 B cpaBHeHHe ¢ auaber THM 2 Y JOCTHFAT IUIATO IIPH BETE FPYIH CJI6]] eKCIO3HIMA OT 6-

12 mecena. He e yeranoseso KIMHUYHO 3HAYCHHE Ha Te3U aHTHUTENA.

Peakitii Ha CBPEXYVBCTBHTEIHOCT

KaxTo M IpH JpyTH HHCYIHEK, MHOTO PSIKO MOTAT 11a ¢& MOABAT TeHePallH3HPAHH afepTHYHH
peaxiy. Takupa peakivid KbM HHCYIMHA MK IOMOITHITE BEINECTBA MOraT fia GbHaT CBLp3aHH,
HAUPHEMED € FeHepa3HPAHE KOXKHY PeaKlliy, aHrHo-efleM, OpOHXO0CIasbM, XHITOTOHHA H HHOK, H
MOrat Aa ObAaT JKUBOTO-3acTpaluapaty {Bx. Touka 4.4 JuxaTenHn).

QTOK ¥ aHOMAIMY HA pe HTA HA OKOTO

TepanusTa ¢ MHCYJIHH MOXe [la MpeAN3BHKa 3aNDPHKKa Ha Hatpuit ¥ oTok. IIpy 3anousaHeTo Ha
UHCY/THHOBA TEPAIMS MOTaT Ja Ce MOABAT HapyIueHHd Ha pedpaxupsra Ha okoTo. Teau edexTy
OBUKHOBEHO ca IIPEXORHH.

4.9 Ilpenosnpane

Moske fa ¢ HOABH XMITOTTTMKEMES B PE3YNTAT Ha H3IHIIBK OT HHCYJIHMH B CPaBHECHHC C IIPHEMA Ha
XpaHa, pasxoiaa Ha ¢Heprid Wi 4 FBCTE.

JlekuTe eNH300H Ha XHIOTIHKEMHA 00HKHOBEHO MoraT fja OBAAT NOBNKAHH C IEPOPAITHA
pBrIexuapars. Moske ga ca HeoOXOAHMHE KOPEeKIHH B JO3HPOBKATA HA JIEKAPCTROTO, B XPAHRTEIHIA
PEKEM KM BEB QH3HYSCKOTO HaTOBapBaHe.

To-TeKKuTe SMH30H ¢ KOMa, TBPY HITH HEBPOROIHYHO YBpeXKIaHe, MOTaT /ia OB/aT NeKyBaHH ¢
rioxaros (0.5 fo 1 mg) MyCKyTHO/TIOAKOMKHO HiTH ¢ KOHIIEHTPHPaHa [MII0K032 HHTPABEHO3HO.
I'moxo3ara TpsaOBa chmo Aa 6be NPUWIoKeHa HHTPABEHO3HO, aKo B TeueH#e Ha 10-15 MHHYTH
HAUMEHTHT He OTTOBOPH Ha [IIFOKAaroH.

Cren HaBade B CH3HAHHE Ha NalHeHTa ce Mpenophusa IPHIIOKeHHe Ha IEpOpantyl BhIAEXWIPaTH, 32
Jia ce NIPefOTBPATH IIOBTOPHA XHIOTAHKEMHEA.

5. GAPMAKOJIOI'HYHY CBOHCTBA

51 @DapMaKogHEAMAYHY cBOHCTBA




dapmakoTeparesTiyya rpyna: JlexapeTBeHH OPORYKTH, ipHitarasy npyu guader, ATC xox:
{mpencrosm}.

Hauwup pa pelicTpue

YopenKkpAT HHCYIIHH IOHIKABA KPBBHATA 3aXap H IPeAH3BUKBA aHA00NHH HIPOMEHH, KaKTo H
HaMmaJleHHe Ha KaTabonuuTe eQiekTy, yBelHYaBa TPAHCIIOPTA Ha ITIOKO32a B KIETKHTe H 00pasyBaneTo
Ha TAYKOTEH B MYCKYIIHTE H UepHHA Zpo0, a Taka chiio nofobpsBa YCBOABAHETO Ha MHPYBaTa.
HucymupsT uexubHpa rHKOreHoNH3aTa U [THOKOHEOTeHe3aTa, YREIIHYABa JIMIIOTeHe3aTa B YEPHHA
Jpo6 u MacTHaTa THKaH H HHXHOMpa IMnonusaTa.CHINo Taka aKTHBHPA i HABAM3AHETO HA
aMHHOKHCEIHHH B KISTKMTE H [TOANIOMAara [POTeHHORHS CHHTe3, KAKTO M 3aCHIBa HaBJIH3aHeTo Ha
Kanui B KNSTKHTE.

