KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

¥V To3u nexapcTBeH NpoAYKT NOMUIEKH HA NOMBIHHTETHO Habsmoenue. Toga e no3sonu 6p30T0
YCTaHOBsBaHE Ha HOBA HH(OPMALIMs OTHOCHO Ge30macHOCTTa. OT MeMIMHCKHTE CIIELMATHCTH ce
H3HCKBA /1a ChOOIIABAT BCAKA M0/I03UPAHA HEKENaHA Peakims. 3a HAYMHA HA choOLIIaBaHe Ha
HEKEJIaHH pPeaKkiMK BHKTE TOouka 4.8.

1. UME HA JIEKAPCTBEHMUS ITPOJAYKT /d O /D 02__\'\3
Henakun 500 mg cromamHo-yeroitunsm TabaeTku —
Depakine 500 mg gastro-resistant tablets G lz}-? F §7 - 7- i,

2. KAYECTBEH H KOJIHMYECTBEH CBHhCTAB

Besika Tabnetka ebabpika 500 mg natpues Banmnpoart (sodium valproate).

| lOMOLIHO BELIECTBO ¢ M3BECTHO /eHCTBHE: HaTpuH 69,19 mg/rabnerka (Bxk. TOuka 4.4)

3a NBbJIHUSA CITUCHK HA NMOMOIIIHHUTE BCLIECTBA BUKTE TOYKa 6. 1.
3. JJEKAPCTBEHA ®OPMA

CromauiHo-ycToiunBa TabieTka, OLBETEeHa B KBIITO.

4. KIMHUYHHU JAHHU
4.1 TepaneBTHYHH nNoOKa3aHHuSs

Ennaencus

*  IlbpBHUHO renepanrusupann enuaencHu 1 NpHNATbHIM

e  Tunose npucrbnm:
abcancw (petit mal), reHepanM3HpaHH TOHHYHO-KIOHHYHH (grand mal), TOHHYHH ¥ ATOHHYHH
[MPUMNAIBLUH, MHOKJIOHHYHH [PHCTBITH, HHDAHTHIHN CrIa3MH.

* leHepanusupany enuIeNCHA U ENMICTITHIHH CHHAPOMH:
adCaHCHA EMWIIETICHS, IOBEHHTHA MHOKJIOHHYHA eMHIerCHs (CHHpOM Ha Janz), enuiencus ¢
CHEPATHIHPAHH TOHHYHO-KJIOHHYHH MPHIIAABLH NPH chOVKAaHe, HOTOCCH3UTHBHH eITHIIETICHH.

e  Cunapom Ha Lennox- Gastaut.

e  Cunapom na West.

*  DokajHH (MapUMaTHH) MHICTICHH M IIPHCTBIH C WIH Ge3 BTOpPHYHA reHepain3aLius.

bunoaspuo pascrpoiicro

JleueHne Ha ManueH enu3on npw OMIIONIAPHO Pa3CTPOMCTBO, KOraTo JUTHI e MPOTHBOITOKA3aH HIIH He
ce Tonepupa. lIpoabikasane Ha IeYeHHETO Clle/1 MAHHEH eMH30/1 MOKE 14 Ce OOMHCITH [pH
ALHEHTH, KOHTO Ca Ce MOBJHAIH OT BAJANPOAT NPH JICYEHHETO HA OCTPA MAHHS.

[lpu A€UA: KATO CaMOCTOATEJIHA TCparius HJIH B H(‘JhlﬁliHﬂIlHﬂ C JIPYT QHTHEITHIICITTHYECH JACKAPCTBCH

[IPOJYKT:
JleueHne Ha reHepaM3MpaHa enUICHICHA: KIOHHYHH, TOHHYHM, TOHHYHO-KJIOHHYHH NPUNATbUM, -
adCaHCH, MHOKJIOHHYHH HPHCTBITH, ATOHHYHH NTPHUNIA/TBLIM; CcHHIpom Ha Lennox-Gastaut: / \WAN ““ :
Jleuenne Ha napumanna enuiencus: napunanHm MPHCTBITH C WK Oe3 BTOPHYHH IeHepaiu3ppani. ) \\
[PHNATBLH. [ X)) L A

4.2 JIo3MpOBKA M HAYHH HA NPHJIOKEHHE

Ta3u popma He e noaxoasgma 3a aeua noj 6 roaxIIHA Bb3pacT (PHUCK OT 3a1aBsiHe).



Q(BH PDOBKR

Cpeana mosa Ha 24 yaca:
-NopacTBall ¥ BB3pacTHH: oT 20 no 30 mg/kg (3a npeanounTane € 1a ce W3NoMRAa TabsieTka, XpoHo
TabneTKa WM rpaHyaMpaHa $opMa ¢ YIBIKEHO ocBOOOX 1aBaHe).

Hauun na npunoxcenue
IlepopanHo npunoxenue.

JlHeBHaTa f03a TpsGBa Aa ce npuema 8 2 Wy 3 (IpHCMa, 33 IPEANOYHTAHE [10 BPEMe Ha XpaHeHe.

Havano ua aevenuemo

AKO nalMeHTsT e 61 JICKYBaH BEYEC C NIPYTH AHTHENTHNENTHYHU NPOAYKTH, BKIOYBAHETO Ha HaTpHEB
BA/MpoaT TpAOBa Na CTaHe NOCTENEHHO, TAaKa Ye 1a ce AOCTHIHE ONTHMATHA JO3HPOBKA 3a OKOJIO [BE
CEIMHLH H Cnea TOBa, ako € HeoOXoaumo, aa ce PEAYUHPAT CBITBTCTBALLIHUTE TEPAIHH, B 3aBHCUMOCT
OT NOCTUIHATHA KOHTPOJI.

AKO NaUMEHTBT He NPpHeMa APy aHTHENWIeTTHYHM CpEACTBa, 3a NPEANOYUTAHE € 103aTa Ja ce
YBE/IH4aBa Ha BCEKH 2 WIM 3 THM, TaKa Ye 11a ce AOCTHIHE ONMTHMATHA JAO3HPOBKA 32 OKOJIO e1HA
CeaAMHMILIA.

AKO € HEOOXO0IHMO, KOMOHHHPAHO NTEUEHHE ¢ APYTrO aHTHENHICNITHYHO CPEACTBO TPAGBa fa ce
BbBCXKAA NOCTENEHHO (Bx. Touka 4.5 B3aumongeiicTRus ¢ ApYTH NE€KapCTBEHH NPOAYKTH H APyTH
¢popMH Ha B3aumoaelcTBue).

Manuen enu3son npa 6unonsipuo pascTpoiicTso

IHpu ev3pacmnu

HnesHata no3a Tpsabea na 6b1e ycTaHOBEHA U KOHTPO/IMpaHa HHAMBHAYAIHO OT JIEKYBALIHS JIeKap.
[lpenopbuaHata HayanHa aAHeBHa 103a € 750 m g- OcBeH ToBa B KITMHHYHH M3MTHTBAHMA HA4aTHA a03a
oT 20 mg Bannpoat/kg TenecHo Terao chilo NoKa3sa NpHEMNTHB Npodin Ha 6esonacHoct. PopmuTe ¢
YABJDKEHO OCBOOOXKaBAHE MOTAT Aa ObIAT NPWIATAHH BEIHBK HIH ABa ITbTH AHEBHO. /lo3aTa Tpabea
Na 6b]e YBETMYEHA KOMKOTO € BB3MOMKHO no-6bp30, 3a 1a ce NOCTHIHe Hal-HHMCKATa TEPaNneBTHYHA
AO33, KOATO BOAH 10 KeNaHUs KIMHWYeH edekT. JlHeBHaTa no3a TpAOBa na 6b11e ananTHpana cnpsamo
'IHHHYHHA OTrOBOD, 32 114 € ONpeje/u Hali-HucKaTa eeKTHBHA 1032 3a WHAHBHAYATHUS NALUCHT.
CpenHata nHeBHa 033 OGHKHOBEHO Baprpa Mexaly 1 000 u 2 000 mg sannpoar. [TaurenTy, kouto
[IOTy4aBaT AHEBHH 1034 NO-BHCOKH OT 45 mg/kg TenecHo Tero AHEBHO, TpaOBa na Obaar
BHUMATEJTHO NPOC/IEASBaHH.

IpoasnxasaneTo Ha nedeHneTo 3a MaHmIiHY enU30IK NpH OUNONSPHO pascTpolicTBo TpsGBa aa 6bae
A1aNTHPaHO HHAWBHAYATHO, KATO Ce U3M0/13Ba Hali-HUCKATa edeKTUBHA 7032,

Cneuvanyu nonynanuu

Heya

Ennnencus

Ot nepopanuure JIEKAPCTBEHH POPMH, ClIeAHUTE NIEKAPCTBEHH GHOPMH Ca NO-MOAXOAAIIY 34

fpuiarane IpH feua Ha Bu3pact nod 11 roaunu (cupor, NepopaneH pa3TBOP U rpaHyJiH).

[Mpu naumenTH ¢ 66peyna HeOCTaATBLYHOCT

nauueHTa (BXK. Touka 4.4).

bunonspxo pascrpoiicTeo
TTpu oeya u ronowu




E¢uxacHocTTa Ha Jlenakun 500 mg 32 neueHne Ha MaHUHHM €MTH301H APH OUINONAPHO pa3cTPOHCTRO

He ca DM/ OLICHSABAHM NPH MALMEHTH Ha BBb3pacT noa 18 roaunu. 3a HHGPOPMalUMa CBBpP3aHa C
be3onacHOCTTa NpH Oeua BUKTe TouKa 4.8.

ela oT MEHCKH N0 M KEHU ¢ JeTepoeH NOTEHIIHAN

Jieuenunerto c [lenakun 500 mg Tpa6Ba na ce 3anoune u HAGMIONaBa OT CTMELHAIHCT € ONMUT B
JICUCHHETO HA eMUIIENICHA HIH OMNONAPHO pa3cTpolicTBo. Bannpoar ue Tpabra na ce u3nona3ea npu
ACLA OT KCHCKH MON U KEHH C IeTepOeH NMOTEHLUAN, OCBEH KOTaTO IPYrUTe JeUeHHs ca
HeeeKTHBHM HITH HE Ce MOoHacAT aobpe (Bk. ToukH 4.4 U 4.6).

[lon3ata ¥ pycKbT TpaGBa BHUMATENIHO 4 Ce OLEHABAT NpH PYTHHHHTE NpErieay Ha JIeUeHUeTo.
Bannpoar ce npeanucea u oTIycka B ChOTBETCTBHE ¢ Ilporpamara 3a npeanassane ot 6peMeHHOCT
npy ynorpeda Ha Banmpoat (Bx. ToukH 4.3 u 4.4).

3a npeAnoYHTaHE € BAJIIPOAT /1A Ce MIPEITUCBA KATO MOHOTEpanus ¢ HaH-HHCKaTa edeKTHUBHA 034,
KO € BL3MOXKHO KaTO JIEKAPCTBEHA (PJOPMa C YABIDKEHO OCBOOOXKIABaHe, 3a 1a ce MpeJoTBPaTAT
BHCOKH NUKOBH IU1a3MEHH KOHUCHTpalHK. JHeBHaTa 1032 Tps6Ba na Gbae pasaesieHa Halfi-MaTko Ha
ABE EAHHWUYHH AO3H (BXK. ToUKa 4.6).

Mrixe

Hpenopwusa ce neyenunero ¢ Jenakux 500 Mg 4 C€ 3aM04YHe U KOHTPOIMpA OT CNELHATHCT C ONKUT B
JIEYCHHETO HA CIIUIIENCHA UK OHNONAPHO pa3CcTPOUCTRBO (BXK. TOUKH 4.4 U 4.6).

Cnen ocBo6oxaaBaHETO Ha aKTHBHOTO BELUECTBO, B XO/IA HA npoueca Ha 3adaBeHo 0cBOOOXKIaBaHE H
B CJIEICTBHE OT NPHpOATa HAa MOMOLIHHTE BELUECTBA B ChCTAaBa MY, HHEPTHHAT MaTpHKC He ce
abcopbupa OT XpaHOCMUWITATENHHS TPAKT, a ce CTMMHHHPA C H3NPAKHEHUATA.

4.3 TlporuBonoxkazaHus

Henakun 500 mg e npoTHBONOKazaH Npu cregHuTe CHTYaLHU:

- CBpBXYYBCTBHTENHOCT KbM HATPHEB BANNPOAT MAH KbM HAKOE OT NOMOLIHHTE BELLECTBA,
u3bpoeHu B Touka 6.1.

- OCTbp XenaTuT WK XpOHHYEH XEMaTHT,

- Jlnuna nnn pamuHa aHamMHe3a 32 TeXKBK XenaTHT, 0coGeHo CBbP3aH ¢ JIeKapCTBa.

- Hephonpobua nopdupus.

- Bannpoart e npotusonoxasan npu nauuenTH c MHTOXOH/IPHANHH HApYLUCHHA, PHUYHHEHH OT
MYTalHH B AAPEHUSA [€H, KOQHPALL MHTOXOHAPHATHUA €H3UM ToniuMepasa v (POLG), Hanp.
cuHapom Ha Alpers-Huttenlocher, kakro u npu geua non aseroauuiua Bb3pacT, 3a KOUTO ce
CMATA, U UMaT HapylteHHe, cBbp3aHo ¢ POLG reka (Bx. Touka 4.4).

- llaltMeHTH ¢ H3BECTHH HapYUIEHHA B YpeliHUA LMK BT (BXK. TOUKa 4.4).

