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[TomoLIHHU BeleCTBA C U3BECTHO JIEHCTBHE:

3axapo3a - 1 Tabnerka ceabpxka 186,2 mg 3axaposa ceorBeTcTBallo Ha 0,54 mmol
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3a MbJIHKUA CIIUCBHK HA MOMOLLHUTE BellecTBa BUX T.6.1
3. JIEKAPCTBEHA ®OPMA
OoBuTa TabseTka

bsina 1o noytu Os1a, ABOHHO U3ITbKHANA, Kpbria, 0OOBUTH TaOJIETKH C OTIEYATaAHO YEPBEHO
WACHTH(UKALMOHHO JIOrO HA €/1HaTa CTpaHa.

4. KJIMHUYHHU JAHHHA

4.1 TepaneBTHYHH NOKA3aHHUA

3a o0JsieKkyaBaHEe CHMIITOMHMTE Ha JIeKa J10 yMepeHa 00Jika KaTo riiaBoboJsiue, 00JIKH B KpbCTa, MEHCTPYAJIHH
0oJikH, 36000051, HEBpaANTrUs, pEBMAaTUYHU U MYCKYJIHU OOJIKH, OOJIKa NNPU HE-CEPUO3EH apTPUT, MHUIPEHa,
CHMNTOMHM NPH I'PHUIT U TPOCTYAHU 3a00JisiBaHUSA, OOJIKH B 'bPJIOTO M TEMIIEPATY pa.

4.2 J103MpoOBKa H HAYHH HA NMPHJIOXKEHHE

[Ipuema ce nepopaiiHo. 3a KpaTKOBpeMEeHHa ynorpeoa.

Hexenanure peakuuu Morar ja ObaaT CBEAIEHH 10 MUHUMYM 4pe3 ynoTpeda Ha Ha-HUCKaTa ePeKTHBHA
1034 332 Bb3MOXHO HalW-KpaTKoO BpeMe, HE0OX0UMO 3a OBJIa/IiBAHE HA CUMNITOMHUTE (BHX T.4.4).

[Ipu Bb3pacTHH M Acua Han 12 roaMHU: mMbpBOHA4YaaHa no3a, 1 tabnerka. Cnea ToBa, ako € HEOOX0IMMO ce
B3MMa e1Ha TalbJyieTka Ha BCekH 4 yaca. Jla He ce npuemar noseye ot 3 Tabnerku (1200 mg) 3a 24 yaca.

He e noaxoasi 3a aeua noa 12 roquHu 6€3 KOHCyTaums ¢ Jiekap.

3a NalMeHTH B CTApyeCKa Bb3PacT HE Ce U3UCKBA NMPOMSHA Ha JI03UPOBKaTa.

FOHowu (Bb3pacToBa rpaHHua: 2 12 roauHy 10 < 18 roauHmn)

AKO MpH IOHOLIM TO3M JIEKAPCTBEH MPOAYKT € HEOOXOAUMO Aa Ce M3MOoJi3Ba 3a MOBEYe OT 3 JHH HWJIH

CHMIITOMHUTC CC BJIOLLAT, TpﬂﬁBa Ad CC KOHCYJITHPATE C JICKap.

Bb3pacTHH




AKO TO3HU JIEKapCTBEH MPOAYKT € HEOoOXOJMMO J1a ce U3MoJi3Ba 3a noseye ot 10 AHM, nauHeHTuTe TpsdBa
ja ObJ1aT NOCHBETBAHM J1a CE€ KOHCYJITUPAT C JieKap.

Hal-Huckara epekTHBHA J03a TPsAOBa Aa ce U3M0J13Ba 32 Bb3MOXKHO HaH-KpaTKOTO BpeMme, HeoOX0JuMo 3a
o0JieKkyaBaHe HAa CUMITTOMHMTE (BXK. TO4YKa 4.4).

4.3 IMporuBOonOKa3aHHS
[lauMeHTH ¢ H3BECTHA CBPBbXYYBCTBUTEIIHOCT KbM HOYNPOQEH HUIIH HAKOS OT CbCTABKMTE Ha NMPOJAYKTA.
[laueHTn ¢ npealecTBalliy peakliMd Ha CBPbXYYBCTBHUTENHOCT (Hanp. OpOHXOCNa3zbM, acTMa, PUHMT,

AHrHOEIEM WJIM YPTHKapHus), CBbp3aHH ¢ HOynpodeH, aueTHJICAJIMLMIOBA KHCEIMHA WM JIpYTH
HeCTepOMAHHK nNpoTuBoBb3NaJuTeNHH Nekaperea (HCIIBC).

[lauMeHTH ¢ HaMYKe WM IaHHU B aHAMHE3aTa 3a PEKYPEHTHa NeNnTHYHa A3Ba/KPbBOU3JIUB (JIBa HJTH MOBEYE
OTYETJIMBHM €MK30/1a Ha I0Ka3aHa yJjuepalius Ui KbpBeHe).

AHaMHe3a 3a CTOMAlLHO-YPEBEH KPbBOM3IIUB UK nepdopauus, cBbp3anu ¢ npeauiHo aeyenue ¢ HCIIBC.

[TaureHTH ¢ TeXKa 4epHOAPOOHA HEAOCTATBYHOCT, TEXKA ObOpPEYHA HEAOCTATBYHOCT HJIK TEXKA ChpACYHA
HeaocTaTb4HOCT (NYHA Knac 1V). (Bux 1.4.4).

[IpoTHBONOKa3aH € npe3 nocjaeAHUs TPUMECTLP Ha OpeMeHHOoCTTa (BWXK T.4.6).

4.4 CrnenHa/jiHu npeaynpexaeHus 4 npeana3Hu MepkH npu ynorpeba

HexenaHute eKkapCTBEHH peakuMu Morar J1a Ob/1aT HaMaJIEHH KaTo 3a KOHTPOJIMpPaHe Ha CHMIITOMUTE Ce
ynorpedsiBa Bb3MOXHO Hal-HUCKaTa e(PEKTHBHA /103a 3a Bb3MOXKHO Hal-KpaTbK CPOK OT Bpeme (BHX Io-

A0JTY NOCOYECHHTE raCTpO-HHTECTHHAJIHH U CbPACYHO-Cb/10BH pHCKUBE}.

[Ipy mayMeHTH B cTapyecKa Bb3pacT UMa yBeJHYeHa yecToTa Ha HexenanH peakuuu ot HCIIBC, ocobeno
CTOMALLHO-YPEBEH KPHBOM3IIUB U nepdopalms, KOWTO MOXKE /1a ca aTaHy .

CJIE u cMeceHH CheIHHHTEJIHO-ThbKAHHH 3200 1aBaHusA: [[allMEHTH CbC CUCTEMEH JIYTNTyC EpUTEMATO3YC

MJIA CMECEHO ChEMHUTEIHO-TbKAHHO 3a00/1IBaHEe — Ca C NMOBHUILIEH PUCK OT aceNTHYE€H MEHUHIUT (BHX T.
4.8).

buOpeunn: brOpeuHo yBpexaane, Thil KaTo € Bb3MOXHO ObOpeuHaTa pyHkuus na Obae JOMbJIHUTEIHO
BjioleHa (BHxX T. 4.3 u 1.4.8).

CohluecTByBa puck OT ObOpEeUHO yBpeXaaHe MPU JAeXHPaTHPAHH FOHOLLIH.
Yepuoapobuu: YepHoapobua quchyHkuus (Bux 1. 4.3 u 1.4.8).