Tlomo6ro Ha 6Bp30AeHCTRALIMTE HHCYIBHOBH aHAIO3H, HHXANATOPHIAT YOBSLIKH HHCYJIHH HMa 110~
6BP30 HACTEIBALO T¥FOKO30-TIOHIDKABAMIO AeHCTBHE B CPaBEEHHE C MOAKOKHO TIPHIIOKEH PA3TBOPHM
YOBEHIKH HHCYIAH. IIpOXBIDKHTENHOCTTA Ha MIFOK030-TIOHIDKABAII0 ASHCTEHE Ha HHXAJaTOPHHA
YOBEIIKH HHCYJIMH € CPaBHUMA ¢ OBKOXKHO NpHIoskeH Obp3ofeiicTRal] HOBEIIKE HHCYIHH H € I10-
ronAMa OT Tasy Ha Obp30JeHCTRALIH HECYIHHOBY aHano3u (Bx. @urypa 1).

. SC Lispro (18 U)
“ Exubera (6 mg)
D
§ - brp3ogeticTpan
§ o YOBSIIKH
& 5 - pacymsH (18 U)
-
= &
i
Q' »

H - = [} s« - - [T =Y

Bpeme (MuH)

®narypa 1. Cpenna cropocT Ha HEGy3us Ha rmokosa (Glucose Infusion Rate - GIR), HopMamisupana
1o GIRmax 3a NeYeHHeTO Ha BCEKH NANKUEHT CIpAMO BPEMETO NPH 35PaBH HJOOPORONLH.

Korato ce HEXANUpa YOBSINKH KHCYNUH, TTOKO30-TIOHWKABAOTO MelicTaue 3arousa enex 10-
20 MuHyTH, 8 MAKCHMATHHAT e(bekT ce MpOABABa OKONO 2 Yaca ¢/Ief HHXaNHpaHeTo.
TIpORBIDKMTENHOCTTA Ha AeHcTBHe € NpHONH3NTENHO 6 Yaca.

Tlpy numia ¢ guabet Tan 1 WinE Tyn 2 HHXAIATOPHUST YOBEIKY MHCYITHE HMa H0-65p30 HAYANO Ha
FIIOKO30-TOHIDKABAN e(DeKT B IILPBHTE YACOBE CHeH NPHIOKEHHETO B CPAaBHEHHE ¢ MIONKOXKHO
TIPHAOKeH OBp30eHcTRAll JOBEIIKH HHCYIIHH.

VinnusuayanHaTa BapuabHIHOCT B MIIOKO30-HOHIDKABAINATA aKTHBHOCT HA HHXAATOPHIA YOBEIIKH
HHCYTHH 0OHKHOBEHO € CpaBHMMA C Ta3¥ Ha IOJKOKHO NpHIokeH OBp3oneHcTBall HOBEIIKE
HHCY/IMH IIpH JIMUA ChC 3aXapeH fuabeT THI 1 ¥ Tem 2.

V3nom3BaHeTo HA MEXANATOPEH YOBSIIKH HHCYIIMH € CBEP3aH0 ¢ YBEIHYEHHE Ha YECTOTaTa M HHBATa
Ha MHCYIWHOBHTE aHTUTENA. B NpOCHeKTHBHO H3CHELOBATENCKO 6-MECeUHO MpOoyyBaHe IIPH JIKIA C

muaber TH | He ca HaGmOnaBanK H3MEHEHH BEB (apMaKoIHHAMUKATA Ha ITIOK034Ta [IPH
UHX2HATOPHHS HOBEIIKH HHCYTIHH.

Hndopmanis 3a KIHHWYIHH POYYBAHHI

KonTponupany KIHHEYHH [IPOy4BaHus 1pH Auaber Tam 1 wme Trrt 2 ca rokasany, ye E

-



AOCTHIa W HOAAbpiKa eQeKTHECH KOHTPON Ha IAKEeMUSTa, CPaBHUM C IIONKOMHO TIPHI0KEH
6bpsogeicTaall YOBEMKH HHCYIIHH.

JHiateT TH 1

B KAMHHYHHE IpOyYBaHus NpH nabeT Ty | malueHTHTe Ha TepanebTHueH pesxkiv ¢ EXUBERA B
KOMOHHAIES ¢ HECYNFH C IPOEBKUTENHO WM HHTpMENHepHO AeiiCTBHE ca MMans HOHIKEHA] Ha
HbAle, monobuH Ha Te3H HOpH NAUMeHTH, NpHEMAIH caMo TOAKOXEH HHCYNHH. TIpolleHTET Ha
HAaUHEHTHTS, AOCTHIHANH pHesHaTa crolnocT Ha HbAle < 7.0%, e Oun cpasruM MexDy
TepaneBTHIHHMTE IPYIIH.