- INaumenTy ¢ HekopHrHpaH cucTeMEH MbpBHUEH KApPHUTHHOB JAePUUMT (BXK. TouKa 4.4
MauneHTH ¢ pHCK OT XMNOKapHHUTHHEMHS).

JleyeHHe Ha enunencus

* N0 BpeMe Ha OPEMEHHOCT, OCBEH KOTaTO HAMA NMOAXOAALIO AITCPHATHBHO JIeYEeHHE (BX. TOYKH
4.4 v 4.6).

*  TpHOKEHH C ICTCPOAEH MOTEHUMAN, OCBEH KOTaTO Ca M3ITHIHEHH YCJIOBHATA Ha [Iporpamara 3a
npeanasBaie OT OPEMEHHOCT (BXK. TOUKH 4.4 u 4.6).

JleyeHre Ha GUMONAPHO PAa3CTPOHCTRO
* N0 Bpeme Ha OpeMeHHOCT (BXK. TOukH 4.4 u 4.6).

-
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*  [PHKCHH C NETEPOAEH MOTCHLIHAN, OCBEH KOTaTO Ca H3MBIHEHH YCIOBHATA Ha [Tporp W o ﬁq\\
T

npennassaHe OT OpeMeHHOCT (BXk. TOHKH 4.4 H 4.6).
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4.4 Cneunanuu npeaynpexacHus u NpEeANa3HH MEPKH NPH ynoTpeda = ( '

Momnuera//leBoiiku/Kenn ¢ nerepogen norennHan/bpemenHocT




Henakun 500 mg ne Tpabea aa ce u3nonsBa IIpH MOMH'ETA, NEBOWKH, IIPH KEHH C JeTepOJcH
NOTEHUHAN WM OpeMEHHH XKeHH, OCBEH B CITyyail, KOraTo ANTEPHATHBHHUTE JICYEHHS ca
HEe(DEKTHBHH WIH HE Ce MOHACAT Nopax BHCOK TEPaTOr€HEH MOTEHUMAI H NMOBHLIEH PHCK OT
CCPHO3HH HApYLICHHUS B pa3BHTHETO Ha GebeTa HinoxkeHH BLTPEyTPOOHO Ha Banmpoar. [lonsara u
PUCKBT TpAOBa BHUMATENHO J1a Ce OLIEHST NO BPEME Ha DYyTHHHH Nperienu, npes mydeprera U
CIIELLIHO KOraTo >KeHa ¢ ReTepOoAeH NoTeHUHal, neKypaHa ¢ Jenakuu 500 mg rniiaHupa 6peMeHHOCT
WJIH MPEOCTON OpeMeHHOCT.

/Ken ¢ neteponeH noreHuuan TpsGea a U3MoN3BAT e(PeKTHBHA KOHTpALICTILIMA 110 BpeMe Ha
JieYeHHE U 1a 6bIAT HHPOPMHPAHH 3a PHCKOBETE CBbp3aHH ¢ ynotpebara Ha Jlenakux 500 mg no
BpeMe Ha OpeMeHHOCT (BX. Touka 4.6).

Jlekapsat Tpsabpa aa rapanTHpa, ye Ha NauMeHTKaTa e NpeaocTaBeHa MbJIHa UHpOpMaLMS 32
PHCKOBETE, KAaKTO M CHOTBETHH MaTePHAIH, KaTo OpoLIypa 3a MaLMeHTa, 3a 1a NOANOMOIHE
pa3bupaHeTo i OTHOCHO PHCKOBETE.

MeanunHekHAT cieunanuct Tpabea fa e ybeneH, ye NauMeHTKaTa pa3bupa:

. ECTecTBOTO U TeXECTTa Ha PUCKOBETE NPH EKCMIOZMLINS 110 BpeM¢ Ha OpeMEHHOCT, no-
CIICLIHAITHO 32 TEPATOr€HHH PUCKOBE W HAPYILEHHS B PAa3BUTHETO. |
. Heobxonumoctra ot edekTHBHA KOHTPaLIENLIHA.

. HeobxoauMocTTa 0T penoen npernen 1 oLenka Ha neueHteTo.

. HeobxoaumocTTa oT cnewta KoHeyaTaLu, aKo IaHKMpa OPEMEHHOCT WUITH € BH3MOXKHA
OpeMeHHOCT.

Ilporpama 3a npeanaisaHe oT GpeMenHOCT

BannpoaT uma BUCOK TepaToreHeH MoTeHLUHaT 1 Aeuara, ¢ eKCIO3ULMSA i1 ulero Ha BaNNpoar ca ¢
BHUCOK DHCK OT BPOJICHH MaiOpMaLIMH H HAPYLIIEHHS B Pa3BUTHETO Ha HEPBHATA CHCTEMA (BK.
TOYKa 4.6).

Henakun 500 mg e npotuBonokasan NPH CJIETHUTE CUTYALIMH:

JleueHue Ha enunencus

. No BpeMe Ha OPEMEHHOCT, OCBEH KOraTo HAMA MOIXXOIALLO anTEePHATHBHO JIeUeHHE (BK.
TOYKH 4.3 1 4.6).

. HPH KEHH C ACTEPO/ICH NIOTEHLIHAI, OCBEH KOTATO C2a HINMBJIHEHH YCIIOBHATA Ha [Iporpamara
3a npeanaspade oT OpeMEHHOCT (BXK. Toukk 4.3 1 4.6).

JleyeHue Ha ounonsapHo pascTpoRCcTBO

. 1o BpeME Ha OpeMeHHOCT (BX. TOukH 4.3 U 4.6).
. fpH KCHH € AETEPOICH NOTEHLIMAN, OCBEH KOTATO Ca H3MTbJIHEHH YCNOBHSATA Ha [lporpamara
32 MpeanassaHe oT OpeMeHHOCT (BXK. ToukH 4.3 1 4.6).

Ycnosus Ha [lporpamara 3a mpeanazsane oT OpemeHHoCT

[Ipeanucpaiumar nekap Tpabpa aa rapaHrTupa, ye:

. HHIUBHIYANHUTE 00CTOATENCTBA TPAOBA ga GbAAT OLIEHABAHH BbB BCEKMU OTHEJIEH CMyy4aii, |
KaTo nauMeHTKara ObJe BKIOYEHA B IUCKYCHATA, 32 12 ce rapaHTHpa aHraXXMpaHOCTTA i, Aa
ce 0DCHIAT TEPaneBTHUHHTE BE3MOKHOCTH M 1 Ce rapaHTHpa HEHHOTO pa3OHpane Ha
PHUCKOBETE H HEOOXOAUMHTE MEPKH 32 CBEXK/AHE HA PUCKOBETE 110 MUHUMYM;

. MOTCHUHATLT 32 HACTBINBAHE HA OPEMEHHOCT € OLIEHEH NPH BCHYKH MALMEHTKH OT 3KeHCKH
noJ;

. NauxeHTKaTa € pa3dpasia H NpHeNa PUCKOBETE OT BPOLEHHU MaJihOPMaLUK ¥ HapyLLUEHUS B
Pa3BUTUETO Ha HEPBHATA CUCTEMA, BKIIOUHTENHO CTENEHTA Ha TE€3H PUCKOBE 32 IELATA C |
€KCIO3HLMA i1 ulero Ha BANNpPOAT; o ~3

. NauMeHTKaTa pa3dupa Heo6X0AMMOCTTa OT MPOBEXIAHE HA TECT 3a DpemMeHHOCT npes gj&" [ 7.
3aTMOYBAHE HA NIEHEHHETO U M0 BpEMe Ha JIEYEHUETO, KAaKTO € HEOOXOIUMO; Ry /:“ X

. NalHCHTKATA € KOHCYITHPaHa NO OTHOLLIEHHE Ha KOHTPALETILMATA H € B ChCTOSHL qiﬁ%e;’?}:»ﬁ

. L. AN I
cb0Opa3H ¢ HEOOXOAMMOCTTA OT H3MON3BAHE Ha e(eKTHBHA KOHTpauenuus (3a nn§g1 reeshi o T

NoApOOHOCTH, MO BHXKTE NOITOUYKA »KOHTpalenuus™ Ha TOBa npeaynpexacH é,'i;c era),» 47 s
AN R
6e3 npekbeBake no BPEMC Ha LIC/iHA NEPHOA Ha JIEYEHHE C BAIpoar:; W ‘
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. NMallMeHTkaTa pa3brupa HeOOXOAUMOCTTa OT peZioBeH (MOHE BEAHBK FOIMLIHO) npernea Ha
JICYCHUETO OT CNCHHANUCT C OITHT B JICHEHHETO Ha €NMNENCHS, GHIMONAPHO PasCTPOICTERO:

. NauMeHTKaTa pa3bupa HEOOXOMMMOCTTA 1a C€ KOHCY/ITHPA CBC CBOS JleKap BeaHara oM
M1aHHpa OPEMEHHOCT, 3a Ja C& OCUTYPH CBOEBPEMEHHO 06CHKIAHE | IIPEMHUHABAHE KbM
ATTCPHATHBHH BB3MOXKHOCTH 3a JICYSHHE NpeaH 3a4€BaHETO U NpeaH a ce NpeKpaTH
KOHTpaLenuuATa;

. MTAUHEHTKaTa pa3bHpa HEOGXOMMMOCTTA OT CrENIHA KOHCYITALMSA ChC CROS nexap B cay4aii Ha
OpeMeHHOCT;

. naLxeHTKaTa € nony4yuna PekoBoacTeo 3a nauuenTa;

. alMCHTKaTa NOTBLPKAABA, Y€ € pasdpana ONacHOCTHTE H HEOGXOAUMMTE Npeanasuu MEPKH,

CBBP3aHH C ynotpedara Ha Bainpoat (loauiten Gopmynsp 3a NOTBBPKACHHE OCH3HABAHETO
Ha pHCKa).

Te3u YCJAOBUA CC OTHACAT H 33 XKE€HH, KOUTO NOHACTO41IIeM He ca CCKCYAITHO aKTHBHH, OCBEH KOrato

MPEANNCBALIHAT JICKAp CMATA, Y€ CHLUCCTBYBAT yOCAHTENHY NPHYMHHM [1a CE NTOCOYHM, Ye HAMA PHCK
OT HACTBIIBAHE HAa OpeMEHHOCT.

gega OT AKCHCKH ITOoA

. [Npeanuceaimre nexapu TpsGBa fa ca CHIYpHH, Ye poauTENHTe/ moNAralIHTe TPHXKH 3a fela
OT KEHCKH Mo pa3bupaT HEOGXOMHMOCTTA 1 C€ CBBPHKAT ChC CIELIMATHCT BEIHArA Cle
KaTO ICTETO OT XKEHCKHM MOJI, KOSTO NPHEMa BAINPOAT, MOJMYYH MEHapXe.

. llpennuceatunst nexkap Tpabsa aa rapaHTHpa, ye poaUTeNUTE/ NONArALIHTE rpHXH 3a Jeua oT
KEHCKH NOJI, KOHTO ¢a MOIYYHIH MEHapXe, Ca NMOoMy4YHIH NnoapoGHa HHGopMaLHs 32
PHCKOBETE OT BPOAECHH MaN(OPMALIMK U H3OCTABAHE B PA3BUTHETO HA HEPBHATA CHCTEMA,
BIUTFOYMTE/IHO CTENEHTA HA TE3M PHCKOBE 32 JIELATa C eKCTIO3ULIMA in ulero Ha BINPOAT.

. Ipx naukeHTKH, KOHTO ca NOMYYHIH MEHapXe, NPEeANHCBALLMAT nexap Tpabsa na npeowleHsBa
CHETONHO HyHaTa OT TEpANKA € BAINPOAT H Aa OOMHCITH AITEpHAaTHBHH Bb3MOXHOCTH 3a
JICHUCHHE. AKO BalNPOAT € €AHHCTBEHOTO NOAXOAALIO JIEYEHHE, Tpabea aa ce 06¢bau
HEOOXO0IMMOCTTa OT H3NON3BaHE Ha ePeKTUBHA KOHTPALSMLIMS U BCHUKH JPYTH YCIOBHS Ha
[Iporpamara 3a npeanassaxe ot 6pemeHHOCT. CliIELMATHCTHT TpA0Ba 12 NONOXKH BCHUYKH

YCHJTHA ACTCTO OT XKEHCKHU 11071 Na [IPEMHHE Ha AaNTEPHATHBHO JICYEHHUE, npeian ga €
HaBBbPUIHIO IBJIHONETHE.

Tect 3a GpemeHHOCT

[lpean HauanoTo Ha neveHneTo ¢ Bannpoar TPE6BA Aa ce HIKMOUH bpemensocT. He Tpabaa na ce
3aM04Ba JICYCHHE C BA/IMPOAT NPH XEHU € IeTEPOEH NOTEHUHAN 6e3 OTPULIATENeH Pe3yITaT oT
TECT 32 OPEeMEHHOCT (KpbBEH TecT 3a GpeMeHHOCT), MOTBBP/AEH OT JieKap, 3a Aa ¢€ U3KTIOUH
HEKeNaHaTa yrorpeda 1o BpeMe Ha OpeMeHHOCT.