PecnupaTopuu: Moxe 1a ce HaOJto1aBa OpoHXOocnazbM npy O0JIHM CTpajalld WM C JaHHU B aHaMHe3aTa
3a OpOHXHAJIHA aCTMAa WJIK aJIepruyHu 3a00J19BaHUA.

HApyrn HCIIBC: EanoBpemenHara ynorpeda Ha ubynpoden ¢ apyru HCIIBC, BKJIIOYHTENHO CENIEKTHBHH

HHXUOUTOPH Ha LMKJOOKCUIeHa3a-2 TpsbBa Ja ce u30srea nopaju NOBULLIEH PUCK OT HEXEJIAaHU PeakLUu
(BHX T. 4.5).




Cromamno-ypeBHH edexTH: BHUMaHWe ce M3UCKBA NMpPH MALUEHTH C aHAMHE3a 33 CTOMAIHO-YPEBHH
3a00s1BaHus (YJILEPO3EH KOMUT, Oonect Ha KpoH), Thil kKaTo Te31 3a00asIBaHHS MOXE J1a c€ 000CTpAT (BHXK
T.4.8).

[lo Bcsiko Bpeme Ha nedyeHnero ¢ HCIIBC moxe 1a Bb3HUKHE KPBBOM3JIKMB OT CTOMALIHO-YPEBHUS TPAKT,
s13Ba WM nepdopauus, KOUTO Morar Aa obaar daranHu, ¢ uny 6e3 npeaynpeauTeIHH MPU3HALM WK
aHaMHe3a 3a NMPEAHILIHH CEPUO3HH CTOMAILIHO-YPEBHU ChOUTHA.

PHCKBT OT CTOMAaIIHO-YPEBHU KPBBOU3IHUBH, si3Ba WM nepdopalus € no-BUCOK Nnpu ynoTrpeda Ha Mo-
BucokH n03d HCIIBC, npu mauueHTH ¢ aHamHe3a 3a 513Ba, 0COOEHO ¢ YCJIOKHEHHS OT KPbBOM3IUB MIIK
nepgopauus (Bx T. 4.3), KAKTO U NPH MALKMEHTH B CTapyecKa Bb3pacT. TakuBa MalMeHTH TpsaOBa na
3al0Y4BaT JICYUEHUETO C Ha-HUCKATa Bb3MOXHA J103a.

[lanMeHTHTE C aHaMHe3a 3a CTOMAUIHO-YPEBHA TOKCUYHOCT, OCOOEHO B cTapuyecka Bb3pacT, TpsOBa na
cboOLIaBaT BCEKH HeoOW4aeH abaoMHHalleH CUMNTOM (0COOEHO CTOMAIIHO-YPEBHO-KBPBEHE) U IO-
CrNeLMaHO B HAYAJIHUTE CTAIMH Ha JIEUEHHUE.

BHuUMaHWe ce U3UCKBA MpPH MalLMEHTH, NOJyYyaBally €JHOBPEMEHHO JIEKapCTBa, KOUTO OMXa yBEIHUYHIIH
pUCKa OT f3Ba M KPBBOMU3JIMB, KaTO MEPOPAIHH KOPTUKOCTEPOMAM, aHTMKOAryJaHTH KaTo BapgapuH,
CEJIEKTUBHHM MHXHOUTOpU HA OOpPAaTHOTO 3axXBalllaHE Ha CEPOTOHMHA MJIM aHTHAarperupally cpeicTBa KaTo
alleTUJICAJIMIIAJIOBATA KUCEIMHA (BUX T.4.5).

[Ipu nosiBa Ha KPHBOM3JIUB OT CTOMALIHO-YPEBHUS TPAKT MJIM 53Ba JIeUeHHETO ¢ HOynpodeH TpsOBa na ce
MpeYCTaHOBH.

YBpenen depruaurer npu xenm: HWMma gaHHM, 4e nekapcTBaTa, KOMTO TOTHCKAT LUKJIO-
OKCHI'€Ha3aTa/mpocTarjlaHJMHOBaTa CUHTE3a MOXE 1a MPUUYUHSAT YBpexJaHe Ha (GEepPTHIIMTETA TIPH KEHH
ype3 NOBJIMSBAHE Ha OByJNauusaTa. To3u edekT e 06paTuM C NpeyCcTaHOBABAaHE Ha JIEUEHUETO.

TeKH KOXKHH HexesiaHu peakuuH (SCAR)

Texku koxHH Hexenanu peakuuu (SCAR), BKIFOUMTENHO eKC(hONHATUBEH AEPMATHT, EpUTEMA
MyaTHGOpME, CHHAPOM Ha Stevens-Johnson, TokcH4YHa enuaepMaiHa HEKPOJIU3a, # JIEKApCTBEHA peaklus
C €03MHOMUIUSA U cUcTeMHHM cuMnToMH (cuHaApoMm DRESS) u ocTpa renepannusnpana eK3aHTEMaTO3Ha
nyctyno3a (AGEP), kouto Morar aa 6baaT xKHBOTO3aCTpallIaBallld KM Ja J0BEAAT A0 JIETAIEH U3XO0J, Ce
cbOOLLaBaT BbB Bpb3Ka ¢ ynorpedaTta Ha ubynpodeH (Bx. pazaen 4.8). [ToBeueto oT T€3M peakiHu
HACTBIBAT NpPE3 MbPBUS MECEL.

[Ipy nosiBa Ha NpU3HALM ¥ CUMIITOMH, MIOKa3aTEIHH 3a TE3U peakLuH, HoynpodeH TpsadBa aa ce crpe
He3a0aBHO U Aa ce 0OOMMCIIH ApPYyro JedyeHue (crnopes HeoOX0AMMOCTTa).

CobpaeyHO-CHA0OBH H MO3bYHO-CHA0OBH edexTH: HeobXoauMo € noBUILIEHO BHUMaHHKE (00ChKAaHE C
Niekap unv ¢apmauesT) PeAy 3an04BaHe Ha JIEUCHHUE NPH NMALMEeHTH ¢ aHaMHe3a 32 XUNEPTOHUS W/HITH
CbpAEYHA HEJOCTATBYHOCT, Thil KATO UMA ChOOLLEHHA 3a 3aPbXKKa Ha TEYHOCTH, MOBULIIEHO apTepHaHO
HaJIsiraHe ¥ OTOK, cBbp3aHH ¢ JieueHueto ¢ HCIIBC. (Bux 1. 4.3 u 1.4.8).

KiMHWYHHMTE NMPOYYBaHUs MOKA3BaT, ye ynorpedara Ha nbynpodeH, ocobeHo BbB BUCOKH 103U (2400
mg/neH) Moxe J1a ObJ1€ CBbp3aHa C JIEKO YBEJIMYEH PUCK OT apTepUaIHH TPOMOOTHYHH chLOUTHS (Hamp.
MUOKapJeH UHGApKT Uik UHCYIT). KaTo 1510, enuaeMHoIoriyHuTe U3CeABaHHs HE MTOKA3BarT, 4e
HUCKUTE 1034 UOynpodeH (Hanp. < 1200 mg/neH) ca CBbp3aHH € yBEJIMYEH PUCK OT apTEPHAIHH
TPOMOOTHYHH CHOUTHUS.

[lanMeHTH ¢ HEKOHTPOJIMpaHa XUIIEPTOHUS, 3aCTONHA ChbpaedHa HegocTtaTbyHOCT (NYHA 1I-111),
yCTaHOBEHA UCXEMHYHA OONIECT HA CHPLETO, NeprudepHa apTeprUaiHa O0IecT H/UJIH MO3bYHO-ChI0BA
OosiecT Morar ja ObJar JiekyBaHu ¢ uOynpodeH caMo cliesl BHUMATETHO OOMUCIISHE
U BUcokuTe 1034 (2400 mg/nen) TpsibBa na ce u30srBar.