Tlpu nauuenTy Ha TepaleBTHIeH pexky, Bimousamy EXUBERA, nuBaTa Ha Iia3sMeHaTa Iriioko3a Ha
riafHo ca GUIH 3HaYHTEITHO ITO-HHCKY B CpaBHEHHE C Te3H IpH [TaliHeHTH, JIEKYBaHH CaMo I10 CXeMa ¢
TIOHKOMKHO TIPMIIOKeH Obp30eHicTBaN YOBEIIKH MHCYIHH.

HMuaber Tem 2

B knxuMYHE NpOyYBaHUA NpH AHabeT THI 2 allMeHTHTe Ha TepanesThyeH pexaM ¢ EXUBERA »
KOMOMHALIHS ¢ HHCYRHE ¢ HPOIBIDKATENHO UM HHTEPMEIHEPHO NeHCTBYE ca MMANH IIOHIDKEHHA HA
HbAlc, nogofus Ha Te3u NpH HalHeHTH, JEKYBaHH CAMO ¢ TIOAKOKEH HHCYIIUH.

Hupara Ha IIasMeHara TTIF0KO3a Ha TJIafHO ca GMIIH 3HAYMTENHO HO-HUCKY YIPH ITallMeHTH Ha
TepanesTrded pexam ¢ EXUBERA B cpasrentie ¢ Te3H, NEKYBaHH ¢ HOJKOKEH HHCYIHH.

B KIMAWMHH ApOYYBaHMA, BRIOYBAIY MAUKHEHTH C 1abeT THIT 2, HeAOCTATEYHO KOHTPOIMPAHHM caMo
¢ IIEpOPANIHH JIeKapCTBa, IAlMEeHTHTe Ha TepanesTiyeH pexxaM ¢ EXUBERA (caMOCTOATENHO MK B
xoMOuHaNpa ¢ HEPOPATHH eKapeTBa) ca MMaiy o-rofasamMo nopobpenue va HbAle, B cpaBHenue ¢
TalMeHTHTE, JeKyBaHH ¢aMo ¢ MepOpaiiHy fekapeTsa. B NoBevYeTo 0T Te3H NPOYYRaHHA IPONEHTHTE
Ha TAHHeHTHTe, KOHTO Hocturar HbAlc < 7.0%, ca Ouny no-BECOKH TIpH IaITHEHTHTE, H3TION3BAInH
TepaneBTHYEH pexuM, Bmousal; EXUBERA, cpasHen# ¢ NalHeHTH caMO Ha NIepOPaJIHH JICKAPCTRA.
TInazmenaTa rTOKO32 Ha IMajHo e OHsiIa MoF00HA WK DO-HHECKA [PH IAIHMEHTH, M3IT0I3BalH
TepaneBTHYeH perxaM, Bimousaiy EXUBERA, B cpaBHeHNe ¢ AHEHTH, HEKYBaHH ¢aMO C
HepopaHy JiekapeTsa. IIpy nauuesTy ¢ xuabeT THII 2, KOHTPOIHPAHH 33H0BOIHTENHO C IepOpanHi
JIexapcTRa, KOHTPOIET HA MIMKEMMITA He € 01 JOIBIHKTENHO Tono6peH OT HHXaNaTOPeH HHCYIHH.

Hommxenve Ha FEV;

Tpu nuua ¢ quabet THN 1 ¥ THA 2 ca 61y ApoBeIeHH PAHIOMH3HPAKH, OTBOPEHH C NapalelHl
TPYIM IpOyHBaHAA 32 H3yYaraHe Ha poMeHuTe BB FEV) cien sarousane Ha Tepamas ¢ EXUBERA.
ITo Bpeme Ha Te3u NpoydBanHsA KakTo JekypaHuTe ¢ EXUBERA nanueHTH, Taka ¥ IeKyBaHHTe ChC
CpaBHABZHOTO JIEKAPCTBO Ca MMAiIH BIomapase Ha Semopobnara GyHKUEA BEB BpemeTo (Qurypa 2 1
3). Cnep 2-ToRMALIHO JIeYeHHE MEXTY TPYTIMTE ¢a OHIIH yCTaHOBEHH MAIKH Pa3HUKH
(6narompHATCTBAINHE CPABHABAHOTO JIEKAPCTBO) B H3MEeHEeHHeTo oT m3xoauoTo Huso ¢ 0.034 L mpu
Turr 1 # ¢ 0.039 L npu Twm 2.
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MNpomana Ha FEV1 (L) oT naxonHoTo HUBO
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MaceleHure (ceamiii)

N = Bpoii Ha nayveHty b HAUanoTo, ceamMuua 12, ceamuya 24, ceamuua 36, ceamiua 48, ceama
B0, ceamuua 72, ceamuua 84, ceamuua 86, LOCF,

INH N =236, 231, 233, 233, 235, 235, 226, 217, 208, 236. CpagHseaHo nexkapeteo N =253, 238,
252, 248, 252, 249, 230, 224, 216, 253.