KoHTtpatienuus
XKenure ¢ ACTEPOACH MOTEHLHAJl, HA KOUTO € MPEeANHCAH BANMPOAT, TpaOBa Ja H3non3ear

e(pEKTHBHA KOHTpaLenLua 6e3 pexbeBaHe Npes Lenus nepuoa Ha aeverHe ¢ saanpoar. Ha tesu
NaLHEHTKH TpaOBa na 6b1e npenoctaBeHa w3uepnarenHa HHOPMALIHA OTHOCHO MPEANA3BaAHETO OT
OpeMeHHOCT 1 Tpa6Ba 1a 6BAAT HACOUEHH 33 ChBET OTHOCHO KOHTpaLenLus, aKO He U3MOI3BaT
e(eKTHBHA KOHTpaLlenuua. TpaGBa fa ce H3NOMIBA HAN-MAIKO €XHH epexTUBEH MeToR 3a
KOHTpaUenuUHA (32 NpeanoyHTaHe He3aBHCHMa OT NOTpeSHTe A ¢opma, kaTo Harprumep
BLTPEMATOUHA CNHpana WK HMILUTAHTAT), WK JIB€ JOMBJIBAILM ce POPMH HA KOHTpaLEnLus,
BIJIIOUHTENHO DapuepeH Meton. MHausnayanHuTe obcTosTencTra TpsAdBa Na ce OLEHABAT NpH
BCEKH OTAENIEH CiTyyaH, KOrato ce H30Mpa MeTo/ Ha KOHTpaLeNuUus, KaTo NALHeHTKaTa TpsaOBa na
Ce BKTIO4H B 00CHKIAHETO, 3a 1a C€ FApaHTHPa HEHHATA AHrAXKMPAHOCT U CHa3BaHETO Ha
n3bpanuTe Mepku. Jlase 1a MMa ameHopes, T TpaOBA 1a CHA3Ba BCHYKH CHBETH 3a e(deKTHB
KOHTpaUEenuma.

CpelcTBa ChAbPXKALIM eCTPOTreH
ExHoBpemeHHaTa yniotpe6a Ha cpeacrea CBABPXKALUN ECTPOrEeH, BIIIOUHTENHO ChaBD
CCTPOTCH XOPMOHATHH KOHTpaLENTHBH, OH MOrna Ja HaManu eUKACHOCTTA Ha BAIM
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NpUNagbUHTE H KOHTPON Ha HaCTpOEHHETO), KOraTo 3arno4BaTt HIH MpeKbCBaT NMnprueMa Ha

NPOXYKTH, ChIAbPKALIK ECTPOTEH.
Ot apyra cTpana Bajinpoar He HamalsBa ehUKACHOCTTA HA XOPMOHATHHTE KOHTPaUENTHBH.

['oauineH mpernea Ha IEYEHHETO OT MEAUIMHCKH CHCLHATMCT

CneunanHcThT TpsaGBa NOHE BEAHBX FOAULIHO 13 NpeucHABa JaJiH BANMNPOAT € Halk-NnoAXoaAIOTO
nevyeHHe 3a nauMeHTa. CnenHanueTsT TpabBa ga o6chau [oaMInEus GOpMyJIAp 3a MOTBbPKACHUE
OCBH3HABAHETO Ha pHCKaA MPH 3aNI0YBAHE HA TIEYEHHETO H NP BCEKH rOAWLIEH Nperien, U aa
rapaHTHpa, Y€ MALUCHTHT € pa3dpas ChbAbPKAHHETO MYy.

[Lnanvpane Ha OpeMeHHOCTTa

| 3a nokazaHHETO enuencus, ako >keHaTa IIaHupa 1a 3abpemMeHee, TepanuATa ¢ Bainpoar Tpsbea aa |
CC MPEOLICHN OT CTICLIHAAHCT C OMNMT B JICEHHETO Ha EIKENCHS H [1a ce OGMHCIIAT AITEPHATHBHH
BB3MOKHOCTH 3a nevelHe. TpadBa na ce nonoxar BCHYKH YCWHS, 32 /12 Ce IPEMHHE Ha

NOAXOAMAILO ANTEPHATHBHO JIEYCHHE MPEIH 3a4EBAHETO H NP NPeKpaTABaHe HAa KOHTPALenMaTa
(BXK. TOUKa 4.6). AKO CMAHAT2 Ha JIEYEHHETO He € Bb3MOXKHA, KEeHaTa TpabBa ma moryyH
AONBJIHHTENHA KOHCYITALIMA OTHOCHO PHCKOBETE € BAANMPOAT 3a HEPOAEHOTO JeTe B OAKPENa Ha
HHPOPMHPAHOTO i B3EMAHE HA PELLEHHE OTHOCHO CeMEHHOTO IUTaHHpaHe.

3a nokasaHWeTo GHUMONAPHO Pa3cTPOHCTRO, AKO *eHaTa nyaHHpa na 3abpemexee, Tpabsa na ce
NIPOBCAE KOHCYITALHA CHC CNEUHATHCT C OITUT B JIEYEHHETO Ha GHIMOAAPHO Pa3cTPOiicTBO U
NeYEHHETO € BANNpoat TpAbBa Jia ce NIPEYCTAHOBH, U aKO € HEOBXOMMO /1a Ce MPeMHHE Ha
ATTEPHATHBHO JICHEHHUE NPEAH 3a4EBAHETO Y NPERH NPEKPATABAHE HA KOHTPALICTILIMATA.

B cay4ait Ha 6peMeHHOCT

AKO Xe€Ha, KOATO Ce NIEKYyBa C BaJIIpoarT, 3abpemeHee, T4 TpAGBa He3a6aBHO 1 ce HACOYH KbM
CMELMAITHCT, 32 1A C€ MPEOLICHH NIEYEHHETO C BAINPOAT M Aa ce OOCHAAT ANTepHaTHBHH
Bb3MOXHOCTH. IaLiHeHTKHTE ¢ eKCO3NLMs Ha BaNpoaT No BpeMe Ha OpeMEHHOCT U TeXHHUTE
NapTHLOPH TPAGBA 4a OBIAT HACOUEHH KBM CMIELIMATHCT C OTHT B TEPATONONUATA 32 OLEHKA M
KOHCYJITHPaHE OTHOCHO €KCNOHHMpaHaTa 6peMEeHHOCT (BXK. Touka 4.6).

DapmMaueBTHT TpAOBA Aa rapaHTHpa, Ye:

| o [TIPH BCAKO OTMYCKAHE Ha BaANpoar € npegoctaBeHa Kapra Ha naiMeHTa ¥ nalleHTK1Te
pa3dHpaT HEHHOTO ChBPKAHHUE.
. MAUHEHTKHTE €3 NOCHBETBAHH [a HE CAMPAT JICYEHHETO C BAANPOAT H He3abaBHO 112 ce

CBBPXKAT ChC CMICUHATUCT NPH MJIAHWPAHA WK MOJ03HPaHa GpeMEHHOCT.

ObyuuTeNHU MaTepHaIU

3a na ce MOANOMOrHAT MEJMUMHCKHTE CIIELMATMCTH U NALHEHTKHTE 1a ce u3berte €KCITO3HULIMATA
Ha BAINPOAT MO BpeMe Ha OPEMEHHOCT, MPUTEXKATENST HA pa3peLleHHeTO 3a ynotpeda ¢

| IPEIOCTABH O0YUHTENHH MATEPHANH 32 TIOACHIBAHE Ha MPEAYNPEKASHHATA H NMPeOCTABAHE HA |
yka3aHHs OTHOCHO ynoTpebara Ha BaANpOAT NPy XEHH C AeTEPO/IEH NOTEHUHAN M HHDOPMALHS 3a
CbabpxaHueTo Ha [Iporpamara 3a npeanassane oT 6peMeHHOCT. Ha BCHUKH HKeHHM C AeTepoaeH
NOTEHIIHAN, KOHTO H3MO/I3BAT BaINpoar, TpadBa aa ce npeaocrasd PrkoBOACTBO 32 naLMeHTa U
Kapra Ha nauueHTa.

T'pabea na ce n3nonsea lonuwen Gopmynsp 3a NOTBBLPKAEHHE OCH3HABAHETO Ha PHCKA NpH
3aM0YBaHE HA IEUCHHETO H 10 BPEME HA BCEKH FOAMLIEH NpETiea Ha JIEUEHHETO ¢ BaINpPOAaT OT
CNELHaNHUCTA. |

Ynotpeba npu NalHEHTH OT MBIKKH A0
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Karo npeanasHa Mapka, npeanuceamure NeKapu TpAOBa 1a HHPOPMHUPAT MALMEHTHTE MbXeE 32 TO3H
NMOTEHLMANEH PUCK (BXK. TOUKa 4.6) M 1a 06CHAAT HEOBXOMAMOCTTA OT OBMHCIISHE Ha edeKTHBHa
ROHTpaUETNLHA, BKMOYMTEITHO H 33 NAPTHBLOPKATA, NO BpeMe Ha ynoTpebara Ha BaJIMPOAaT M B
MPOABIKEHHE Ha NOHEe 3 Mecella Cllell MPEKPATABAHE HA JICUeHHETO, [TauneHTHTE OT MBKKH Mo He
Tps0Ba f1a NapABaT criepMa 110 BPEME Ha NIEYEHHETO U B NpOIB/DKEHHE Ha NToHe 3 Mecela cJien
NPEeKpaTABaHE Ha JIEYEHHETO.

[laumeHTHTE OT MBIKKH 1O, ICKYBaHH C Ba/Npoat, TpAadBa peoBHO Aa ce Nperiexaar oT JIeKy BaLHA
F'H JIckap, 3a 1a ce MPEUEHH Jany BailpoaThT OCTaBa Hal-HOAXOAAIOTO JIeYEHHE 33 TAX. 3a naudeHTH
OT MBXKH NOJI, KOUTO IIRHHPAT Aa 3a4€HaT AeTe, TpAOBa 51a ce OOMUCAT U 1a ce o0CBIAT C TAX
MOAXOAALUH ANTEPHATHBH Ha Jie4eHUeTO. BB BcekH oTaenen cny4a# TpabBa na ce OLeHAT
HHIMBHIYATHHTE obcTosaTencTsa. [Ipenopsuntento e NP1 HEOOXOAMMOCT 1A C€ NMOTBPCH ChBET OT
CNICLUHANHCT € ONKMT B IEYEHHETO Ha ENIJIETICHA WM GHITONAPHO pascTpoiicTso.

Hanuunu ca o6yuntenHu mateprany 3a MeHLMECKY CIEUUATHCTH U NauMeHTUuTe Mbxke. Ha
MALHEHTHTE OT MBXKKH IO, H3MON3IBALIH BATNPOAT, TPA6GRA /1a ce NpeaocTaBu prKOBOACTBO 3a
NauMeHTa.

Ipedynpexcoenun

Tesicko yepesicoane na wepnus opo6

YcioBug 3a BL3HMKBaHE

Psaxo ca HabGmonaBaHU TexKH YEPHONPOOHH yBpEKIAHHA, 3aBbPLIBALIN MOHIKOra ¢aTanHo.
OnuThT Nokassa, Ye NaLUEHTH ¢ Hal-BUCOK PHCK, OCOOEHO B ClTyHaHTe HAa MHOKECTBEHA
AHTHKOHBYJICHBHA TEPANHA Ca ACLA Ha BL3PACT 110/ 3 FOAUHH C TEXKH NpUnagbUH, 0cOBEHO Te3H ¢
MO3IBUHH YBPEXKARHHSA, 320aBEHO YMCTBEHO pa3BUTHE WHIIH BPOACHH METAOONHTHH HapYLUCHHS,
BIJIIOYHTE/THO MHTOXOHAPHATHH HAapYILEHHS KATO KapHHTUHOB AeQUUMT, HAPYILIEHHS B YpeitHUs
unkba1, POLG myTaunu (8x. Touku 4.3 1 4.4) win O€reHepaTHBHH 3a00NIBaAHMUA.

Cnen 3-roauuiHa BB3pacT, pUCKBT ce PEAYLHMPA 3HAYHTETHO H NIPOTPECMBHO HAMAIABA C BL3PACTTA.
B noseuero ciyuau, Takuea uepHoapobHu YBPEXKIAaHHA C€ yCTAHOBSBAT B TbPBHTE 6 Mecela Ha
JIEYEHHETO.

CuMAOTroMmaTuka

KJIMHHYHUTE CHMIITOMM €A OT ChLUECTBEHO 3HAYCHHME 3a NOCTABAHETO Ha paHHa AUarHosa. [o-
CIMELHATHO, CJICHHUTE CRCTOSHHS, KOMTO MOTAT 3 NPEAX0KAAT KBINTEHHUATa, TpaOBa 1a ce BieMar
NpeABHA, OCODEHO NMPU PHCKOBH NMaLUEHTH:

- HeCneUMHYHN CUMITTOMH OGMKHOBEHO ¢ BHE3AIIHO HA4aJl0, KaTo aCTeHUs, AHOPEKCHA, IETAPTHUS U
CBHIMBOCT, KOHTO MOHAKOTA Ce MPUAPYXABAT C MOBTApPALLO Ce MOBPBLIAHE H KOPEMHH GOAKH.

- MPH NAUHCHTH C €NUACTICHA, NOBTOPHA NOABA HA IbPYOBE.

[Mauuenture (vnu cemeficreara Ha Ooflenysaly aeua) Tpabea na 6buaatT HHCTPYKTHpPaHH aa
cbOOLLABAT BeAHAra Ha JIEKyBallls IEKap nossarta Ha TakuBa cHMNTOMH. HezabaBHo Tpabea aa ce
H3BBPIIN 1aD0PaTOpPHO H3CheABaHe Ha HEPHOAPOOHATA PYHKLIMS B JOMBIHEHHE KbM KNHHHYEH
nperjien.