CpL10 Taka € He0OX0AUMO BHUMATEIHO OOMUCIISIHE NPEeAM 3aM04YBaHe Ha NMPOAb/DKUTETHO JIEYEHHE Ha
MalUEHTH C PUCKOBH (PAKTOPH 3a CbPACYHO-CbAOBH CHOUTHUS (HANP.XMNEPTOHHUS, XUNIEPJIUTTHIEMUS,
3axapeH aAuadeT, nmyueHe), 0cobeHo ako ca HeoOX0AMMH BUCOKH 1034 (2400 mg/nen).

[Ipu nauuenTu, nexysanu ¢ Hypogpen ®@emuna @opre, ce cbobiaBa 3a ciyyau Ha CHHApOM Ha Kounis.
CunapomMbT Ha Kounis ce onpeaens kKato BTOPHYHH CbpJI€YHOCH/I0BH CHMIITOMH Ha ajiepruyHa peaxkiims
WJIK peakLMs Ha CBPbXYYBCTBUTEIHOCT, CBbP3aHH C KOHCTPUKLIMA HA KOPOHAPHUTE apTEPHH,
MNOTEHLMAJIHO BOJIEIa 10 MMOKApAeH HH(APKT.

MackupaHe HAa CHMITOMHTE HA NOAJIeKAIHTE HHPEKIHH

Hypoden ®emuna ®opre Moxe Aa MacKMpa CMMITOMMTE Ha MH(EKLMS, KOETO MOXE Ja JI0Be/le N0
3a0aBsiHE Ha 3aM04YBaHe Ha MOJAXOAALIO0 JICYEHHE M 110 TO3W HAYMH 1a BIOLUM M3X0Ja OT HHDekuusTa. Tosa
ce HaOuoaaBa nNpy OakrepuasHa MHEBMOHMS, NpuAoOMTa B OOLIECTBOTO, KAKTO M NMPH OaKTepUaIHUTE
ycinoxxHeHuss Ha Bapuuena. Korato Hypoden ®emuna ®Dopre ce npuiara 3a JiedeHHE HA MOBHILIEHA
TEMIIEpAaTypa UK 3a obnekyaBaHe Ha OoJikaTta BbB Bpb3Ka C HH(EKLHUS, ce npenopbuBa HabMOAEHHE HA
uHpekuusTa. [lpy HM3BLHOOJHHYHM YCNOBHUS MNAaUMEHTHT TPAOBAa Aa Ce€ KOHCYJTHpa C JieKap, akKo
CUMNTOMUTE MEPCUCTUPAT UJIK CE€ BJIOILIABAT.

CnenuduyHH 32 JIeKapCTBeHHS NPOAYKT NpeaynpexieHHs:

To3u nekapcTBeH NpOAYKT Chabpxka 55,89 mg HaTpui 3a TabieTka, KOMTO ca eKBMBaJIEGHTHH Ha 2,79% ot
npenopbYMUTEIHATAa MAKCUMaJIHA AHEBHA 1032 0T C30 ot 2 g HaTpuii 3a Bb3pacTeH.

To3u nekapcTBeH npoaykr cbabpxa 186,2 mg (uam 0,54 mmol) 3axapo3a B eaHa no3a (1 Tabnerka).
[lauMeHTH C peaKkd HacjeACTBEHH NpodIEeMHM HAa HEMOHOCUMOCT KbM (PPYKTO3a, IIHOKO30-rajlakTo3Ha
ManabcopOuus MM CyKpa3a-u30oMasTa3Ha HeIoCTaTbYHOCT He TpsOBa na npuemar ToBa JIeKapCTBO.

4.5 B3auMoaelcTBHE ¢ APYTrH JIEKAPCTBEHH NPOAYKTH M ApYrH GopMH HA B3aHMOJeHCTBHE
Hoynpoden TpsabBa aa ce n3d6sirsa B KOMOMHAaLMS C:

ALETHICATHIH/IOBA KHCE/IHHA (HHCKH /I03H):
EnHoBpeMeHHaTa ynoTtpeda Ha MOynpo@eH M alUeTHJICAIULMIIOBA KMCEIMHA HE C€ MpenopbyBa NMopaau
Bb3MOXXHOCTTA 3a MOBHILABAHE HA HEXEJIAHUTE PEaKIHH.

ExcnepuMeHTaNHU JaHHM MOKa3Bat, Y€ uOynpodeH MoXe KOHKYPEHTHO Jia NOTHCHE edeKkTa Ha HUCKUTE
JI03H aleTHJICAJIMI[MJIOBA KMCEJIMHA BbPXY TPOMOOULMTHATA arperaius, Korato ce npueMar €JHOBPEMEHHO.
Bbnpeku 4e nMa HECUTYPHOCT TMPH EKCTPAIOJIMPAHETO HA T€3W JaHHHU OT KJIIMHHWYHH CJIy4Yau, HE MOXe Ja
C€ M3KJIKYH Bb3MOXHOCTTA PENOBHHUSA, [POAB/DKMTENIEH TMPHEM HA HOynpodeH Ja HamallM
KapAUONPOTEKTUBHUA €(PEeKT Ha HHUCKHM 034 aleTHICAJIMLMWIOBA KucenuHa. He e Bb3MOXHO Ja ce
Ha0JIl0aBa KJIMHUYHO 3HaUYUM e€(eKT Nnpu HepeoBHaTa ynorpeda Ha nbynpodgen (Bux 1.5.1).

Jpyrn HCIIBC, BKJIIOUMTE/HO CeJIeKTHBHH HHXHOHMTOpPHM Ha HHKJIOOKCHreHasa-2: Jla ce u3bsraa
eaHoBpeMeHHara ynorpeda Ha aBe uiau noseye HCIIBC, TbH kaTo TOBa MOXe J1a 10Be/e 10 NOBHUIlIABAHE
Ha PUCKa OT HEXEJIaHH pPeaKLUH (BHXKTE ToYKa 4.4).

ExkcniepyMeHTallHW JaHHU 1okas3BaT, 4e¢ uOynpodeH Moxe aa uHXuOMpa edekrta Ha HUCKUTE J03M
alleTUJICAJIMLIMJIOBA KUCE/IMHA BbpXY TPOMOOLMTHATA arperauus, Korato ce IpuJjarat €IHOBPEMEHHO.

Bbnpeku TOBa OrpaHUYEHMATA HA T€3H JaHHH U HECUTYPHOCTTA NPH €KCTpanoJials Ha eX Vivo JJaHHU B

KJIIHHHYHATa IIPpAKTHKd O3Ha44BdT, 4C HC MOIAT Oda CC MNpPAaBAT KATCIrOpPH4YHH 34dKJIKOYCHHA OT




obuyaiiHarta ynotpeda Ha MOympoeH M, 4e He Ce O4YaKBa BEpPOATEH KIMHMYHO 3HAYMM e(EeKT NpH
HepenoBHA ynoTpebda Ha ubynpodeH (Bux T. 5.1)

Hoynpoden (kakTo u aApyrure HCIIBC) Tps6Ba xa ce H3mos13Ba npeanasinBo B KOMOHHALHUS C:

- KopTHKOCTepOHAH: MMOBUILEH PUCK OT CTOMAIIHO-YPEBHH S3BH U KPBHBOM3IMBU (BHX T.
4.4).