Murypa 2. HabsmojiaBano H3MeHeHye 0T H3X0HOTO HuBo Ha FEV (L) NpH HaleHTH ChC 3aXapeH
muader T 1.

* INH
A CpapHABaHO RexapcTeo
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—
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HUED
nocemeuue (canmmw)

N = Epott Ha nauuea-rrwre =1 Haqancn-o, cegmuLa 52, cegmuua 104, cegmuua +6, cegvunua +12
INH 1 INH dhaza Ha oumucTRaHe N = 158, 155, 143, 139, 123. CpaBHABIHO NEXKAPCTRO N =145, 143, 125, 129, 120.

MpomsHa Ha FEV, (L) oT u3xogHoTO HUBO

®Purypa 3. Habmoxasano r3MeHeHe 0T H3X0JHOTO HUBO Ha FEV; (L) npm nalieHTy CbC 3aXapeH
muaber Tem 1.

Hawmanerze ua FEV) ¢ = 15% cHpsaMO U3XOQHOTO HEBO Ce & nposnuio ripu 1.3% oT nexysanure ¢
EXUBERA u 1.0% oT HeKyBauHTe ChC CPABHABAHOTO JIEKAPCTBO TIALMEHTH ¢ THIL 1, KAKTO W IIPH
5.0% ot nexyparmte ¢ EXUBERA 1 3.4% OT AeKyBaHHTE ChC CPABHABAHOTO JIGKAPCTBO IMIIA ¢ THIE 2.

IIpu npoyusanus ¢asa 2/3 nopagu saoNaBaHe Ha HenoApobnaTa GyHKIES OT NPOYIBAHKATA CF i
u3kmoueHH 9 ot 2498 nanuenty, nekyBard ¢ EXUBERA, npy KOMTO B Kpas Ha H3CTeBaH &%\f%‘r

TICKA3ATE MOHIKSHHE ¢ = 15% 0T M3XONHOTO HHBO. €3 MANUEHTH Ca MManH CPEHHO HaM.
FEV, ot 21% (16% 1o 33%) CIIpAaMO M3XO0JHOTO HiBo U ca Gunu nexyeamu ¢ EXUBERA
23 mecena. 6 OT Te3H H3KTIYEHN NANUCHTH ca OITH HOMTOKEHHA Ha TPOCIEe AABAMO H3CTT




Genoppobuara dyukumg. OT Te3d HaluenTH 5 ca I0Ka3any 3HAYHTENHO nojoOpsaeane Ha FEV, cnepn
TIpEKPATABAHE HA TEPANFATE, & [IPH fHH IAlHEHT He € YCTAHOBEHO JONBIHHTENHO IOHIWKeHHEe
CIIPSMO CTOMHOCTHTE B Kpad Ha Ipoy4BaHeTo. JIHNCBA NOMBIHHTENHA HHOOPMAITH 33 OCTaHamHTe 3
MMAIHeHTa, TPEKPATHIA JISYeHHETO.

Brscranopsgeage Ha FEV,

TlpH naupeHTH ¢ fuaber THI | ManKyTe paslukH MEXIy TepanesTadsmTe rpynH (0.010 L,
GIarompHSTCTBAINM CPABHABAHOTO JIeKaPCTBO) U3YE3BAT B PAMKHTE Ha 2 CEIAMMIIM Cile]
npekpaTasaneto Ha 12-cemmurina Tepanus ¢ EXUBERA. Ilpn nanyents ¢ naabet Tim 2 MajIKHTe
pasnuKK MexIy TepanesTaynuTe rpyry (0.039 L, 6imaronpraTcTBalil CPaBHABAHOTO JIEKAPCTBO)
Y34e3BAT B PAMKHTS Ha § CeIMUIM Cilef NPEKPaTAsaneTo Ha 2-rofumka Tepamas ¢ EXUBERA
(Gurypa 3). B no-manxa cMeceHa rpyna (n = 36) OT HaUMEHTH C THI 1 WM THI 2, JeKyBayu ¢
EXUBERA mosede oT 36 Mecella, CHEPaHETO Ha TEPAlHATa € HOBENO B0 CPeIHO NoBHIeH e Ha FEV,
¢ 0.036 L mpe3 crempaimire 6 Mecela.