Habaopenus
H3cnensanna Ha yepHoapoGHuTe byHKUMH TpAGBa 1a ce MIBBpWAT Npeau JeYEHHETO, Clea KOeTo

[IEPHOANHHO Npe3 MbpBUTE 6 Mecella oT TepanuaTa. Cpen o6HuaiinuTe H3C/ICABAHUA, HAH-3HAYUMM Ca
H3IC/ICABAHHATA, KOHTO OTpa3aBaT NPOTEHHOBHA CHHTE, OCOBCHO [MPOTPOMOHHOBOTO BpeMe.
[loTBBprknaBaHeTo Ha HEOBHYAIHO HHCKO MPOTPOMOHHOBO BpeMe, 0COOEHO 3aeIHO C apyr

Hankpeamum



MHOro paako ca 10K/IafABaHH CITy4an HA TEXDK MAHKpeaTHT, KOUTO MOXeE /a ca ¢ (aTajieH u3xo.
Takusa ciryqan Morart n1a ce HaBmOAABAT HE3ABHCHMO OT BBb3pacTTa H MPOABDKHUTEIHOCTTA Ha
TepanuaTa. Mankure feua ca ocobeHo puckoBa rpyna, Ho To3H PHUCK HAMAJIABa C YBEITHYaBAHE Ha

[launenTHTe ¢ OcTpa KOpeMHa Gonka Tpabea He3ababHo na GbaaT npernegany. B ClTy4aif Ha
MIAHKPEATHT, JICHEHHETO C BANPOAT TpAbBa Aa Ce NpeyCcTaHOBHK.

Cyuyuonu mucnu u nogedenue

CrodiaBanu ca CyHLUMIHA MAEaLUsS M TOBEIEHHUE [IPH NIALIHEHTH, JIEKYBAHH C NTPOTHBOENUIENTHYHHU
CPCACTBA NPH HAKOMKO NMOKa3aHHs. MeTaaHanis Ha paHAOMH3HpaHH niaueGo KOHTPOJIHpaHH
H3NHTBAHHUA Ha NPOTHBOCTIHICTITHYHM JIEKAPCTBA CHUIO MOKA3BAa c1ato MOBMILEH PHCK OT CyHLIMIHA
HICALlHA H NOBEACHHE. MexaHH3MBT, KoifTo 06ycnaBs Toau PHCK HE € H3BECTEH U HAJIMYHHTE JaHHH
HE H3KTIOUBAT Bb3MOXKHOCTTA 32 NOBHILEH PHCK MPH MpHeMaHe Ha HaTPHEB BaNpPoaT/BAITPOEBa
kucenuHa. CnegoaresiHo, nauueHTHTe TpsGBa Aa 6baar NPOCNENABaHH 3a NPH3HALIK HA CYMLIMIHA
HAcalg K MoBeAcHHe 1 TpAbBa na 6bae 0OOMHCIEHO MOAXOANIIO JIeYEHHUE. [TauuenrHre (u
bonHornenaunre) Tpabpa na 6LAAT ChBETBAHHM a4 THPCAT He3a0aBHO MEAMLIMHCKA KOHCY/ITALMA, AKO
BB3HWKHAT NPH3HALM HAa CYHMUWIHA WACALIMA WIH MOBEACHHe.

Cpedcmea, cvovpicauu xapbanenem
EanoBpeMenHaTa ynotpe6a Ha HaTpues BaNmpoat W kapOaneHeM He ce MpenopbuBa (BXk. ChLUO TOYKA
4.5).

Iayuenmu c uzsecmno uru nodoszupano MUMOXOHOPUATHO 3abo/1Aéate

Bannpoar moxe na npeanssuka win na BIOIM KAHHUYHMHTE NPU3HALIK Ha MOIeXKALIHUTE
MHTOXOHAPHAIHH 33aD0/SBaHMA, IPUYUHEHH OT MYTALIHH B mMuToXoHapuanHata JIHK, kakto u 8
koxupauis POLG sapen reu. [To-cneunanto, no-ercox MPOLICHT Ha BAJNPOAT-HHAYUMPaHa OCTpa
4EPHOAPOOHA HEJOCTAaTBUHOCT H CBbP3aHa C YepHHS Apo0 cMBPT ce chOBIUABA NPH MALHEHTH ¢
HACJICACTBEHH HEBPOMETAOONUTHH CHHAPOMH, IPHYHHEHH OT MYTALHH B KOAHPALUHAT
MHTOXORAPHAIHUA eH3UM nostumepasa y (POLG) rew, Hanp. cHHapoM Ha Alpers-Huttenlocher,
Hapywenus, cebp3anu ¢ POLG, Tpa6sa na ce NOAO3MPAT MPpH NAUHEHTH ¢ (paMH/IHA aHaAMHe3a WK
HACOYBallUK CUMITOMM Ha CBBP3aHO ¢ POLG HapyweHuye, BKIIOYHTENHO, HO He caMo, HeobAcHUMa
eHuedanonaTus, pedpakrepHa emuiencHs (dokanna, MHOKNOHUYHA), CTATYC ETTUNENTHKYC ¢
KTMHUYHA NIPOABA, H3IOCTABAHE B PA3BMTHETO, ICHXOMOTOPHA PErPecs, aKCOHAIHA CEH30MOTOpPHA
HEBpOMATHA, MHONATHA, LepebenapHa aTakcus, odhTaaMOIUIErHs WK YCJAOXKHEHa MHIPeHa ¢ aypa B
OKLMNHTanHaTa 001acT. TecTwT 3a POLG MyTaums ce M3BBHPLIBA B CHOTBETCTBHE C HACTOALLATA
WIMHHYHA NPAKTHKA 33 IHarHOCTHYHATA OLEHKA HA TAKMBA HAPYILICHHA (BXK. TOYKA 4.3).

Ymescuenu xonsyacuu

Kakto 1 npu apyru antHenuaentHysm NE€KApCTBa, HAKOH NMAUMEHTH MOraT Aa NO/IYYaT, BMECTO
noaodpeHHe, 06paTHMO BIOLIARAHE - YBENHUYEHH YECTOTA H UHTEH3UBHOCT Ha KOHBY/ICHUTE
(BKJTIOUMTENHO BIIOWIEH €MUIENTHYEH CTaTyC), WK MpoABa HA HOBH BHAOBE KOHBY./ICHH npu
MPUITOKEHHE Ha BANNpoAT. B ciyyaii Ha yTexxHeHH KOHBYJICHH, NaLMeHTHTe TpsaOBa 1a Obaar
MOCHBCTBANH Jla C€ KOHCYNITUPAT He3abaBHO C Jiekaps cH (BXK, TOYKa 4.8).

TescKu KOMCHU HEeMHCeAAHU Peaknuu u anzuoedem
TexXKH KOXKHH HexelaHH peakuuu (Severe Cutaneous Adverse Reactions, SCARs), karto CHHIAPOM
Ha Stevens-Johnson (Stevens-Johnson Syndrome, SJS), TokcHuna enuaepmanHa HekpoJsinia (Toxic
Epidermal Necrolysis, TEN) u JICKAPCTBEHA peaKUMA ¢ €O3UHOMHIIHUS M CUCTEMHH CHMIITOMM




IIpednasnu mepxu npu ynompeba
Ipenu 3anousane Ha neveHHeTo TpaGBaA Na ce U3BBLPIIAT U3C/IEABAHHA HA YyepHOApoOHUTe GYHKLIMH

(Bk. Touka 4.3 TlpoTHBOMOKA3aHNA), M IEPUONHYHO Mpe3 TbpBUTE 6 Mecela, ocoOeHO TIPH PUCKOBH
nauMeHTH (BX. Touka 4.4). [Ipy npoMeHy B cLITHTCTBALIMTE JIEKapCTBEHH NMPOIYKTH (MMOBHLIABAHE HA
A03ara WK Jo00aBsHe), 3a KOWTO € H3BECTHO, 4¢ BIIUAST Ha YepHHA Apo0, MOHHTOPUPAHETO HA YEPHUS
npob Tpabsa Aa ce pecTapTHpa cnopea caydas (BHXKTE ChUIO TOYKA 4.5 OTHOCHO PHMCKa OT YBpexXIaHe
Ha YepHHA P00 CBC CANMLMNATH, IPYIH AaHTUKOHBYJICHBHH CPECTBA, BKTIOYHTETHO kaHabuauon).
KakTo npH noBe4eTo NpOTHBOSMMIENTHYHH IEKapCTBa, MOXeE 1A ce 3a6eMexnH J1eKo MOBHILEHHE Ha
4EPHOAPOOHHTE €HIMMH, 0CODEHO B HA4AIIOTO HA TEPAITHATA; Te ca NpexXoaHH K H3oaupaHu. [Ipu Te3u
NMALHEHTH CE NPENOPBYBAT M10-3a4bJA00YEHN NTa6OPAaTOPHH H3C/IEABAHHA (BKIIFOYHTEHO
NPOTPOMOMHOBO BpeMe); MO3Ke 1a ce OOMHCIIH KOPHIHpaHe Ha 103aTa, KaTo npH HEOBXOOUMOCT
ChOTBETHUTE U3CneaBaHHs TpAOBa J1a ce MOBTOPAT.

[pean zanousane Ha IeYUEHHETO WM NMpenH OMepaLMs, KAKTO M B C/Ty4aH Ha CITOHTAHHO
KPBBOHACANAHE HIIH KBPBCHE CE MPENOPbUBAT KPbBHH M3CIEABAHHS (IThIHA KPBBHA KapTHHa,
BKJIFOUHTETHO OPOi Ha TPOMOOLIMTH, BpeMe Ha KbpBeHe) (BK. Touka 4.8 Hexxenanu NIEKapCTBEHH
peakumu).

Brnpekn ve MMyHHH HapylleHHs ca HaBIIOAABaHK caMo KAaTO H3KIIoUeH e IO BpEME Ha
npunokeHreTo Ha enakun 500 mg, noTeHUMAaNHaTa O34 OT Henakuu 500 mg Tps6Ba na ce ouenu

CIIpAMO NOTCHLIMATHATA ONMACHOCT MpH NAUHEHTH CBC CUCTEMEH IYITYC €pHTCMATO3YC.

HapyiueHns B ypeAHMA MK U PUCK OT XUIIEPaMOHHEMHS

[1pn nono3npau eH3uMeH 1eDHUMT Ha ypeHHNS LMK, NPEeaH JeHeHHETO TpsOBa na ce H3BbpLIAT
MeTabONNTHH H3CIEABAHHKS, TOPAIH PHCK OT XHMIEPAMOHHEMHA, 3apaaH BanpoaT (Bxk. TOYKH 4.3 U
4.4 TlalMEeHTH ¢ PHCK OT XHMOKAPHHTHHeMHS H TexKo YepHOAPOOHO yBpEKIaHe ).

[1alMeHTH ¢ pHCK OT XHIIOKAPHUTHHEMHA

[NpunoxeHHeTo Ha BANMpoaT MOXke a NPEAH3BHKA MOSBATA WIH BIOLIABAHETO Ha
XHTIOKAPHUTHHEMHA, KOATO MOXeE JIa NOBEIE 10 XHIEPAMOHHEMHS (KOSTO MOJXKE a NOBee 10
XHIIepaMOHEMHUiHa eHuedanonatus). Habnionasanu ca v apyru cuMnTomu, Kato yepHoapoOHa
TOKCHYHOCT, XHINOKETOTHYHA XHITOTTTMKEMHS, MHOMNATHSA, BKITFOYHTETHO KAPAHOMHUOIATHA,
pabIoMHONTH3a, CHHAPOM Ha DAHKOHH, FNABHO [1PH MALHEHTH C PHCKOBH ¢akTopH 3a
XHIOKAPHHTHHEMHSA WK C BEY€ CHLIECTBYBALllA XUITOKAPHUTHHEMUA. [TauneHTHTe ¢ NoBMLIEH pUCK
OT CHMITTOMATHYHA XUNOKADHHTUHEMMUS MPH JICYEHHUE € BAINPOAT BIJIIOUYBAT MALIHEHTH C
META0OIHTHH HapyLUEHH, BKIIOUYHTENHO MUTOXOHAPHATHH HapylUIeHHA, CBbP3aHH C KApHHUTHHA (BK.
CBUIO TOYKA 4.4 [1aUMEHTH C H3BECTHO HIM OAO3UPAHO MHTOXOHIPHATHO 3a00NsABaHE U HAPYLICHHS
B YPEHHHA LUMKDB/ U PUCK OT XHIEPaMOHHEMHS ), HAPYILECHUA B XPaHHUTENHHUA APUEM Ha KapHHTHH,
MALHEHTH Ha Bb3pacT nox 10 roaMuy, enHoBpemeHHa ynotpeba Ha MUBAJIAT-KOHIOTHPAHH NEKAPCTBA
H/IM HA ApYTH aHTHEMHIEMTHLH.

IMauuenTHTe Tpa6Ba na 6BaaT Npeaynpeneny aa cLoOLIABAT HE3a6ABHO 3a BCAKAKBH NMPU3HALUH Ha
AHICPAMOHHEMMN KaTO aTAKCHA, HApYLIEHO Ch3HaHHe, noBpbulaHe. Tpabea na ce o6MUCIU n0BaRIHe
Ha KapHUTHH, KOraTo ce HabJIl01aBaT CUMNTOMH Ha XMIOKaPHUTHHEMMA.

[MalpenTn che cHcTeMen MbpBHYEH KAPHHTHHOB AedHLUT M KOpHIrHpaHa XHUMOKApHUTHHEMHSR MOraT
f2 ObOAT NEKYRAHU C BAIPOAT CAMO KO MOM3HUTE OT JIEYEHHETO C Ba/INpOAT HaJBHULIABAT PUCKOBETE
(TP TE3H NALHEHTH ¥ HAMA TEpaneBTHYHA anTepHaThBa. [1pu Te3n naunenTH TpabBa na ce
MOHHTOPHHI HA KapHHUTHHA.