- AHTHXHNEpPTeH3HBHH JiekapcTBa (ACE HHXHOHTOPH, AHTATOHMCTH HA AHTHOTEH3HH-
II) m quyperuun: HCIIBC moxe na noHwkar edekra Ha Te3d JIEKAPCTBEHH MPOAYKTH. [IpH HsAKOM
MalMEeHTH C KOMIIpOMeTHpaHa ObOpeyuHa PyHKLKUS (JeXUApaTUPaHH UM B CTapuyecka Bh3PACT C YBpeJeHa
ObOpeuHa pyHkuMs) eAHOBPEMEHHOTO npuioxeHue Ha ACE unxuburopu, 6eTa-610KepH MM aHTarOHUCTH
Ha aHTHOTEH3WH-1] ¢ IekapcTBa, KOUTO HHXUOMPAT LIHKJIOOKCHI€Ha3aTa MOXe 1a A0OBEAE 0 AOMbIHUTETHO
BJIOIIABaHE Ha ObOpeYHaTa QyHKLHMS, BIIOYUTENIHO OCTpa ObOpeuHa HEJOCTAThYHOCT, KOETO OOMKHOBEHO
e obpatumo. CrieroBarteiHO KOMOHHaLMATa TpAOBa a ce npujara BHUMAaTeIHO, OCOOEHO NpPH MalUEHTH B
cTap4yecka Bb3pacT. | lauueHTure TpsadBa 1a ca aiekBaTHO XHUApaTHPaHH U J1a c€ OOMHUCIIUM HEOOX0AUMOCTTA
OT MnpocieasBaHe Ha ObOpeYHaTa QYHKLHMS B HAYAJIOTO HA KOMOMHUPAHOTO JIEYEHHUE U TIEPHOAUYHO CJIEA
TOBa. JIMypeTHLUTE MOraT 1a MoBULIAT pUcKa oT Hedporokcruuroct ot HCIIBC.

- AHTHKoarynanTH: HCIIBC 3acunsar edekra Ha aHTHKOAryiaHTH KaTo BaphapuH (BHX
1.4.4).

- Copaeunn raukosnan: HCIIBC Morat na o6ocTpsT chpAeyHaTa HELOCTATLYHOCT, Ja
HaMaJIAT riioMepyJiHata GpUATpalus U J1a MOBUILAT [UIa3MEHUTE HUBA HA TJIMKO3UIUTE.

- AHTHArPEraHTH H CeJeKTHBHH HHXHOHTOPH Ha o00paTHOTO 3axBalaHe Ha
ceporoHnHa (SSRI): EnHopeMenHata UM ynorpeba Moxe Ja 3acHU/IM PHCKA OT CTOMALIHO-YPEBHMU
KPbBOHU3JIUBH (BUX T.4.4).

- JluTuii: iMa JaHHM 32 NOTEHLMANHO YBeJIMYaBaHe Ha TUIA3MEHUTE HUBA Ha JIUTHIA.

- MeroTpekcar: MiMa jnaHHM 3a MOTEHUMAJIHO YBEJIWYaBaHE Ha IUIA3MEHUTE HHBA Ha
METOTpEKCAT.
- Hukaocnopun: [ToBuileH pUCK OT HEPPOTOKCHYHOCT.

- Mudenpucron: HCIIBC He TpsbBa na ce npreMar o 8-12 auM ciej npuioxkeHue Ha
MubenpucTod, Teid kato HCIIBC MoraT na Hamanst eexra Ha MUGENPUCTOH.

- Taxkpoaumyc: Bb3moxeH e noBuilieH puck ot Hedporokcuunoct, korato HCIIBC ce
PUIraT ¢ TAaKpOJIUMYC.

- 3upoByauH: IloBUIIEH PUCK OT XE€MaTOJOrMYHA TOKCHYHOCT MpPH  €AHOBPEMEHHO
neyenue ¢ HCIIBC u 3unoByinH. Ma nanHu 3a yBeMueH pUCK OT XeMapTpo3a U xematomu npu HIV(+)
XEMO(DHUIHLIK TPOBEXAALIH EAHOBPEMEHHO JIeYeHHE C HOYNpPO(EH U 3UI0BY UH.

- XHHOJIOHOBH AHTHOMOTHHM: /[aHHM OT MpOyuYBaHHMS BBPXY >XUBOTHU IIOKA3BAT, ue
HCIIBC morat na nmoBMIIAT pUcKa OT KOHBYJICHH, CBbP3aHH C XMHOJIOHOBUTE aHTHOMOTHIM. [larueHTH
npuemain HCIIBC 1 XHHOJIOHM MoraT fa uMar NOBMILIEH PUCK OT MOsBa HAa KOHBYJICHH.

4.6 PepTHINTET, OPEMEHHOCT H KbPMeEHe

bpemeHHOCT:
MuxnbrpaHeTo Ha MpocTarjiaHAMHOBATA CHHTE3a MOXE JIa TIOBJIMAe HEOIaronpusaTHO OPEMEHHOCTTA U/HJTH
eMOpHO-(beTaTHOTO pa3BHUTHE. JIaHHM OT €NnUAEMHOJIOrHYHH MPOYYBAHMS MOKA3BaT MOBHUILEH PH
HEJJOM3HOCBaHE M CBPAEYHH Maj(popMalMH M TacTpOLIM3UC chel ynorpeba Ha MHXUOUT
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npocTarjaHInHOBaTa CHHTE3a B paHHa OPEMEHHOCT. AOCOMIOTHUAT PUCK OT ChpIeYHH MasihopMaLiy e Ou
MOBHULLIEH OT MO-MaJIKO OT 1% 10 0k0s10 1.5%. CuuTta ce, 4e pUCKBT CE€ MOBHILABA NPH BUCOKH 03U H
MPOABDKHTETHO JieyeHHe. [ Ipy OnUTH C KHBOTHH NPHIIOKEHHETO HA HHXHOUTOPH HA NPOCTArJlaHHHOBATA
CHHTE3a BOAH A0 Mpe- U NOCT-UMIUIAHTALHOHHA 3aryba u eMOpuo-deraneH neranurer. OcBeH ToBa ce
cboOLlaBa 3a MOBHUILEHA YECTOTA HA BPOJEHHTE Mai(OpPMALMM, BKIIOYHTENHO ChPAECYHO-CHIOBH, NPH
JKUBOTHH MMOJIyYHJIH HHXHOUTOPH Ha NPOCTarjiaHAMHOBaTa CHHTE3a M0 BPEME Ha OpPraHoreHes3ara.

Or 20-rara ceamuua or OpeMEHHOCTTa HaTaTbk ynorpebara Ha uOynpodeH Moxe Ja NPUYHHM
OJIMTOXH/IPAMHHOH B pe3yJiTaT Ha Ob0peyHa auchyHKUHUs Ha nuoaa. ToBa MoXe /1a Ce ClIyYH CKOpO Clies
Ha4yajoTO Ha JICYEHHWETO H ODMKHOBEHO € OOpaTMMO NMpHM NpeycTaHOBsBaHETO My. B nonbiHeHue ce
cbo0LI1aBa 3a Clly4yan Ha KOHCTPHKLIMS Ha yKTYC apTepHO3yC Cle/l JieYeHHE BbB BTOPHS TPUMECTBD, KaTo
MOBEYETO Ca paspelleHU ciela npeycraHoBsBaHeTo My. CnepoBatenHo ubynpodeH He TpsOBa na ce
H3I10J13Ba MPE3 MbPBUSA U BTOPHUS TPUMECTHP HA OPEMEHHOCTTA, OCBEH aKO HE € KaTeropuyHO HEOOXOIHM.
Ako HOynpogeH ce n3Mon3Ba OT KEHH, KOUTO CE ONMUTBAT Ja 3a0peMEHEeAT WM MPe3 MbPBUS U BTOPHS
TPUMECTbP Ha OpeMEHHOCTTa, Jo03ata TpsbBa na Oble MAKCHMANHO HHUCKA W MPOABIKMTENHOCTTA Ha
JieYeHHWe BB3MOXHO Hal-kpaTtka. HeobOxoaumo e na ce oOMHCIM mnpeHaranHo HabmojcHHE 3a
OJIMFOXUPAMHHUOH U KOHCTPUKLIUSA HA AYKTYC apTepHO3yC Clie u3aaraie Ha HoynpodeH B NpoabDKEHHE
Ha HAKOJIKO AHM OT 20-Tara recralMOHHa ceaMmHLa HaTaTbK. JleueHuero ¢ ubynpodeH TpsadBa ga O6bae
[peyCTaHOBEHO NPH HAJMYWE HA OJIMTOXHWJPAMHHOH U KOHCTPUKLMSA HA JYKTYC apTepHO3ycC.