5.2 PapMaKoKHHETHIHH CBOHCTBA

Abcopbua

ViHxanaTOpHHAT YOBEUIKH MHCYIHH ce AocTaps rmo femoapobe neT. MHXanaTOpHHAT YOBEIIKH
HHCYJIHH ce pezopbupa Tonkosa 05p30, KONKOTO OBP30ASHCTBAINMTS HECYIHHOBY AHAIO3H H IT0-
05p30 oT 6Bp30HeiicTRAI JOBEINKY HHCYIHH, IPHIOKEH TIOAKOXKHO, Ha 3/(PABH X0pa ¥ NALHEHTH C
puater Tam 1wy tun 2 (sox. Ourypa 4).

EXUBERA (dmg)
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MpoMAHa B KOHUEHTPALWMATE Ha CBOBOAHUA WHCYTIVH B copyMa
CAPAMO HEXOQHOTO HUBC (ull/ml}
5

®Durypa 4: Cpenuu npomeHH B koHUeHTpamuuTe (WU/mL) Ha cBoO0IHUA HHCYIHH B cepyMa Cliel
WiHXanupase Ha 4 Mg YOBSIIKY MHCYIHH WK ciel MOFKOXHO HixekTHpase wa 12 U SnpsopeficTaay
YOBEIIKH HHCYIMH TIpH JIHIA ¢ HAFHOPMEHO Teryo ¢ guabeT T 2.

BpeMeTo A0 MAKCHMAIHKTE KOHIEHTPaUuHH Ha HHCYHH (Tn.y) 0GHKHOBEHO € MOJIOBHHATA OT TOBA Ha
HOOKOMKHO TIPHITOXKeH 6Bp30AeiicTRAal YOBEIIKY HHCYIHH. [Ipy HHXanaTopHusa YOBEIIKH HHCYTHH

HHCYHAHHOBH KOHIEHTPanHu & fruTa TIo-Manka TIpH HHXanaTOpHHA HOBCIHKH HHCYNIHH, O
IMOOKOMCHO MPHIOMKEH 6$p30p;ei-'1c:’r13am YOBENIKH HHCYIHH.

TpH DalueRTH CBe 3axapeH AuabeT TAN 1 HHXaNaTOPHUAT YOBEIIKY MHCYIIHH UMa HEHIK
papuabunnoct Ha AUC, cpaBHHMA ¢ Ta3M Ha HOAKOKHO NPHIOKeH Obp3oaecTaal YoB



yrcyuH. 3a Cax HEAUBHIYaNHATA BapHaOWIHOCT HA HHXAAaTOPHHA HHCYIHH € I10-TOIAMAa,
OTKOMKOTO TA3M Ha IIOJKOAHO NIPII0KeH Obp30AeHcTRAN] YOBEIIKHA HHCYIHH. MHAHBHAyanHaTa
BapaabIIHOCT 38 Cray ¥ AUC Npy NanyvenTy ¢he 3aT1bCTaABate ¢ Auaber Tun 2 ¢ 61na cpaBHEMa ©
MITH HO-MAaJIKa OT Ta3H Ha HOAKOKHO MpHIoKeH ObpR0AeiicTRAI HOBEINKY HHCYITHH.

Ornocurenuara OxosamyHocT Ha EXUBERA, cpaBHeHa ¢ HOAKOKHO NPHROKeH Obp3oaeiicTraI
YOBELIKH HHCYHH, e npubnnsurentHo 10%. 3a pasiika o7 NOAKOXKHNUTE HHCYIIHHOBY IPENapaTH
Guonamruroctra Ha EXUBERA He ce noenmaea oT MiHpekca Ha TesnecHaTa Maca (Body Mass Index).

B mpoyisane nipH 34pasH fobposoni cucteMHara excosuiua (AUC u C,.y) Ha MHXATATOPHHEA
YOBEINKM WHCYIHH Ce e NOBHIMIIA NPHOITHAHTENHO IPOIOPLIMOHANHO Ha Jo3aTa oF 1 mg fo 6 mg,
xoraro ca 6y NPHIOKEHH MaKCHMYM JIBa OIicTepa OT BCAKA KOHIISHTPalKs HIH TAXHATA
xomOuHans. B IpoyysaHe, IpH KOSTO HaUMHPT Ha Io3HpaHe ¢ Tpu Oimcrepa no 1 mg € 6un cpasHeH
¢ etus 6mictep OT 3 mg , Chax ¥ AUC npu uaxanupase Ha Tpy OnucTepa oT 1 mg ca OMIH IO-ToNeMM
CBOTBETHO ¢ 0K0IO 30% u 40%, OTKOIKOTO TOBA IPH HEXamupaHe OT N4 GIHcTep OT 3 Mg, KOSTOo
TI0Ka3Ba, 1e TpH GarcTepa oT 1 mg He ca B3auMo3aMenseMu ¢ enus Gnucrep ot 3 mg (B, TOYKH 2,
42u4.4).