[MauueHTHTE ¢ OCHOBEH AEHULMT HA KADHUTHH MAIMHTOMJI TpaHchepasa (CPT) tun Il
OBnar npeaynpeneHH 3a No-roaeMus pHck oT paGaoMHOIH3a [IPH NIPHEM Ha BaNMpoar.
NaUMEHTH TpAOBa na ce 0OMHCAH NOOABAHE HA KAPHUTHH.




Bx. cbio Touku 4.5, 4.8 u 4.9.

MNaunenture TpaGaa na 6baat NpeaynpeneHy 3a pHCKA OT HAIABAHE HA TErNO B HAYATOTO Ha
MIEYEHHETO, H € HEOOXOMMO A Ce MpeTpHeMe MOAX0AAIIA CTPATErMs 33 HAMAJIABAHE Ha TO3H pHCK
[0 MHHMMYM (BX. TouKa 4.8 Hexxenanu nexkapcTeenu peakiun).

MauyenT ¢ HaMM4eH AePUUMT HA KAPHHTHH NATMHMTOMT Tpaucgepasa (CPT) tun 2 tpsadea na 6nnar
MPEAyNPEACHH 32 NO-TOJIAIM PHCK OT pabAOMMONKM3a, KOTATO NPHEMAT BaJINpOaT.

He ce NpenopbiYBa MNPpHEMAHCTO HA aJIKOX0A Mo BpCME Ha JICUYEHHE C Bajimnpoar.

Jdena

[Ipu neua Ha BB3pacT noa 3 roauHu ce npenoprysa MOHOTEpanui npH npeanuceaHe Ha Jlenakun
300 mg, HO npenu 3anoYBaHe Ha TEPANMATA, NOTEHIMATHATA NIOJI3a OT Henakun 500 mg tpaGea aa ce
OLICHH CIIPAMO PHUCKA OT 4YePHOAPOOHO YBPEKAaHE WIH MAHKPEaTHT NPH TAKMBA NaLHEHTH (BK. TOUKa
4.4. Texxko yspexnaHe Ha YepHHS APoS H BXK. CHIIO TOYKA 4.5).

EnnoBpemenHarta ynotpe6a Ha canuuwiati Tpa6Ba aa ce W3barsa MpH Aeua noa 3 roaMHu nopaau
OMACHOCT OT YepHOAPOOHA TOKCHYHOCT (BXK. CBHILO TOYKa 4.5).

bbL0peuHa HEAOCTATBLYHOCT

Monke 1a ce HATOXH HaMaNsBaHe Ha A03aTa. Thil KaTO NPOCNEAABAHETO Ha M1a3MEHAaTa
KOHUCHTpaLHA MOXKeE Na € NoJBexAallo, 103aTa TpaOBa 1a ce KOpUrupa chobpasHO KNIMHUYHOTO
NpocieasBaHe.

Hartpwuii
To3u iekapcTeeH npoaykT chabpxa 69,19 mg HaTpHH BbB BCAKa TabneTka, KOMTO ca eKBUBANEHTHH

Ha 3,57 OT NpenopbYHTETHHS MaKCUMasieH qHeBeH npHeM Ha C30 o 2 g HaTpHii 3a BB3PacCTEH.
4.5 B3anmoaelcTBHA ¢ APYIH JeKapcTBeHH NPOAYKTH H APYr# GOpMH Ha B3anMOaeHCTBHE
Bausinue Ha Baanpoar BLpXy Apyru JeKapcrea

Hesporenmuyu, MAO wixubumopu, anmudenpecanmu u 6enzoouazenunu

Henakun 500 mg Moxe na noreHuMpa eexra Ha ApyrH NCHXOTPOIHHK CPEACTBA KAaTO HEBPONEMTHLIH,
MAO unxuGHTOpH, aHTHAENPECAHTH ¥ GEH30AMA3ENIHHH; CIIEOBATENHO Ce npenopbYBa KIMHHYHO
MPOC/IeIBAHE, KaTO NPH HEOOXOAMMOCT A03aTa TPAOBA Aa Ce KOPUrHpa.

Jumuii
Henaknu 500 mg HaMa edexT BBPXY TU1a3MEHHTE HUBA HA JTUTHA.

Denobapbuman

Jenaknn 500 mg nopumaga niasmenure KOHUEHTPANHH HA PpeHobapburan (nopaau MHXHOUpaHe
Ha 4epHOAPOOHMA kaTaboNMU3LM) U MOXKeE 1A ce CTHIHE 10 ceaauus, ocobeHo npu aela. CreaosaresHo,
Npe3 MbPBUTE |5 THH OT KOMOUHHMPAHOTO NIEHEHHE, CE MPENOPBHYBA KAHHHUHO npocieasBaHe ¢
He3abaBHO HaMansABaHe no3aTa Ha eHoOapOuTan MpH BB3HUKBAHE Ha Cenauus, KaTo Mpu
HEOOXOIMMOCT Ce M3CAeBAaT IUIa3MEHHTE H1UBA Ha BeHoBapbuTan.

[Tpuntuoon
Aenaxuu 500 mg nosHwaBa nia3mMeHHTe KOHUEHTPALHN HA IPHMHIOH C YTEKHIBAHE Ha
HEXE/IAHUTE MY PeakLH (KaTo CElaLkA); TE3H NMPH3IHALI H34E3BAT NIPH ABIrOCPOYHO JICUCHHE.
[penopbusa ce kannmuHO npocienssatie, ocofieno B HAUATOTO Ha KOMGHHMpaHa Teparust 1 T .
HeOOXOAMMOCT — KOPEKLIMA HA 103aTa. / EHS
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MA1a3MEHHTE MPOTEHHH K NIOHIKaBa YEpPHOAPOOHUA My kaTabonusbm). [lopagu ToBa ce npenoprusa
KITMHHYHO MTPOCTEABaHE; KOraTo e W3C/AeBaT [1a3MEHHTE HUBA Ha PESHUTOUH, Tpsa6Ba Aa ce onpeaeny
ceobonHara popma.

Kapbamazenun

Hanuue ca choO1eHHs 32 KTHHHYHA TOKCUYHOCT NPH ¢BBMECTHO NPHIAraHe Ha BaIMpoaT ¢
kapbama3enuH, Thil KATO BANPOAT MOKE a HOTEHLMPA TOKCHYHHS eekT Ha kapbaMasenuH.
[penopbuea ce KIMHUYHO NpOCNEAABaHE, 0COOEHO B HAYANIOTO Ha KOMOMHMpPaHaTa TepanuA, KaTo IIpy
HeOOXOOUMOCT I03aTa C€ KOPUIHpa.

Samompuxcun

Jlenaxux 500 mg HaMasisBa METaGONH3Ma Ha TAMOTDIDKHH M YBEJIMHABa CPEAHHA MY NOTYAKHBOT NIOYTH
2 nbTH. ToBa B3aMMONEHCTBUE MOJXKE [1a OBENIE A0 YBEIHYEHA TOKCHYHOCT Ha JIAMOTPKDKHH, B YaCTHOCT
CEPHUO3HH KOXHH 0OpHBH.

CnenoBaTenHo, NpenoprYBa ce KIIMHHYHO HabMloieHHe W KOPUIHpaHe Ha 103aTa (HaMansaBaHe Ha
[103aTa Ha JIJAMOTPHXKHH), KOraTo € HeoOX0IHMO.

Juooeyoun

Bannpoart mMoxe /ia MOBHINH IU1a3MeHAaTa KOHLUEHTPALMA Ha 3HAOBY/IMH, KOSTO [a AOBEAE [0 MOBHIIEHA
TOKCHYHOCT Ha 3UAOBYIHH.

Penrbavam
BannpoeBaTa KHCe/IMHA MOXE [a HAMAITH CPEAHHA KIHPBHC Ha denbamar ¢ ao 16%.

Onanzanun
BannpoeBarta kHCenHHAa MOXE 1a HAMAIH KOHLEHTPALUATa Ha OJIaH3alHH.

Pygunavuo

Bannpoesara kuce/iHa MOXe 1a A0BE/I€ 10 yBeNHUaBaHe Ha IUIa3MEeHHTe HUBa Ha pyduHamua. Tosa
YBEJIHYEHHE 3aBHCH OT KOHLICHTPALMATA HA BaJNpoeBa KucennHa. [IoBUILIeHO BHUMaHHE ce H3NCKBA
0cO0EHO MpPH ielta, Thid KaTo TO3M e(IeKT € MO-BHCOK B Ta3M MOMyAalMs.

IIponogho
BannpoeBara kucesidHa MOXKe 110 10Be/Ie X0 yBETHYaBaHe HHBaTa Ha mpornodon 8 kpwueTa. [py
€AHOBpeMeHHaTa ynotpeba ¢ Bannpoar, Tpabsa na ce o6MHCIH HaMaIsIBaHe Ha 103aTa Ha [ponodon.

Huvoldunumn
EaHoBpeMeHHOTO NieyeHHe ¢ HUMOIMITHH U BaJINIPOEBA KUCETHHA MOXKE 1A YBE/IMYH TLTa3MeHAaTa

KOHLEHTpalus Ha HUMOIHMHH ¢ 50%. Cnenoratento, TpabBa 1a ce HaManH 103aTa HA HAMO/WIHH B
CAy4YaH Ha XMITOTEH3IUA.

Bausinue Ha ApYr# NeKapcTBa BLPXY BAINPOAT

[TpoTHBOENUIENTHHHHUTE CPEACTBA € EH3UM-HHAYLMpAL eeKT (B T0Ba YHCIO (PEHUTOHH,
erobGapOuTan, kapbamazentH) NOHIKABAT CEPYMHHMTE KOHLEHTPALIMH Ha BAJINPOeBaTa KHCENUHA. B
C/lyuyal Ha KOMOHHHpaHa Tepanus, N03uTe TPAOBa Aa ce KOPUTHPAT ChOOPa3HO KIMHHYHHA OTrOBOP H
HHUBOTO MM B KPBBTA.

Ot apyra cTpana, kombrHaumMaTa ot penbamar U BAAMPOAT NOHWKABA KNIHPBLHCA HA BA/INpOEBATA
kucenuHa ¢ 22% no 50%, u creaosaTeniHo, yBenMyaBa NasMeHUTe KOHUEHTPALIMH Ha BaJINpoeBaTa
KHCeJIWHa. JlozaTa Ha Bannpoat Tpabra na ce Habmoaaga.

MeTtabonuTHTe Ha BaNMpoeBaTa KUCEIMHA MOTAT [a C€ YBEJIMYAT B CTyyail Ha eHOBPEMEHH
peHHTONH WK heHoOapOuTan. CrieloBaTenHo, MaUMeHTHTE IEKYBAHH C TE3H JBE J1E€KApCT
ObaaT BHUMATEIHO HabMmoaBaHH 32 NPU3HALH M CUMITTOMH HAa XMNEPaMOHHEMHS. |
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MednokeuH nosuwapa MeTabonu3Ma Ha BAIPOESBATA KUCEIMHA M HMA KOHBYJICHBEH edeKt)\ fopaiH
TOBA B C/TyYan Ha KOMOMHHMPAHA TEPANHA MOTAT 12 Bb3HUKHAT EMHUIENTHYHH NPHMATbLM.
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B cnyuali Ha enHoBpemeniHa ynoTpe6a Ha BAMMPOAT U CHITHO CBBP3aHU ¢ NMPOTEHHUTE BELIECTBA
(acnupHH), CepyMHHTE HHBA Ha CBOGOAHATA BANIMPOEBA KHCEIMHA MOTAT Ja Ce MOBUILAT.

B ciyuaii Ha enHoBpemeHHa ynoTpe6a Ha BuTaMuH K-3aBHCHMH AHTHKOAlY/IaHTHH (aKTOpH, TpaGBa na
CC¢ M3BBPLLBA CTPOTO NPOCIIEABAHE Ha MPOTPOMOHHOBOTO BpeMe.

Hupara Ha MeTaGonmuTuTe Ha BannpoeBarTa KuCeTHHa MOraT Aa ce NMOBULUAT (BCIIECACTBHE HA pelyLMpaH
HEPHOAPOOEH METaGOHIbM) B CITy4ail Ha eTHOBpEMeHHa ynorpeda ¢ UMMETHIHH WIH EPUTPOMMULIHH.

Kap6anenem (naHUNEHEM, MEPOTIEHEM, HMHIICHEM )

HamansaBane HUBaTa Ha BANpOeBa KMCETMHA B KPBBTA, Ca GHAM NOK/IAIBAHY NpH €IHOBpPEeMEHHaTa
ynotpeba che ChAbpialliY KapSaneHeMH CpencTBa, BOJEINA 10 Hamanasane ¢ 60-1 00% HuBaTa Ha
BANIMPOCEA KHCE/IHHA B MPONB/DKEHHE Ha 2 JIHH, NOHAKOTA CBbP3aHO C MbPYOBE. [Topanu 6Bp3oTo
HATATIO M CTENCHTA Ha NOHH)KkaBaHe, €IHOBPEMEHHOTO NPHITAraHe Ha ChABbPXKaLY KapOaneHeMHu
CPeAcCTBa NpH MNALUMEHTH CTAOMIM3MPaHH Ha BANNpPOeBa KMCEIHHa TpsaOBa 1a ce u3barea (Bk. TOuKa 4.4).
AKO JICHEHHETO ¢ T€3H AHTHGHOTHLIM He MOKe [1a Ce HIBErHe, TPAOBa J1a ce H3BBLPIIH CTPUKTHO
MpOC/IeAiBAHE Ha KPBbBHUTE HUBa Ha Jlenakux 500 mg.