B nocyie1H0TO TpHMeceure Ha GpeMEeHHOCTTa BCHUKH HHXHOMTOPH Ha MPOCTArjiaHAMHOBATAa CHHTE3a MOTaT
12 U3JI0XKAT:

. [1101a Ha puUCK OT:

0 Kapanomuonatus (nmpexaeBpeMeHHa KOHCTPUKLMs/3aTBapsHe Ha ¢erannus ductus arteriosus M
OenoapobHa XxunepTeH3us);

0 bbOpeyHa AUCYHKLMS, KOATO MOXe Ja mnporpecdipa a0 ObOpeuHa HELOCTATBYHOCT C

OJIMFOXHAPAMHHOH (BHXTE MO-rope).

. Maiikata ¥ HOBOPOZIEHOTO B Kpasi Ha OpeMeHHOCTTa Ha PHUCK OT:

0 Bb3MOXHO yab/pkaBaHe Ha BPEMETO Ha KbpBEHE, aHTHArperaHteH epekT, KOHTO MOXe Ja ce
Ha0JI0AaBa JOPH B MHOI'O HUCKH J103H;

0 [loTHCKaHe Ha MATOYHHTE KOHTPAKLMH H 3a0aBEHO WM YIBJDKEHO paXK/J1aHe.

CnenosaresiHo HOynpodeH e npoTHBONoOKa3aH npe3 nocjieJHOTO TPHMECEYHE HAa OPEMEHHOCTTA.

JIakTauusi H KbpMeHe:
HoynpodeHn ¥ HeroBuTe MeTabONMTH NpPEMHHABAT B MHOMO HMCKH KOHLIEHTpPAaLMM B kbpMaTta. He ca
W3BECTHH HEOJIAroNnpUATHH NOCIEACTBUS 32 KbpPMaueTara, opajan KOeTo He € He0OXO0AMMO NPEKbCBAHE Ha
KbPMEHETO B CJly4aH Ha KPaTKOBPEMEHHO JieyeHHe ¢ HOynpodeH Ha Jeka 10 yMepeHa 6oJika 1 TeMneparypa
B IIPENOPBHYBAHUTE J103H.

DepTHIIHTET:

MMa U3BECTHH JIJaHHH, Y€ JIEKapCTBaTa, KOUTO HHXMOUPAT LIMKJIO-OKCHIreHa3HaTa/

[poCTarjiaHMHOBa CHHTE3a MOXeE J1a PeAM3BUKAT YBPEXKJaHE HA WEHCKHUS PEPTUITMTET Ype3 Bb3/eicTBHE
BbpXY OBYyJjauusaTa. To3u edekt € 00paTuM ciie rpeKkpaTsiBaHe Ha JCYEHHETO.

3a e(ekra HAa HOYNpoGeH BbPXY (PepTHIUTETA NPH KEHH BUXK T.4.4.

4.7 EdexTn BbpXy cnoco6HocTTa 32 odupaHe H paboTa ¢ MALLHHH

He ca HeoOxoaHMH npeana3sHu MepkH NpHu ynotpeda B NpenopbYBaHHTE A03UPOBKA U MPOABIKUTETHOCT
Ha JICYEHHE.




4.8 HexeJ1aHH JieKapCTBEHH peaKlHH

CnuChKbT Ha HEXEJaHW JIEKApCTBEHHW peakUWM MOo-0Jy Ce OTHAcCs 3a KpaTkocpouHa ynorpeba Ha
nOynpodeH B no3upoBka karo 3a OTC npoaykr (Makcumym 1200 mg Ha neH). JlOMbIHUTENIHN HEXKeaHH
peakLUMH Morar Ja ce HaOJIlo/1aBaT NpH bJINOCPOYHO JIEYEHHE HA XPOHHYHH ChCTOSIHUS.

Bb3MOXKHUTE HEXETaHH JIEKADCTBEHH PEaKLMU, KOUTO Ce NMPOsIBSBAT NP UOYNpoeH ca NpeICTaBeH ! Mo-
10J1y, 'pyIIHPAaHH 110 CUCTEMa-OpraH KJjac KjlacH(pHKaLUiTa 1 4eCTOTa.

Hecrorara ce onpenens kakto cneasa: Muoro uectu (>1/10); Yectu (>1/100 no <1/10); Heuectn (=1/1,000
10 <1/100); Peaku (=1/10,000 no <1/1,000); MHuoro peaku (<1/10,000); HeusBecTHa (OT HaJlMYHHUTE JaHHH
HE MOXxe na ObAe HampaBeHa OlLeHKa). B oTaenHuTe rpynu mno yecrora HeXeJaHMTE PEakLMU ca
NPEACTABEHU B HU3XO/AILL e/l CIIOPEA CTENEHTAa Ha CEPUO3HOCT:

Haii-uecTuTe HeXeNnaHW JIEKApCTBEHH pEAKLUMH Ca C XapaKTep Ha CTOMALHO-YPEBHH HapYIIEHHS.
HexcenaHuTe peakuuu ca npeiMMHO 3aBUCHMH OT JI03aTa, 0COOEHO PUCKA OT 1105iBa HA CTOMALLHO-YPEBHO
KbpBEHE, KOWTO € 3aBUCHM OT []030BaTa rpaHMLA U NPONbL/DKHTEIHOCTTA Ha JICYEHHUETO.

HexenaHuTe peakiuu ca no-pejiky Npu MaKCHMaJiHa AHeBHa go3a 10 1200 mg.

KiMHWYHUTE M3ClieiBaHMs NOKa3BaT, ye ynorpebara Ha HOynpodeH ocobGeHo BbB BHCOKHM 103 (2400
Mg/I€H) MOXe Jla Ce CBbPXKE C JIEKO YBEJIWYEH PHCK OT apTePHaIHO-TPOMOOTHYHH CHOMTHS (Hanp.
MHOKapAeH HH(PAPKT UK UHCYIT) (BHXK T.4.4).

TABJIMIIA HA HE)XXEJIAHUTE PEAKLIUU

Cucrema-opran kiac YecToTa HexenaHu peakuun

Hapymwienss Ha  kpbBra u | MHoro Hapymenus Ha  xemonoesara  (aHeMHs,

nuMmdHaTa cucrema PEAKH NIEBKOMNEHHUS, TPOMOOLUTONEHHUS, MAHLIMTONEHHUS,
arpaHyJinuuTo3a).