TIpu 3ppasu nuna € HabmopasaHa okxono 40% mno-ronaMa GHOHAMMYHOCT Ha TPH OHcTEpa ¢
e/MHIYHA JI03a OT 1 mg, cpaBHeHa ¢ eNHH OMCTEP ¢ eOMHIYHS 032 OT 3 mg. BE3MoxHO 0DACHeHKE
3a pasnukeTe B OHOHANUYHOCTTA H3TIIeK/IA € PA3NHKAaTa B CHOTHOIISHHETO SHEpria/Maca MexIy
6micrepure ¢ 1 M 3 mg, THi KaTo NpH [O-MANTKO Npax B GIHCTEpa HHXANATOPET NMO-eEKTHBHO
pasapobsaBa M Ae-arioMepupa npaxa, KOeTo BOAH A0 I0-TojisAMa IPOOPLHA Ha [I0-MAJIKUTe 10
pasMep aepoAHHAMHYHM YacTHIM IpH 6auctepuTe oT 1 mg (Bx. ToukH 2 1 4.4).

Paznpenenenve

Crep siepopallHO HHXATHpaHe Ha eAHHMYHEA 032 OT YOBEIKY MHCYIHH oKono 30% ot obmoTo
crIBpikanve Ha OnucTepa ocTapa B GnmeTepa wnM yerpoiicrsoro, 20% ce 3anbppxa B 0po-(hapuHKCca,
10% B npopexmamiuTe AUXaTenyy moTuina ¥ 40% xocrurar xentoxo s Genure apotose.

Hscnensanus pepXy *KUBOTHH He ¢a II0Ka3aiH, Ye HHXATaTOpHHAT SOBEHIKH HHCYIIHH KyMyJ/ikpa B
GemmTe npofose.

CrienranHK TOTYHAHE

Iiyiene

Tlyniesero 3Ha4YMTEHO YRENMUARa CKOPOCTTA 1 CTENEHTA Ha pe3opOIiid Ha HHXaNaTOPHHA YOBEIKH
HHCYITHH (Crax 0KON0 3 Ao 5 1rbTH, 2 AUC okoo 2 K0 3 IIETH JI0-BHCOKM) ¥ [IOPajH TOBA MOJXKE Jia
[IOBHINY OHACHOCTTA OT Xunormmxemus (Bx. Touku 4.3 u 4.5).

Tipu nprnoyenuero Ha EXUBERA na 31pasu no6poBoiy ciey 2-4acopa MacuBHA eKCIIO3UI Ha
TETapeH AuM B KOHTpomMpasy excriepuMenTantn yenoBt AUC i Cy.y Ha HHCYIEHA ca Oumy
HaMaleHH co0TBETHO ¢ oxolto 17 11 30% (3. Touka 4.5).

PecnupatopHy 3a6onapanys (omnexario 6eronpobHo 3a0ongsane)

TIpu He-mHabeTHIE ¢ Jieka J0 yMmepeHo-Texka acTMa AUC H Cpa Ha HEXaNaToOpHAS YOBELIKH
MHCYJIHMH B OTCHCTBHE Ha JeueHue ¢ Sporxonunararop ca OHIM JeKo HaMAaleHH, OTKOAKOTO IPH JIKLa
Oe3 acTMa.

ERLE
Tipu He-auaberymm ¢ XOBB pesopOimaTa Ha MHXATATOPHUS JOBEHIKH HHCYJIHH € IIO-TOMs ,B\‘é}f;‘.-—-;i’f_;@
cpaBHeHHe ¢ TasM 1pH nuna 6e3 XOFBB (Bx. Touka 4.4). :




camocTosTenHoTo npunokenne Ha EXUBERA (. Touky 4.2 1 4.5).

TIpunosxerueTo Ha QuyTHKasoH 30 muryTH npeau EXUBERA se noemussa GapMakoKHHETHKATA Ha
EXUBERA npH He-guabeTuii ¢ IeKa 10 YMepeHO-TEXKa acTMa (BX. Touka 4.5).