Pupamnuyun

Moxke 12 NOHWKH KPBBHUTE HMBA Ha PANIPOEBATA KHCE/IHHA, KOETO BORH /10 NMNCA Ha TEPATNIeBTUHEH
edekT. ETo 3a110, MOXeE /1 ce HAJIOKH 103aTa Ha BA/INPOAT Aa c€ KOPUIHpa MPH CbBMECTHO
NPHIIOXKEHHE ¢ pUDAMITHLIMH.

IIpomeaznu unxubumopu
I'pn enHoBpemenHara ynotpe6a Ha npoteasun HHXHOMTOPH KaTo OMHHABHP, PUTOHABHUP, Ce HAMANLABAT
M1a3sMEHHTE HHBA Ha BaJINPOATA.

Xorecmupamvun
[Tpu enHoBpemerHa ynoTpe6a, XoecTMpaMHUH MOXe 1 JOBEME 10 HAMAIABAHE HA LIA3MEHHTE HUBA Ha
BaJNpoar.

Memawvzon

MeTaMH30.1bT MOXKE ia HAMANTH CEepyMHUTE HHBA Ha BA/IMPOAT MPH €IHOBPEMEHHO NPUIIOAKEHHE, KOETO
fa L0BE/IE 10 NOTEHIIMATHO HAMAJIABAHE HA KIMHHYHATA e(MKACHOCT Ha BA/INPOAT. Jlekapwure,
MPEAMHCBALLH fevieHHe, TpAOBa Na HabMOAaBAT KIHHHYHKMA OTroBOP (KOHTPOA Ha MPHNAILLUNTE WIH
KOHTpPOJI Ha HACTPOCHHETO) M 1a OOMHCIIAT NpOC/ieNABaHe Ha CEPYMHHTE HUBA HA BRJINPOAT, aKo €
NOAXOALLO.

Memompexcam

B HAKOM 0K1anK ce ONMCBa 3HAUMTENHO HAMANARAHE HA CEpYMHHTE HHBA Ha Ba/NpoarT cnel
PHIOKEHHE HA METOTPEKCAT ¢ nosBa Ha repuose. [Ipeanuceaiumre nexkapu Tpa6ea na npocaeasBaT
KIIHHYHHA OTTOBOP (KOHTPO. HA MbPUOBETE WIH KOHTPO/ Ha HaCTPOEHHETO) U A3 NPESABHAAT
NpOCACIABAHE HA CEPYMHHTE HHBA Ha BANMPOAT, aKo € HEOSX0AMMO.

Apyru B3auMoaedcTeunA

Puck om yepescoane na uepnus opo6
EnHoBpemeHHaTa ynotpe6a Ha cannumnaTi TpsGea na ce u3baraa FIpH Aella Noa 3 rooqMuIHa Bb3pact
NOpajH PHCK OT YEPHOAPOOHA TOKCHYHOCT (BK. Touka 4.4).

EnHoBpeMeHHaTa yrioTpe6a Ha BaMpoaT M MHOKECTBEHa AHTUKOHBYJ/ICHBHA Tepanus NMOBUIIAB
OT YBpeX/laHe Ha YepHHA Ap0D, ocobeHO NMpH MaikK aeua (Bik. Touka 4.4),
EnnoBpemenHaTa ynorpe6a ¢ kaHaGHAMON NOBHILIABA YECTOTATA HA NOBHILARAHE HA EH3INM

MOAXOIALL MOHHTOPHHT Ha Y€pHUA APOD, KOraTo BaNMpoAT ce H3NO/I3Ba €AHOBPEMEHHO C npy‘T{li“:"', el




aHTHKOHBYJICHBHH CPEACTBA € MOTEHLHAHA XeMATOTOKCHYHOCT, BKIIOYUTENTHO KaHabuauon, 1 Tpabea
[1a ce ODMHCITH HaMANABaHE Ha 103aTa WIH NPEKPATABAHE HA JIEUEHHETO B Cy4yai Ha 3HAYHTE/IHH
AHOMAJIHH Ha YepHOAPOOHHTE napaMeTpH (BX. Touka 4.4).

EnHoBpeMeHHOTO NPHIIOKEHHE HA BAINPOAT M TONHPAMAT € CBBLP3AHO € eHIePANTONATHA H/HIH
XHOepaMoHHeMHs. [lalenTUTe nexyBaHH ¢ Te3H Ba NTeKapcTBEHH npoxykTa TpsabBa BHUMATENHO 1a
ce HaD/o1aBaT 3a NPU3HAL M CUMITTOMM Ha XHITIepaMOHHEMHYHA eHUedanonaTHs.

Keemuanun
EQHOBPEMEHHOTO NPIIOKEHHE HA BAIMPOAT C KBETHATTHH MOXe [a YBEJIMYM PUCKA OT
HEYTPONEeHHA/NEBKOTEHHUS.

Cpedcmea covovpicauu ecmpozet, KI0OYUMETHO CHOBPICAUU €CMPO2EH XOPMOHARHU
KOHmMpayenmusu

EcTporesuTe ca HHIYKTOpH Ha H30(OPMH Ha UDP-ritokypoHosun tpaHcoepasara (UGT), yuactsaium B
[JIHOKYPOHHPAHETO Ha BANNpOAT U MOTAT 1a yBE/IMYAT KIMPBHCA Ha BaJINPoaT, KOETO Aa J0BENE 10
HamMa/leHa CCpyMHA KOHLICHTPALIMS Ha BANNPOAT U BE3MOXKHO HaMajlsBaHe Ha epUKACHOCTTA Ha
Bajnpoara (Bx. Touka 4.4). Jla ce o6MHCIH npocieasBaHeTo Ha CEPYMHHTE HHBA Ha BAIMPOAT.

Ot pyra cTpaHa Bannpoar HAMa €H3UM-HHIYLHPALL e(exT, BCIEACTBHE Ha TOBA, BANNPOAT HE CHIKABA
¢EKTHBHOCTTA Ha eCTPONPOreCTATHBHATE CPeCTBa MpH KE€HH B3eMALUIH XOPMOHATHH
KOHTpPALIENTTUBH.

{Tusanam-xowwozupanu rexapcmea

ENHOBpeMEHHOTO NPHIOKEHHE Ha BANMpPOAT K NHBa/IaT-KOHIOrHPaHH JleKapcTBa (kaTo uegauTopen
MHBOKCH, ae(pOBHP AHMUBOKCHIL, MUBMELIAIMHAM H NUBaMITHLIMIIHH) TpAOBa na ce u36Area nopaau
MOBHLICH PHCK OT H3UEPNBaHE Ha KAPHHTHH (BK. Touka 4.4 [laumeHTu ¢ puck or XUMOKAPHUTHHEMHA ).
[TauneHTHTE, NPU KOUTO HE MOXE Aa Ce HIBETHE ChBMECTHOTO npunoXkeHue, TpadBa na 6waar
BHHMaTeNHO HaOMmogaBaHH 3a NPU3HALIA M CHMITTOMH Ha XHMOKapPHHTHHEMHA.

Krozanun

EnHOBpeMEHHOTO NneveHue ¢ BAINPOAT M KJI03aMHH MOXE J1a MOBHULLIM PUCKA OT HEYTPOTNCHUA H
K103aNMHH-HHIYLHPaR MHOKapAUT. AKO € HeoOXoAUMa CHITPTCTBALLA ynorpeda Ha Bannpoar ¢
KJI03aMNMH, € HEOOXONMMO BHHMATENIHO NPOClieIBAHE H 3a JBETE ChOHTHSA.

4.6 Qeprunurer, GpeMEHHOCT H KbpMeHe

BpemMEHHOCT H XKeHH ¢ leTepoJeH NOTeHIHAN

Jevenue na enwrencus

* Bannpoar e npoTisonokasan no Bpeme Ha GpeMeHHOCT, OCBEH NPH JIMIICA HA MOAXOAAILO
ATTEPHATUBHO JICYEHHE

e Bannpoar e npoTuBonokazaH npu xeuu ¢ AETEPOACH NMOTEHLWAJ, OCBEH KOTaTO Ca U3ITB/IHEHH
ycnosuata Ha Ilporpamara 3a npeanassatie ot 6peMenHOCT (Bxk. Touku 4.3 U 4.4)

Jlevenue na bunoaapno pascmpoiicmeo

* Bannpoar e npoTHBONOKa3aH No BpeMe Ha O6pemMeHHOCT
BasinpoaT € npoTHBONOKa3aH MpH XeHH ¢ AeTepoIeH MMOTEHUHAN, OCBEH KOTaTO €A W3NbIIHEHH
ycnosuaTa Ha [Iporpamara 3a npeamnassate ot 6peMeHHOCT (Bk. Toukh 4.3 4.4)

TepaToreHHoCT 1 eHeKTH BLDPXY PA3BUTHETO OT in utero eKCIo3ULHS

Puckose, cevp3anu ¢ excnozuyus na eainpoam no speme Ha bpemennocm
IpH sxeHwnTe, KAKTO MOHOTEpANMATA C BASINPOAT, TaKa M MONMUTEPANHUATA C BAJIIIPOAT, B
ApYT'¥ AaHTHEMUICIITHUH, YECTO Ca CBbP3aHH ¢ aDHOPMEH M3X0A Ha GPEMEHHOCTTA.




Hanuunnte 1aHHH MOKA3BAT YBENHYEH PHCK OT TEXKH BpPOOEHH MaipOPMALIHK U HAPYILEHHA HA
Pa3sBHTHETO Ha HCPBHATA CHCTEMA M B IBATA Cy4as — KAKTO MPH MOHOTEPANHA, TAKa M [PH
OAUTEPANMUA C BANNPOAT, B CPABHEHHE C MOMy/aLMa Ge3 eKCIIO3HLMA Ha BANMpOAT.

[TokasaHo e, 4e Bannpoar nMpemMUHaBa npes ryaLeHTapHata 6apuepa KakTo NpH XKHBOTUHCKU BHAOBE,
Taka W Mpu xopa (BX. TOUKa 5.2).

IIpy XHBOTHH: NPH MHLUKH, ILTLXOBE H 32K ca NOKA3AHH TepaToreHHn eeKTH (BXK. ToYkKa 5.3).

Bpooenu margopmayuu 8 pezyamam na excnozuyus in utero

MeTaaHanus (BK/IIOYBAL PErHCTPH W KOXOPTHH NMpoy4BaHHA) MOKa3Ba, ye okos1o 11% oT aeuara Ha
7KCHH € CIHTICTICHA, EKCITOHHPAHH HAa MOHOTEpanus ¢ BajlnpoaT No BpeMe Ha GPEMEHHOCTTa HMAT
TEeXKH BpoAeHH Mandopmauud. Tosa e noseye oT pHcka 2a TeXKH MarnopMauHu B ob1aTa
momynaums (okono 2-3%). PHCKBT 3a Texky BpoeHH MandopMaliiK npM Aeua ciea in utero
CKCTIO3NLNA HA AHTHENTUIENTTHYHA JIEKAPCTBEHA NOIMTEPanHs, BKIIOYBALIA BAINPOAT, € 0-BUCOK OT
TO3H Ha aHTHCTTMICNTHYHA JIEKAPCTBEHA TePars, KOATO HE BKIIIOYBA BANNpoAaT. PHCKBT e
AO303aBUCHM TIDH MOHOTEpAIKA C BAJIIPOAT, KaTO HATMYHHUTE JaHHY ITOKA3BAaT, 4e € J0303aBHCHM M
IIpH NONMTEPAriuA ¢ BANNpoaT. BenpekH ToBa, nparoeata 103a, Mo KOATO He CBIECTBYBA PUCK, HE
MOXKE [1a Ce OTpeeH.

Hanu4HuTe n12aHHW NOKa3BaT HapacTBaHe Ha CTy4aHTE Ha MalKH U TeXKH MaibopMmanumu. Haii-
HECTHUTE Cily4aH Ha MaT(OPMAUMH BKJIIOUBAT A€PEKTH HA HEBpAIHATA TpBOa, THUEB THCMOPPHIEM,
Sacilika yCTHA K Bb/i4a MIaCT, KPaHHOCTEHO3a, ChpAeyHH, 6BOPEUHH # yporeHUTanHy fedeKTH, u
AePEKTH Ha KpalHHLMTE (BKJIIOYHMTENHO ABYCTpaHHa alulasisa Ha 1bYEBaTa KOCT), H MHOXECTBO
aHOMAIMH Ha Pa3THYHU CHCTEMH B YOBEUIKHUA OPraHHIbM.

Excnosuuusra in utero Ha Bannpoat Moxe 1a IOBEAE 10 YBpEXKAAHE Ha CllyXa MM IyXOTa {10paau
MajipOPMALIMK Ha YLIHTE H/WIH HOCa (BTOPHYEH edeKT) Wuiu IHPEKTEH TOKCHYEH eGeKT BbPXY
CIyXOBHA anapat. Cry4auTe OIMCBaT KaKTO €HOCTPaHHA, TaKa ! NBYCTPaHHA ITyXoTa HIIH
YBpeKaaHe Ha ciyxa. He 3a Bcnuku ciryyan ca cho6uienn pesyntatu. KoraTto ca cvo6ment
pe3y.ITaTy, B rO-roiiaMara 4act OT CilyyauTe He ce Habni01apa Bb3CTAHOBSBAHE.