[I'bpBUTE NpHM3Hauu ca temnepartypa, OONKH B
bPJIOTO, MOBBPXHOCTHH SA3BH [0 YycCTara,
FPUINONOAOOHH CUMINTOMM, CHJIHA OTNAJAHAJIOCT,
KPBBOHM3JIMBH OT HOCA M MO KOXKAaTa.

HapyuieHus Ha WMyHHaTa | HeuyectH Peakuuu Ha CBPBbX4YYBCTBHTEJIHOCT
cHCTEMa BKJIFOYBALIH ':
HevecTH YPTUKapHs W MPYPHTYC
MHoro Texku peakuMd Ha CBPBXYYBCTBHTEJIHOCT.
peaKH CuMnOTOMHUTE BKJIIOYBAT OTOK HA JIMIETO, €3UKA U

JapyUHKCa, 3aAyX, TaXMKapAus, XOIMNOTEH3Hs,
(aHauiaKcus, aHrHOEIEM HJIH TEXbK LLOK).
BiouiaBaHe Ha actMa U 6poHXOCMas3bM
HeussectHa | [loBHIIEHA pEaKTUBHOCT Ha peCNUPATOPHHSA
TPAKT, OTHACHILL CE JI0 aCTMA WJIH 3a/1yX

Hapyuienus Ha HepBHarta cuctema | Heuectn [ ‘n1aBobonmne
MHoro AcCenTHYEH MEHUHTUT?
peAKH
CbpAeyYHM HapyLIEHHS HeunssectHa | CbpaeyHa HEAOCTATBYHOCT H OTOLH
C Heussecrta | Cunapom Ha Kounis
4yeCTOTa
Cb/1I0BH HapyLIEHHS | HeussectHa | AprepHajiHa XHIIEPTOHHS
CromaiuHo- 4peBHH HapyuieHus | Heuectn | KopemHa 0OoJika, AMCnencus U rajeHe
Penku Jlnapus,  ¢QaaryneHUMs, KOHCTHNALKSA U
NOBPbLIAHE P "“3':‘;"‘*:1“1
,*f-' g i;_ﬁf}x




MHoro [lenTryHa S13Ba, nepdopauus HJIH
peaKH raCTPOUMHTECTHHAJIEH  KPbBOM3JIUB, MeEJIeHa,
XeMaremesa, rnoHskora ¢aranaHa, no-crnenyanHo
MpM MaUMEeHTH B  HanpeAHala  Bb3pacT.
Yuepo3eH CTOMATHT, raCTpuUT, O00OCTpsHE Ha
KOJHUT M OosiecT Ha KpoH (BHX T.4.4)

Xenaro-OuJIMapHu HapyLLIEeHHUs MHoro YepHoapoOHO yBpexaaHe
PEJIKH

Hapywenuss Ha koxara W | Heuectu Pa3jiMyHu KOXXHH OOpPUBH

MOAKOXHATA ThKaH MHoro Texkn koxHM HexenaHu peakuuun (SCAR)
PEIKH (BKJIOYUTEITHO epuTeMa MYJTH(OpPME,

ekc(osMaTUBEH NEPMATUT, CHHAPOM Ha Stevens-
Johnson ¥ TOKCHYHA enujiepMaiHa HEKPOJIH3a)

C Heussecta | JlekapcTBeHa peakuuss ¢ e€o3WHOPHIMA H

4eCcTOoTa cucreMHu cumnToMu (DRESS cunapom)
OcTtpa reHepajiu3upaHa €K3aHTEMAaTo3Ha
nycryno3a (AGEP)
Peakuuu Ha GOTOYYBCTBUTEIHOCT
Hapywenus Ha ObOpeuure u | MHoro OcTtpa 6bOpeyHa HemOCTAaTBYHOCT, ManujapHa
MUKOYHUTE MIbTHULLA peaKH HEKpO3a, 0CODEHO NpU ABJArocpoyHa ynorpebda,

CBbp3aHa C MOBHUILIEHA CEPYMHA KOHIEHTpALIHs
Ha ypesi ¥ OTOLHU

HU3cnenBaHus MHoro [IoHW)XEeHU HUBA HA XeMOrJIOOMHAa
peAKH [ToHnxkeH ObOpeyeH KIMPBHC Ha ypes

' JloknaaBaHUTE peaklMi Ha CBPbX4yBCTBHTEIHOCT NPH JIEYEHHE C HOYNPOEH Ce OTHACAT J10:
(a) HecneM(PHUHH aNIEPru4HU peaklMi, eAMHWYHH ClTyyad Ha aHa(UJIaKCHUS;

(0) moBWLIEHA PEAKTMBHOCT HA PECNUPATOPHHUS TPaKT, OTHACALL C€ A0 acTMa W BIIOLIABAHETO i,
OpOHXOCNa3bM, HJIK 331y X:

(B) pa3HOBUAHHU KOXKHH MPOSIBH, BKJIIOYMTENHO OOPUBHU OT pa3iMyeH THIl, NPYPHUTYC, YPTUKApHs, Nypnypa,
aHrMoezieMa 1 MHOTO psAJIKO eKCOSHAaTHBHU U OYJI03HU AAEpMATO3H (BKIIOYHTEIHO TOKCHYHA ENUAEepMalIHA
HEKpoJin3a, CHHAPOM Ha CTUBBHC-/[DKOHCBHH M epuTemMa MynTudopme).

* [laTOreHeTHYHUAT MEXAHU3BM Ha JIEKAPCTBO-HHY IHPaHUS ACENTTHYEH MEHHHTHUT HE € HATBbJIHO U3SCHEH.
Bbnpeku ToBa HaJMYHUTE 1aHHU 3a cBbp3aHus ¢ HCIIBC acenTHyeH MEHMHIUT HAcO4YBaT KbM pEaKLIMs Ha
CBPbX4YBCTBHTEIHOCT (MMOpaau ChBMAJEHHUE MO BpeMe ¢ ynorpebaTta Ha JIekapCTBOTO W MpEMHHABaHe Ha
CUMNITOMMUTE Cle]] IpeKpaTsaBaHe Ha JieyeHueTo). Tpadsa aa ce orbenexu, ye ca HabMoAaBaHU €IUHUYHH
CUMNTOMM HA acenTH4Y€H MEHHMHIUT (KaTO BpaTHAa PUrHAHOCT, rj1aBodoiue, rajieHe, nNoBpblllaHe, Tpecka
WJIH Ie30pHEHTAaLIUA) 110 BpEME Ha JieYeHHE ¢ HOyNnpodeH NpH NalMeHTH ¢ aTOMMYHHHU HapyleHHus (KaTo
CHCTEMEH JIyIlyC €pUTEMATO3YC, CMECEHA CbEIUHUTEIHO-TbKaHHa 6oJecT).

CrobuiaBaHe Ha NOAO3UPAHH HEXENAHU PeaKLIUH
CboO1aBaHETO Ha MOJO3UPAHUTE HEXEIAHU JIEKAPCTBEHU PEaKLMM Cliell pa3pellaBaHeTo 3a ynorpeda Ha
JIEKapCTBEHHUs NMPOAYKT € BaKHO. TOBa MO3BOJIsABA NMPOABDKUTEIHOTO Ha0I0/IeHHE Ha ChOTHOLLEHHUETO
[10J133/pUCK OT JIEKAPCTBEHHS MPOAYKT.

MeaHUHMHCKHTE CNIELMAIMCTH TpsOBa Aa choOLIaBaT 3a NMoJO3HMPAHMTE HEXEJIaHW JIEKAPCTBEHH peakiiuy
10:

N3nbiaHHTE/IHA areHIHs Mo JIieKapcTBaTa
yi. ,,JlJamsH ['pyeB* Ne 8
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4.9 Ilpenosupane

[lorabuianero Ha noseve ot 400 mg/kg or neua Moxe Aa ce NPOsiBU 4pe3 pasjiiuHH CUMNTOMH. [Ipu
Bb3PACTHH PEAKIIMHUTE NPH MPEI03UPAHE HE Ca TaKa U3Pa3EHH.