Brbpeyro Hapyvuenue

EdexTsT Ha OE0peyHo HapylIeHHe REPXY pe3opOIuiaira Ha HHXaNaTOpeH YOBSHIKM HHCYIHE He €
mpoydeH (Bx. Touka 4.2).

YepronpobHo Hapyimenue

EdexTsT Ha gepHoapoGHO HapyIieHRe BHPXY pe30opOlkaTa Ha HHXaNaTOPeH YOBEIIKY MHCYIHH He &
npoyseH (Bx. Touka 4.2).

Hon

Ilpu nuna ¢ guader u Takuea 6e3 guaberT, He ca YCTAHOBEHY ABHH PasivMKy B pe3opOuunsara Ha
HHXANaTOpeH YOBELIKH HHCYIIHH MeXIY MBIKE H JKeHH.

IHena v rOHOHIH

Tlpu meua (6-11 ropunn) u roronmd (12-17 ropunu) ¢ quabet THI | HHXANATOPHUAT YOBEHIKH
HHCYNHH & Ot pezopbupaH mo-0Bp30, OTKONKOTO OBp30/AeiiCTRAIl YOBENIKY HHCYITHH.
BHOBANHYHOCTTA HA HHX2AATOPHIS YOBEIIKYH HHCYIIHMH, OTHECEHa KbM HOAKOKHO IPHITOKEH
OBp3oaeicTBall JOBSHIKH HHCYIKH, & OHIa CpaBHMMA C T3 Ha TaI[HEeHTH B 3psila Bp3pacT ¢ AuadeT
Tan 1 (Bx. Touka 4.2).

HQL!HGH'I'I’I B HalTpenuaia Bb3pacT

{Jpu nuila B Hanpe/Hana Bb3pacT ¢ AuabeT Tun 2 HHXaTaTOPHHAT YOBEIIKH WHCYIIHH ¢ Oun
pe3opOupaH No-GHp30, OTKONKOTO TOAKOKHO NPHIIOKeH OBP30AeHCTBAI YOBEIIKH HHCYIIHH.
DHOHAIMEOCTTA Ha MHXANATOPHMSA YOBESHIKH HHCYNIHE, OTHECEHA KBM HOIKOKHO IPHIOKEH
6np3oaeicTRAIN YOBEIIKY HHCYITHH, € OHIa cpaBHMMA C Ta3H Ha [O-MIIaH Bh3pacTHH auna ¢ auaber
THIT 2.

5.3 UpesknABEATHEE XaHEY 32 0e30HACHOCT
Viscnenpanud 3a HuXanaioHHa TOKCHYHOCT HpH ITEX0BE M MaliMyHH 3a Cpok Ko 6 Mecela He ca

JanH JOKA3&TeJICTRA 3a CHELMAIICH PHCK 32 PECIIHPATORBUE TPAKT, ABJDKAIE CC Ha HHCYIIHH IIpax 3a
HHXaHalmA.

6. GAPMATIEBTHYHN JAHTHH
6.1 CnuchK HA MOMOUXHETE BelllECTBA
ManuTon

I Rsninisizd

Hatpues nurpat (xaro AUXUSpaT)

Harpues XuppokcHR

6.2 HecrsMmecTHMOCTH

Henpunoxumo.

6.3 Cpox ma rogaoCT




2 TOOWHH

Crien TepBO OTBAPAHS Ha BHHIIHATA OOBHMBKA OT Qomio: 3 Mecela.

6.4 Crnennaing YCIOBHA HAa ChXPaHeHAe

Ha ce cexpamsea nog 30°C. Jla ce cpxpanaBa B OpHIHHAIHATA OIAKOBKA, 32 Ja c6 NpeAila3y OT BIara.
Cren oTBapsHe Ha BouiiHATa 00BUBKa OT GONHO: Ha ce ChXpanaea nox 25°C.

EnronozoBuTe OnMCTEpH fa HE C& CHXPAHABAT B XJIAMHIIHHK WK 3aMpa3aBat,

WuxanaropsT W HeTOBHTE KOMIIOHEHTH Tpa0Ba Ia ¢€ ChXpaHiIBaT | yIOoTpeOaBaT Ha CyX0 MACTO.
HucynuHOBHAT HHXANATOP A4 He ce ChXpaHdBa B XNANMIHHK HIIH 3aMpasiBa.