EKCMO3KLKA in utero Ha BaNINMpPOAT MOXKE 1a JAOBEe 0 OUYHH MangopMaLMK (BKIIOYHTENHO KONoBoMa,
MHKPOQTAIMHS), KOMTO ce ChOGLUABAT BEB BPB3Ka C ApYTH BpoAeHH MandopMalmrHd. Tem ouynu
MaipopMallHH MOTraT Ja 3aCETHAT 3PEHHETO.

Hapywenus ¢ pazeumuemo na nepsnama cucmema 8 pezyaimam na eKCRO3uYUA in utero
JlaHHH NoKa3BaT, e EKCNO3HLMA HA BAJITIPOAT in ulero MOXe 1a HMa HeDNaronpuATHH eheKTH BLPXY
NCHXHYECKOTO H PUIUYECKOTO PAa3BHTHE HA AELIATA, HITOXKEHH HA TaKaBa eKCHO3MUNL. PHCKET OT
HAPYLICHUA B PA3BHTHETO Ha HEPBHATA CHCTEMa ( BIJIIOYHTESTHO ayTH3BM) H3MIEHIA € N0303aBHCHM,
KOTATO BAJINPOAT CE M3MOII3BA KATO MOHOTepanys. Bbnpeku Toea, nparoeara 203a, Noa KOATO PUCKBT
HE CBILCCTBYBA, HE MOXE lla C€ YCTAHOBH B3 OCHOBA HA HanW4HMTe AauHu. Korato Bannpoar ce
H3NOJI3BA KATO NONIUTEPAITHS C IPYTH AHTHEMWIEITUHYHH IEKAPCTBEHH IIPOTYKTH, PHCKBT OT
HAPYLICHUS B PA3BHTHETO HA HEPBHATA CHCTEMA B NOKONIEHHETO CHLUO 3HAYHTEITHO CE YBETHYABA B
CpaBHEHHE C TO3M MpH AcUR OT ODLLaTa NOMy ALK WIH POAEHH OT HENEKYBaHH MalKH C eNHIeNncUs.
TO4HHAT pUCKOB recTaLMOHEH NepHo 3a Te3n edekTu e HECUIYPeH H BB3MOXKHOCTTA 33 PHCK M0
BpeMe Ha LaJ1aTa OpeMEHHOCT He MOXE 1A Ce U3KTIOYH.
Koraro Bannpoar ce npunara kato MOHOTEPANHSA, MPOYYBAHHS MpH AeLa B MpeayYHTHILHA BB3PacT,
H3IIOKCHH Ha €KCTIO3WLMA Ha BaNnpoar in ufero No speMe Ha OpeMEHHOCT NOKa3earT, ye B 1o 30-40%
OT C/Ty4aHTe ce HabnKoAaBa 3abaBsiHe B TAXHOTO PaHHO Pa3sBHTHE KaTo: rOBOP, NO-KBCHO NPOX0KIaHE,
MO-HHCKH UHTENIEKTYATHH CNOCOOHOCTH, JIOUIM €3MKOBH YMEHHS (FrOBOpEHe pa3dupaHe) H CVR
C rnamerTa. @'Mfiﬂo s
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JIaHHWTE NO OTHOLIIEHHE HA ABITOCPOYHHS M3XOA ¢a OTPAHHYEHH.

HanuuHuTe AaHHHK OT NOMyNauMOHHO 6a3MpaHO WINMTBAHE NOKa3BarT, 4e AeLaTa ¢ eKCIMO3HLUA Ha
BAITPOAT in utero ca ¢ MOBHMILEH PHCK OT Pa3CTPOHCTRA B ay THC THYHUS CNeKThP (MpUOAUIHTENHO
3 MbTH) H JETCKH ayTH3BM (OKONO 5 MBTH) B CPaBHEHHE C MOMyJIAUMATA Ha T€3H Oe3 eKCrO3HLMA B
NPOYYBAHETO.

HanvuuuTe nanuu ot apyro nomynaunouxo Oa3vpaHO M3MHMTBAHE NMOKA3BAT, Ye JelaTa HIOKEHH Ha
CKCTIO3HLIMA HA BANMNPOAT in ufero ca ¢ NOBHILEH PHCK OT PA3BHTHE HA CHUMITTOMM KATO JePULUT Ha
BHUMAaHHETO/XHITEPAKTHBHO pa3cTPOMCTBO (attention deficit/hyperactivity disorder, ADHD)
(MpubAU3MTENHO 1,5 TbTH) B CpaBHEHHE C MOMy/ALMATA HA Te3H 6e3 €KCIIO3HLIMA B MPOYYBAHETO.

Heya om scerncxu non, oOesotixu u xenu c demepoden nomenyuan (8ix. no-2ope u mouxka 4.4)
CpenacTsa chabpxKally €CTPOreH, BKAOYHTENHO ChABPAKALUMN €CTPOrE€H XOPMOHATHH KOHTPALEITURH
MOraT fa yBEJIMYAT KIHPBHCA Ha BAMMPOAT, KoeTo OH MOIJIO Aa J0BEle X0 HAMAISIBAHE Ha CepYMHATAa

KOHUECHTpALHA Ha BAINPOAT H Bb3MOXXHO HaMansBaHe Ha e(hEKTHBHOCTTA Ha BANNpoat (BX. TOYKH 4.4
n4.5)

Ako dicenama naanupa bpemenrocm

3a MOKA3aHHETO €NM/IENCHA, aKO JKEHATa [L1aHHpa Ja 3abpemeHee, TepanuATa ¢ Ba/lpoar TpaOBa aa ce
MPCOLUEHH OT CHELHAIMCT ¢ ONMHT B JICYCHUETO HA CMWIENCHA M Na ce OOMMCIIST aITEePHATHBHH
BB3MOXKHOCTH 34 JieyeHHe. Tpabba na ce monoxar BCHHKH YCHIMA, 3a [a ce NPEMHHE Ha MOIXOALLO
4ITCPHATHBHO JICYCHHE PEAN 3a4EBAHETO U NPEIH MPEKPATABAHE HA KOHTPALICTLMATA (BXK. TOUKa 4.4).
AKO CMSAHATA Ha JIEYEHHETO HE € Bb3MOXKHA, HeHaTa Tps0Ba 1a NOMYYH AOITBIHHMTENHA KOHCYJITAUHS
OTHOCHO DHCKOBETE C BA/INPOAT 3@ HEPOOEHOTO AeTe B Mojkpena Ha WH(OPMHPaHOTO H BlemaHe Ha
pEill€HHE OTHOCHO CEMEHHOTO ILIAHHPAHE.

3a nokasaHHeTo OHIOASPHO PasCTPOHCTRO, aKko XKeHaTa naHupa aa sabpemeHee, TpsaOBa aa ce nposese
KOHCYITallids CbC CTICUMATHCT C OMUT B JIEYEHHETO HA OUMONAPHO Pa3CTPOHCTBO M JIEUEHHETO C
BaNnpoaT TpadBa fa Ce NpeycTaHOBM, H aKO € HeOOXOaMMO, TpsOBA 1a Ce NpeMHHE Ha aTePHATHBHO
JICHCHHE NPEQIH 334€BAHETO W NPEH NPEKPATABAHE HA KOHTPALIENILIMATA.

bpesmennu xncenu
Bannpoat kato neyeHue 3a OunonapHo Pa3CcTPOHCTBO € MPOTHBOMOKA3aH 3a ynorpeba no BpeMe Ha

OpemensocT. Bannpoar, kaTo leyeHHe 3a enuierncus e NPOTHBOIIOKA3aH NpH BPeMEHHOCT, OCBEH KOraTo
HAMA MOIXONALIO ATTEPHATHBHO JIeueHHe (BXk. ToUukH 4.3 u 4.4).
AKO X€EHa, KOSTO Ce JIeKyBa C BAIMPOAT, 3abpemeHee, T4 TpIA6BA HE3a6ABHO 1A ce HACOYH KbM
COCUHANIKCT, 32 2 ¢ OOCHAAT ANTepHATHBHH Bb3MOXKHOCTH 3a JieyeHue. [To BpeMe Ha OpeMEeHHOCT,
TOHHYHO-KIIOHHYHHTE MbPYOBE NPY MaKKaTa M EMWIENTHYEH CTaTYC ¢ XMITOKCHS MOTAT A2 HOCST
ONpeesicH pUCK OT CMBPT 3a MaikaTa W mioja.
AKO, BBIIPEKH M3BECTHHTE PHCKOBE C BAIMPOAT MPH GPEMEHHOCT H CJ1e] BHUMATEIHO OGMMUCIAHE Ha
ATTEPHATUBHO JICHCHHE, NIPH WIKTIOUHTENHH 00CTOATeNCTBa GpeMeHHaTa *eHa TpabBa na nogyyasa
BAJIMPOAT 3a efWIENCHA, NPENOpHYBA CE Aa;
® CC M3NO0/I3BA HAW-HHCKATa CEKTHBHA 11034 H 1a CE Pas3/esis JHEBHATA 1033 BAINPOAT Ha
HAKOMIKO MAKH 03K, KOMTO TpAOBa f1a Ce IPHEMAT Npe3 uenus acH. YnoTpebara Ha
NIeKapcTBeHa JOpPMa € YABIDKEHO OCBOOOXKAABAHE MOXKE 1 e 3a NPEANOYNHTAHE Npea APYrH
JIeKapCTBEHH (POPMH, 32 Ja ce H36erHaT BUCOKH MAKCHMATHH TUIa3MEHH KOHLIEHTPaLHH (BX.
TOuKa 4.2).
Beuruky nalumeHTKH ¢ eKCro3uling Ha Bannpoar no BpeME Ha OPEMEHHOCT U TEXHUTE MApPTHEOPH TPIOBa
fa 6bAaT HACOYEHH KBM CIIELIMASTHCT C ONMT B TEPATONOrHUSTA 32 OLIEHKA U KOHCYNTUPAaHE OTHOCHO
€KCrnoHKpaHata OpemennocT. Tpa6Ba na ce u3BLpLBa CMEUHATH3IUPAH NPEHaTalIeH MOHUTOPHHT 32
OTKPHBAHE Ha BL3MOKHA N04Ba Ha AedeKTH Ha HeBpanHaTta Tpbha WM ApyTH MadopMaLWH.

Puck 3a Hosopodenomo




- MHoro paako ca foknanBaHH Clfy4an Ha XeMOparuyeH CHHAPOM NPH HOBOPOIEHH, YHHTO MaiKH
Ca NMPHEMAJTH BAINPOAT MO BpeMe Ha OpeMeHHOCT. To3M XeMoparudeH CHHAPOM € CBBP3aH ¢
TPOMOOLMTONEHHA, XHIIODUOPHHOTEHEMHUS WHIH 10 HAMAJISBaHE Ha APYTH (PAKTOPH Ha
KpbBOCBCHPBaHETO. APUOpHHOreHEMHS € ROKIaBaHa ChLIO H MOXKE Na 6b1e ¢ (daTaneH H3Xod.
To3u xemoparuyeH CHHAPOM, 00aye, TpAOBa n1a ce pa3rpaHHyy OT HAMANABAHETO HA BUTaMHH K-
3aBUCUMUTE QaKTOPH, KHIYLMPaHH OT BeHobapbuTan M eHIUMHH HHAYKTOPH. ClenoBaTelHo,
Opos Ha TpoMOOLMTHTE, HUBOTO Ha (PMOPUHOreHa B IUIA3MATA, KOAI'YJJALLMOHHH TECTOBE U
(akTOpH Ha KPLBOCBCHPBAHETO TPAOBA a Ce M3C/IEABAT MPU HOBOPOICHH.

- Cnmyvau Ha XuUnoriMkemus ca GWIH A0KIaBaHH MPH HOBOPOAEHH, YHMTO MaHKH ca NpHEMaH
BAJIMPOAT MO BpeME Ha TPETHUS TPUMECTHP OT OpeMEeHHOCTTA.

- Cmyyau Ha XHAOTHPEOUIM3IbM ca OUNM NOKIIaBAHH NPH HOBOPOAEHH, YHHTO MalKH ca
NpHEMANIH BAJINpoOaT 1o BpemMe Ha 6peMeHHOCTTA.

- CHHApOM Ha OTHEMAHETO (KaTO, H B 4aCTHOCT Bb30y/a, pasapa3HUTETHOCT, CBPbXBb3OYAHMOCT,
HEPBHOCT, XHIIEPKHHE3HA, HAPYIIIEH TOHYC, TPEMOP, KOHBYJICHH W HAPYLUEHHA Ha XPAHEHETO) MOXKE
Jla ¢e NosBK NpH HOBOPOAEHH, YHHTO MAHKH ca NMpHEMAaIH BANNPOAaT 11O BpeEME Ha MOCIEHUS
TPHUMECTDBP OT OpeMeHHOCTTA.

Mbxe 1 NoOTeHNHAJIEH PpUCK OT ER3CTEOﬁCTBR Ha HEBPOJIOrHYMHOTO PAIBHTHE NPH J€UA YHHTO
63@![ €a JIEKYBAHH € Baanpoat npes 3-Te MecCena NNPpEIH 32aYUE€BAHETO.