[leprosa Ha nony-XUBOT npu npepo3upatxe e 1,5 - 3 yaca.

[Ipeno3upane

[Ipy noBe4yeTO MalMEHTH, KOWTO Ca MOrbJHAIM 3HAYMTENIHO OT KJIMHHYHA IJIEJHA TOYKA KOJIUYECTBO
HCIIBC, npeo3upaHeTo HAMa 1a ce MpOosBH € IPYro OCBEH raJieHe, MOBpPbIIaHe, enuracTpajiia 6oaka uiu
no-psako auvapusd. Lllym B yuiure, rinaBodonne, CTOMallHO-YpEBHO KbPBEHE ChIIO ca B3MOXHH. [IpH no-
CEPHO3HH OTpaBsHHUSA, TOKCMYHOCTTA 3acira LEHTpaJlHaTa HEPBHAa CUCTEMA W Ce€ MPOABSBA C BEPTHIO,
CbHJIMBOCT, MOHsAKOra mnpeb30dyna W Je30pHeHTalMss HJIM KoMma. [loHskora nalueHTHTEe pa3BUBAT
KOHBYJICHH. [IpH cepHO3HO OTpaBsHEe MOXe€ Ja HacThblM MeTaboaMTHA auuao3a. Moxe na ce MOSBH
XUMEpKaIHEeMHs U Aa Ce yIbJDKH NpoTpoMOMHOBOTO BpeMe/INR, BEposiTHO AbJkalllo ce Ha CMYILIEHUS Ha
JICHCTBMETO HA UMPKyJMpalliuTe cheupBallu ¢axkropu. Moxe jga ce nosBAT octpa ObnOpeyHa
HEOCTaTbYHOCT, XMIMIOTOHHS, MOTHCKAHE HAa JMILIAHETO M LIMaHO3a, KAKTO M YBpeXJaHe Ha YepHHS ApoD.
ByiomaBaHe Ha actMaTa € Bb3MOXHO MPH aCTMaTHLIH.

TepaneBTHUYHH MepKH
Hama cneuuduueH aHTHAOT.

JleueHnero TpsibBa jna ObJe CHMNTOMATHYHO M MOANMOMAraillo, W BKJIKOYBA MOJIbPXKAaHE HAa CBOOOJEH
Bb3yLIEH MbT K MOHUTOPUHT HA CbPACYHHUTE U XKU3HEHUTE MOKA3aTe/Id 10 CTaOMIM3UPaHETO UM. Moxe
ia c€ B3€ME MpEeABU/ NEPOPATTHOTO NpHJlaraHe Ha akTHBEH BBIJIEH U CTOMALLIHA MPOMMBKA, aKO MalnMUeHTa
ObJe JieKyBaH 10 1 4ac OT NOrIbIIAHETO HA MOTEHLHATHO TOKCHYHO KOJIMYeCTBO. AKO HGynpodeH Beye ce
¢ abcopOupasi, MOXKE Ja Ce MpOJIOXKAT aNKaJHU CyOCTaHIMM, 3a Ja CTUMYJIMPAT OTAEJSHE Ha KHUCEJIUs
HOynpodeH upe3 yupHara. AKO 3a4ECTAT WM Ce yAbJDKAT, KOHBYJICHUTE TpsOBa 1a ObJAT JEeKyBaHH C
MHTPABEHO3€H JMa3enam uiu jopasenam. [1pu actma ce npuiarat 6poHXOaKIATATOPH.

5 ®APMAKOJIOT'HYHHU CBOMCTBA

5.1 PapMaKoJIHHAMHYHH CBOHCTBA

(Dapmam*repanemmma I'pyna. npoTHBOBbB3IMAJIUTCIIHH W aHTHPEBMATH4YHH TNPOAYKTH, HECTEPOHIHH
[MPOU3BOJHHU HA NMPONMHOHOBATA KUCEJIHHA

ATC Koa: MO1AE 01

Uoynpoden e HCIIBC nokazano ebukacHOCT npu 00HYaiHHTE €KCNIEPUMEHTAIHN YHUBOTHHCKH MOJIEH
Ha Bb3MajeHHE 4pe3 MOTHCKAHE Ha MNpocrarjaHavHoBara cuHTe3a. [Ipu xopa uOynpodeH HamassBa
Ooskara, oTouMTEe M Temreparypara npv Bb3nasenue. OcBeH ToBa WOynpoden obparimo MHXHOMpa
TPOMOOLMTHATA arperalms.

KaunnuvHata epekTHBHOCT Ha HOynpodeH e JokasaHa npu 60JIKK KaTo riaBobosike, 3606011 U JMCMEHOpes
M NpH (eOpHIIHTET, OCBEH TOBa M NPH NauMeHTH ¢ Oonka U (eOpUIMTET CBBP3aHHW C MPOCTYHH
3a00JI1BaHHUS W IPHII, KAKTO U MPH MOJEJIH Ha OOJIKM KaTo NpH Bb3NAJEHO I'bPJO, MyCKYJIHA 60Ka MK
MEKO-TbKaHHH TPaBMH H 00JIKH B repba.




ExcriepuMeHTaJlHK JaHHHU NOKa3Bat, Y€ uoynpodeH Moe KOHKYPEHTHO J1a MHXHOHpa eeKkTa Ha HUCKHTE
N03M alleTHJICAJIMIIMIIOBA KHCEIMHA BbPXY TPOMOOLIMTHATA arperalus, Korato ce rnpujarat
eIHOBpeMeHHO. Hsikou apMakoMHAMUYHH MTPOYYBaHHUSA MOKA3BaT, Y€ KOrato eqHokparHa ao3a ot 400
mg ubynpodeH, npuera 8 yaca npeau uiau 10 30 MuHyTH ciea 81 mg aueTHIcaMIIMIOBa KHCEJIMHA C
He3a0aBHO 0CBOOOIK1aBaHe, € Habo1aBaH NMOHMXKEH eEKT HA aLIeTHJICAJIMLIHIIOBA KHCETMHA BbPXY
oOpa3yBaHeTO Ha TPOMOOKCAH MJIM arperauusaTa Ha TpoMOoLMTUTE. BbIpeky, Y€ UMa HECHTYPHOCT NpH
€KCTparnoJialus Ha T€34 JJaHHHU OT KJIMHUYHHU CJIy4yaH, He MOXKe 1a Ob/ie U3KIII0YEHA Bb3MOXKHOCTTA, Ye
PH pea0BHATA MPOAbJDKUTENHA yioTpeba Ha uOynpodeH MoXe J1a HaMallid KapIMONTPOTEKTUBHHUS e(eKT
Ha HUCKH /1034 aLlEeTHJICAJIMLIMIIOBA KMcelrHa. He € Bb3MOXkHO J1a ce Habro1aBa KIIMHUYHO 3HA4YUM e(heKT
npH HepeaoBHA ynorpeba Ha ubynpodeH (Bux T1.4.5).