6.5 JanEH 32 ONAKOBKATA

EruH 6rcTep chObpka 6 nephoprpanu enHono3oex tiucrepa (PVC/anymunueso ¢osuo). Ifer
6mcTepa ca MOCTABEHH B pospaden miactMacos (PET) Tormuuro popMyBaH KOHTEHHEp CBC
CYHIHTEN H IOKPHTH ¢ Tipo3padno mactmacoso (PET) nokpurue. KonreliHepsT € 3afieyaTaH B
TOpOHYKA OT NAMHUHAPAHO POMIHO CBC CYMIHTEIL

Hanuuny pasMeplt OTIAKOBKY:

. KapTroHeHa kyTH, chabpikama 30 x 1 PVC/amymunuii nepdopupaty eHOA030BH GAHCTEpa
(1 Topbuwxa)

. Kaprouena xytus, ceappxaiga 60 x 1 PVC/amymusmii nepdopupans eqHOK030BH OMHCTEPa
(2 TopbruKn)

. Kaptosena kyTus, ceaspikaiia 90 x 1 PVC/anymunnii nepdopupaty eAHOX030BH OmrcTepa
(3 TopGrra)

. Kaprosena kyTHs, chappikama 180 x 1 PV C/anymunuii nepdopupanu efHOR030BH ONHCTEPa
(6 TopOumKI)

. Kapronena kyrust, ceappikama 270 x 1 PVC/amymurnaii nepdopupany egHON030BH OIHcTepa
(9 TopOmICH)

. Kapronena xytas, cpapprxaima 60 x 1 PVC/amymurmit nepdopupant eH0103081 OnucTepa
(2 Top6uukn) 1 2 pesepean Mucynnn Ocpoboxknasamy Yerpoiictsa (MOY)

. Kapronena kytus, cpappxaima 90 x 1 PVC/amymurmii iepdopupans eqron03084 Smucrepa
(3 Topbruxn) 1 2 pesepsru Mucynua OcBoOoxnapamu Yerpoiicrsa (FIOVY)

. Kaprouena kytus, chaspxaiia 180 x 1 PVC/anymunuii nepdopupany eaHo030BH GaMcTepa
(6 TopBuuxu) u 2 pezepsuu Wneymun Oceoboxnasamy Ycrpokictsa (HOY)

. Kapronena kytHs, ceabpikama 270 x 1 PV C/amymunuii nepdopupasy exHOI0308H 611
(9 Top6uuky) U 6 pesepsru Hucymin Ocoboxaapanm Yerpoiictea (MOV)

I
. Kar, cnppixant 90 x 1 PVC/amymunuii nephopupasy engonososy bmucrepa (3 1o 6@{&1
MHXAIATOD 32 HHCYIIHH, 1 pe3ephHa kaMepa M 6 pesepsru Hucynun Ocsoboknapamu Yerp HETRA

(HOY) s



Ha pa3snomnokeHre ca HOTEITHHTENEN OIakOBKH OT HHXAllaTopa 3a HHCYIHH, HHcynuy
Ocpoboxcnapaiy YcTpoiicTBa H KAMEPH.

He BeHYKd BHIOBE ONAKOBKH MOTAT Aa OBIaT IfycHaTH B IpogaxDa.

6.6 Crenpanay nNpegyIpeRIeHRs NPHE HIXBBPASHE.

Enmuonozoprte Gnucrep EXUBERA Tpadpa fa ce H3HOA3BAT ¢aMO ¢ HMHXANATOPA 38 HHCYJIMH.
HuxanaTopbT 33 MHCYNHH TpaOBa Aa 6bAe HOAMEHIH BCAKA TONHHA.

Hucyaus Oceoboxaapamoto Yerpoiicteo (MOY) 1pabba fa O5a¢ OAMEHAHO Ha BCeKH 2 CEOMHLUM.
AX0 HHXANATOPET 338 HHCYIUH OBAE CIIydaiHO H3II0KEH Ha H3KIHOUMTENHO BIDKHH YCI0BHS [0 BpEMe
Ha yrroTpe6a, ToBa MOXe Ja HaMalld HECYJIMHOBATA 034, ocBoOONeHa OT HHXaaTopa. B To3u cayuali
Hucynun Oceofoxnasatmoro Yerpoiicreo (MOYyrpabpa na ce roZIMeHH NpefH CIeABamoTo
uHxamupane (Bx. Touka 4.4).

7. OPHATEXATEJ HA PHE3PEIIEHUETO 3A YIHOTPEBA

PFIZER EUROPE MA EEIG,

Ramsgate Road, Sandwich, Kent,
England CT13 9NJ

8. HOMEP HA PASPEINEHHETO 3A YIIOTPEBA

9. JATA HA IISPBO PASPEINIABAHE/TIOAHOBSBAHE HA PASPEINEHHETO 3A
YIHOTPEBA

10. JATA HA AKTYANU3IHPAHE HA TEKCTA