[IpoyuBaHe npu aeHTaliHa OoJsika € MokKasaljio, Y€ NalMEHTHTE Ca MOYYBCTBAJIM CTATUCTHYECKH 3HAYMMO
obsiekyaBaHe Ha Oosikata 10 15 MHUH. cinea npuem Ha Hypoden Pemuna @opre B cpaBHeHHe ¢ nnauedo. B
TOBa MPOYYBAaHE 3HAYMUTEJIHO IMOBEYE MALMEHTH Ca M3MHUTAIM Oce3aeMo obJiekyaBaHe Ha OoJikara ciej
npueM Ha Hypoden @emuna Qopre B cpaBHeHUE ¢ napauneramon tabnetku (96.3% cnpsamo 67.9%). Teswu
MalMEHTH Ca U3MHUTAJIA ChILO TaKa 3HAYUTEJIHO MO-roJIIMO pelyllupaHe Ha HHTEH3UTETa Ha DoKaTa U 1o-
rojisiMo obJsiekuyaBaH € Ha OoJjikata Ha 6-THS 4ac B CPaBHEHUE C NMALMEHTHTE NMPUEMALIM Napaueramo.
[Ipunarailku Meroja 3a OLEHKA HAa KOHLUEHTpaluATa, NalMeHTUTE MnoJydaBaiy MbynpodeH HaTpuid ca
MMaJIH 3HAYUTEJIHO NMO-ToJIsMa 10J13a CpAMO TE€3H NoJjy4aBally niaueoo.

5.2 DapMaKOKHHETHYHH CBOHCTBA

HUOynpodeHn ce pezopOupa Obp30 OT raCTPOMHTECTHHANHUS TPAKT M c€ pasnpeness 0bp30 B TAJIOTO.
HUbynpodeH ce cBbp3Ba ¢ Mia3MeHUTE MPOTEMHU B 3HAYUTENHA cteneH. MOynpodeH npemMuHaBa B
CHHOBHAJIHATa TEYHOCT. EKCKpeuusita npe3 Ob0penuTe € Obp3a U NbJjiHa.

MakcUMaJlHH CEepyMHHM KOHLEHTpaUMH ce€ HaOmoaaBar 1-2 4yaca cien npuaokeHUeTo uoynpodeH
KucenuHa. Hanuuuero Ha xpaHa moxe aa 3abaBu abcopbuusita. ToBa BpeMe Bapupa MExXIy pa3M4yHUTE
nekapctBeHH (GopMH. CpeHO MaKCHMMAaJIHM MAa3MEHH KOHLEHTPALMH C€ JIOCTHUraT NnpuOJIM3MTENHO 35
MHHYTH ciien npunoxeHue Ha Hypoden demuna @opre, chabpxaiim 512 mg ubynpoden Harpuid. [Tpu
cpaBHsiBaHe Ha 2 TtabseTtku Hypoden Pemuna Popre u 2 tabnerku Hypoden PDopre 400 mg, cpeaHure
MUKOBH IMJIa3MEHH KOHLIEHTPALMKU Ca JIOCTUIHATH MOBEYE OT JiBa MbTH No-0bp30 npu nbynpodeH HaTpuii
(35 muH.) B cpaBHeHHe ¢ HOynpodeH (90 muH.). Tabnerkure Hypodhen demuua Popre ce npuLenBaT B
OoJikaTa aBa MbTH NO-0bp30 OT cTaHaapTHUA Hypoden Dopre, chabpxalll HOynpodeH.

HUoynpoden ce merabonusupa ce B YepHUA ApOo0 (XMAPOKCHIMpaHe, KapOOKCHUJIMpaHe, KOHIOMMpaHe) M
(apMakoJIOrHYHO HEAKTUBHUTE MY METa0OJIMTH Ce eMMHMHHUpAT riaaBHo npe3 ObOpeuute (90%) M upes

KJIbuKaTa. BpeMeTro Ha nosiyeJIMMUHUpAHE NpU 3ApaBd UHAWBHMAM W TNIPU TaKMBa C YEPHOAPOOHH M
Ob0peunu 3abonaBanus € 1.8 10 3.5 yaca

BpeMeTo Ha nojyeTMMUHHUPAHE € 0OKOJIO 2 Yaca.

He ca HaOnroaBaHu 3HaYMMH pa3iuy4usi BbB (PapMakOKMHETHYHHMS NMPO(HI NpU NalMeHTH B HanpeaHasa
Bb3pacT.

[Ipu orpannyeHu npoy4ysaHusi HOynpogeH ce oTaeNs B KbpMara B MHOMO HUCKH KOHLEHTPALU K.
S.3 IIpeaKJMHHYHH JaHHH 33 0€30MacHOCT

OcHOBHUTE TOKCHYHU edexkTH Ha HOynpodeH, HabnogaBaHW MPU H3NUTBAHHS BbPXY MKHUBOTHH Ce
MPOsBABAT B JIC3WH W YJILIEPALMH HA racTpo-MHTeCTHHaNIHMA TpakT. MOynpodeH He nokaza mMyTareHeH

———
s

NOTEHLUMAN In VItro ¥ KaHUEPOreHHOCT MpHU IJbXOBE W MHUIUKH. EKCnEpUMEHTasHu npoy4ysa ca =
nokasaju, ye HOynpogeH npemM1Hasna Ipe3 rjalueHrara, HO HiMa JJaHHH 3a TEPATOr€HEH €(eKT. /f/’ A




6. GAPMAILIEBTUYHU JAHHHU

6.1 ChnucbK HA NOMOINHHTE BelIeCTBA

Kpockapmeno3sa Harpuesa coi (E 468), Keunuron (E 967) Mukpokpucranua ueiynosa (E 460), Maruesues
creapar (E 572), Cunuumes auokcun, konouzneH, (E 551), Kapmenosa narpuea con (E 466), Tank (E
553b), Apabcka ryma, uscyiuena upes pasnpaiuaase (E 414), 3axap, Tutanos auokcua (E 171), MakporoJ
6000 npax, YepseHo mactuino Onakoa S-1-15094.

6.2 DOU3HKO-XHMHYHH HECHBMECTHMOCTH

Hsama

6.3 Cpok Ha rogaocTt

2 FOJIMHH

6.4 CroneuHaaHH yCJIOBHS HA ChbXpPaHEHHE

He ce M3McKBaT CrielMaiHK YCJIOBHS Ha CbXpaHeHue. J]a ce ChXpaHsBa B OPHIHHAJIHATA ONaKOBKa.

6.5 Buau chabpkaHHe Ha ONAKOBKATA

biMCTEpHH OMaKoOBKH, CBHCTOAWIM ce OT OaucTepH OT Henmpo3padeH 6sn1 250 um PVC ¢ 90 gsm
nonuBuHUAeH (PVdC), Tonno-3anevyaran kbM 20 pm anymuHueBo ¢onuo. Bavcrepure ca onakoBaHu B

KapTOHEHA KYTHS.

OnakoBka Hypoden ®emuna @opre chabpxka 12 niu 24 06BUTH TaGIeTKM B KAPTOHEHA KYTHSL.

He BcHUKkH ONakoBKH LLie Ce NpoAaBaT Ha nasapa.

6.6 Cneuna/HH NpeANa3sHH MEPKH NPH H3XBBbPJIsIHE

HsMa npusioxeHnu

7. IPUTEXXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Reckitt Benckiser (Romania) S.R.L.
48 lancu de Hunedoara Boulevard, Building Crystal Tower
I 1th Floor, District 1, Bucharest, PymbHus

8. HOMEP HA PAZPEIIEHUETO 3A YIIOTPEBA
Per. Ne 20100648

9. JATA HA ITBPBO PA3PEIIABAHE / INMOJAHOBSIBAHE HA PA3PELIEHUETO 3A
YIIOTPEBA
toJid, 2010

10. JJATA HA AKTYAJIN3BUPAHE HA TEKCTA
HoeMBpH, 2023
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