PerpocniekTreHO 00cepBalMOHHO MpOyUBaHe B 3 CKAHAWHABCKH AbP/KABH NMOKA3Ba MOBHLIEH PUCK OT
pa3CTPOMCTBA HA HEBPOJIOTHYHOTO pa3BUTHe (neurodevelopmental disorders, NDD) npu aeua (ot 0 10
I l-roauuiHa Bu3pacT), YMKUTO HalH Ca JIeKyBaHH C BAINPOAT KATO MOHOTEPANHA Mpe3 3-Te Meceua
IpeaH 3a4EBAHETO, B CPABHEHHE C JelaTa, YHHTO Bally ca TEKYBAHH ¢ TAMOTPWKHH HIH
NIEBETHpALCTaM KaTO MOHOTEpanus, ¢ 00001eHO KOpUTrHpaHO cboTHolIeHHe Ha pucka (HR) 1,50
(95% CI: 1,09-2,07). Kopurupauuar kymynatuseH puck or NDD papupa mexay 4,0 % u 5,6 % B
rpynara Ha Bannpoart cnpamo mexay 2,3 % u 3,2 % B komOuHHpaHaTa rpyna Ha
NIaMOTpHXKHH/eBeTHpalleTam. [IpoyuBaHeTo He € JOCTAaTBHYHO MallabHo, 3a 1a ce H3C/IeBa BPb3KaTa
cbe cneuudrunn noaTunose NDD, a orpaHuueHusTa Ha NpoyUYBaHETO BKITIOYBAT MOTEHIIHATHO
»3aMBIIIIBaHE™, CBBP3aHO C MOKA3aHHETO M Pa3IMKH BbB BPEMETO Ha MPOC/IEAABAHE MEX/LY TDPYIHTE C
ekcno3uuns. CpeHOTO BpeMe Ha NpOC/eisBaHE Ha JeLarta B Fpynarta ¢ BaINpoar Bapupa Mexxay 5,0 u
9,2 roaunu B cpaeHeHde ¢ 4,8 1 6,6 roanHH 3a AenaTa B rpynarta ¢ JaMOTPHAKHH/ICBETHPALIETAM.
Karo uano e sp3moxed noeuieH puck of NDD npu aena Ha Gaiitd, nexyBsaHu ¢ Baamnpoat npes 3-te
MeceLla NPEM 3a4eBaHeTO, HO MPHYHHHO-C/IEACTBEHATa BpPb3Ka ¢ yroTpebara Ha BaJINPOAT He €
noTebpaeHa. OCBeH TOBa B MPOYUBAHETO He € oLeHeH puckbT ot NDD npu aeua, uynuTo 6aww ca
CMpeH NpHEMA HA BA/INpOAT NOBeUE OT 3 Mecella NpeaH 3a4eBaHeTO (T1.€. € Bb3IMOXKHA HOBA
criepmatoreHesa 6e3 eKCro3uuMs Ha BaJinpoar).

Kato npenna3xa Mapka, NpeanucBalliHTe NekapH TpaGBa Aa HHPOPMHPAT NMALMEHTHTE MbXKE 3a TO3H
MOTEHLHAIEH PUCK U J1a 00CHAAT HEOOX0AMMOCTTA OT €(eKTHBHA KOHTPALIENLH, BKIIOHHTEIHO 33
MapTHbOpKaTa, JOKaTO M3MOI3BAT BAIMNPOAT M MOHE 3 Meceua ciel NMpekpaTABaHE Ha TEYEHHETO (BK.
Touka 4.4). [lauHEHTHTE OT MBKKH N0 He TPabBa la JapaBAT CiepMa Mo BpeMe Ha JIEYeHHETO H B
NpoOb/KEHHE HA MOHE 3 MeceLa ClIe/ NpeKpaTaBaHe Ha IEHEeHHUETO.

[MauueHTHTE MBIKE, IEKYBaHH C BANMPOAT, TPAOBa PENOBHO Aa Ce NMPErIeAKAAT OT JIEKYBALIHUS T
NIeKap, 3a 1a ce MPEeUECHH JaJIH BAINPOATHT € HAH-NIOAX0AAILOTO JIEYEHHE 32 THX. 33 NauueHTH OT
MBAKH M0JI, KOMTO MJaHUPaT Na 3a4eHaT aeTe, TpaOBa aa ce OOMHCIAT W Aa ce o0CHAAT ¢ TaX
NOIXOIALLM ANTEPHATHBY Ha NieueHUeTo. BbB Bceky oTaeneH cnyual TpaOBa Aa ce MpeLeHsT
HHAMBHAYanHUTE 0OCTOATEeNCTBRA, [Ipenopruaa ce rpyu HeoOX0AHUMOCT Aa ce NOTHPCH CHhBET OT
CMEUHAJIUCT ¢ OMHT B JIEYEHHETO HA ETTWIENCHA HITH OUNONSPHO pa3CTPOICTBO.

Kxpmene

EkckpeunaTa Ha BAINpOAaT B KbpMaTa € HUCKA, ¢ KOHUEHTpalua Mexay 1% o 10% ot
Ha MaHkata. Bs3 OCHOBA Ha JIUTEPaTYPHUS M KJIHHHYEH ONMT, KbpPMEHETO TpabBa f1a ce
KaTo ce B3eMe MNoj BHHMaHHe npoduna Ha OezonacHocT Ha Jlenakun 500 mg, ocobeHo
XEMaTOJIOTMYHHTE HapylleHns (Bx. Touka 4.8 HexenaHu nekapcTBEHH peakiuH),




Tpabea na ce B3eMe peleHHe OTHOCHO CMIHpaHE Ha KbPMEHETO WIH MPEYCTAHOBABAHE/OrPaHHYEHHE
Ha neyeHHeTo ¢ Jenakun S00 mg, karo ce umar NpCABUA NMOJI3KHTE OT KbPMEHETO 3a AETETO M N0oJ3aTa
OT JIEUCHHUETO 3a MalKaTa.

PepTUaHTET

Hima c1obuteHHa 3a aMeHopes, MOMTHKHCTO3HH SHUYHHLIN H YBEJIMHEHH HHBA HA TECTOCTEPOHA NpPH
KEHH, NpHeMany Bannpoart (BxK. Touka 4.8). [IpunaraHero Ha BannpoaT Moxe ChLIO A HapyLuu
¢epTinuTeTa npy Muxke (BX. Touka 4.8). Hapymennsra Ha depTrnrTeTa B HAKOH cyyaH ca
obpaTumu Haf-mManko 3 Mecelia Cile/l MpeyCTAHOBSBAHE HA AEUEHHETO. OrpanunueH Gpoit moknagBaHu
CITy9aHn NPEeAnoarar, 4e 3Ha4HTETHO HaMaIABaHE Ha A03aTa MOXe N1a NOA0oOpH depTUanTeTa.
Bunpeku ToBa, B ApYyTH cliyyau, HAMA JaHHH 32 0OpPaTUMOCT Ha 6€3IUI0AUETO MPH MBIKE.

4.7 EdexTu BLpxy cnocobHocTTa 32 wodupane # paGora ¢ Mamuny

[MaunenTture TpaGea na GbAaT NPEeyNpeneHH 3a PHCKA OT CLHAHBOCT, 0COGEHO B CJTy4dau Ha
POTHEOrbP'10Ba NONMTEPANHS WIH B koMOHHaLms ¢ GeH3oanasenuuu (Bx. Touka 4.5 JIpyry
B3aHMOAEHCTRHSA).

4.8 Hexenanu nekapcTBeHH peakunu

Hznonssana e creatata CIOMS knacudukalms 3a 4eCTOTa Ha HeXETaHHTE NIEKAPCTBEHHU PEaKLIUH:
MHoro dectd (21%); yect (>1% u <10%); Heuectu (20,1 <1%); peaxu (20,01 u <0,1%); MHOIO
peakd (<0,01%), ¢ Hen3pecTHa yecTOTa (OT HANTHYHUTE JAHHM HE MOXe 13 Gh e HallpaBeHa oLleHKa).

Bpooenu, havuwinu u cenemunnu napywenus (exc. mouxa 4.6. bpemennocm u xvpsene)
Bponenn mandopmainu u HapyiueHns B pa3BUTHETO (BXK. TOUKH 4.4 1 4.6).

Hapywenun na xpvenama u aumgprama cucmema

YecTH: aHemus, TpoMGouMTONEHHS (BK. TOuKa 4.4)

HeuyecTH: naHUMTONEHMA, NeBKOMNEHUS

Peku: HEAOCTATBHYHOCT HAa KOCTHHMA MO3BK, BKIIOUYHTEIHO YHCTA annasus Ha YepBEHHA Pel,
arpaHyJIoLMTO3a, MAKPOLIMTHA aHEMHA, MaKPOLIHTO3a

H3cnedsanun

Penku: noHukeHH HHBa Ha KOAryTaUMOHHUTE (hakTOpHu (MOHE Ha eaUH OT TAX), OTKJIOHEHHSA B
KOarynalHOHHHTE TECTOBE (HANPUMED YABIKEHO NPOTPOMOHHOBO BpEME, YABIDKEHO aKTHBHPAHO
apLHaIHO TPOMOOILIACTHHOBO BpEME; YABIKEHO TPOMOHHOBO Bpeme; yBesnnyeH INR) (Bxk. ToukH
4.4 n 4.6), HegocTHT Ha BMOTUH/OMOTHHMIA3A

Hapywenus na nepgnama cucmema
MHoro yectu: TpeMop

HecTH: ekcTpanMpaMHIHM HApYLIEHHS, CTYROP*, COMHONEHTHOCT, KOHBY/ICUM*, HapylUeHHs B
NameTTa; rnaBobOoIHE; HUCTArbM; HAKOIKO MUHYTH CleJl MHTPABEHO3HA MIDKEKLIUA MOXKE 12 HACTBLIM
3aMaiBaHe (NPH HHTPABEHO3HO NPHUJIOKEHHE, 3aMasHOCT, MOKE 1A CE MOJTYUH 32 HAKOJIKO MHHYTH H
OOMKHOBEHO H34€3Ba CIIOHTAHHO CJIE HAKOJIKO MHHYTH)

Heuectu: koma*, enneanonarus*, neraprus*, o6patum MapKHHCOHHU3IBM, aTAKCUA, MapecTe3us
Heuectu: yTexuenu kousysicuu (Bx. Touka 4.4)

Penxn: obparuma aemeHums cebp3aHa ¢ 06paTHMa Liepebpanta aTpo(HsA, KOTHUHTHBHH HAPYILEHHA
*CTynop u fieTaprus, Boaewy NOHAKOra J10 NpexoHa KoMa/eHuedanonatus; Te ca Gunu -
CaMOCTOATENHH WIH CBBHP3aHHU C MMOBHILABAHE Y€CTOTATA HAa MbPUOBETE B XO/1a Ha Tepar
HaMajaBaT NpH CIHPaHe Ha JIEHYEHHETO MK FIOHHXKaBaHe Ha f03aTa. Te3u cayyau Bb3
4€CTO NpH KOMOHHMpaHa Tepanus (Mo-creuHatHo ¢ peHobapGuTan wid TOMHpaMAaT)
BHE3aMHO yBENHYaBaHe Ha NO3UTE Ha BANIMPOAT.

Hapywenua na ouume NG |
Peaxu: aunnonus N M DO



Hapywenus na yxomo u nabupunma
YecTH: royxoTta

Pecnupamopnu, 2pvonu u meduacmunarnu napywenus
HeuecTu: rieBpaneH U3nus (e03uHoOdIEH)

Cmomawuno-upesnu napyuenun

MHoro yecTu: rageHe*

HecTu: nospbillaHe, Bb3NaNeHHS Ha BEHIIUTE (OCHOBHO XHUNepia3Hg Ha BEHLUMTE), CTOMATHT, O0J1Ka B
FOpHaTa HacT Ha KOpeMa, IHAPHA HECTO BB3HMKBAT NPH HAKOH MaLMEHTH B HAYAJIOTO HA JIEYEHHETO,
HO OOHKHOBEHO H34€3BaT CNEM HAKOJIKO AHM 6e3 mpexpaTsBaHe Ha JCYEHUETO

*Habnionasa ce 110 HAKOIKO MUHYTH Cllel HHTPABEHO3HO HH)XEKTHPAHE ChC CIIOHTAHHO 3aTUXBaHe
B PAMKHTE Ha HAKOJIKO MHHYTH

HeuecTn: naHkpeaTHT, NoHAKOra ¢ daraneH H3xod (Bx. TOYKa 4 .4)

Hapywenua na 6v6peyume u nuxounume nomuwya

YecTi: ypuHapHa WHKOHTHHEHLINA

Heuyectu: 650peuHa HegocTaThuHOCT

Penku: eHypesa, TyOynoHHTepcTHLMAIEH HEDPHT, 06paTHM CHHApOoM Ha Fanconi, HO MeXaHW3MBT Ha
JEHCTBHE OLUE HE € CEeH

Hapywenua na koxcama u nooxoxcnama mvxam

YecTH: CBPbXYYBCTBUTENHOCT, NPEXOHa H/MAH 103032BHCHMA ANONELIHA, HapYLLIEHHS Ha HOKTHTE U
HOKBTHOTO JIerJ10

Heuectu: anrnoeaem, o6pus, HapylueHus Ha kocbMa (KaTo HeoBuyaitHa CTPYKTYpa Ha KOCHMa,
MPOMEHH B LIBETa Ha KOCBMa, HeoOWYaeH pacTex Ha Kocarta)

Penku: TokcuuHa envaepmanHa HEKpONIK3a, CHHAPOM Ha Stevens-Johnson, epuTeEMa MynTUdoOpMe,
CHHIPOM H2 IEKapCTBEH OOPHB ¢ €03HHOQHINA H cHcTeMHH cimnTomu (DRESS)

C HEM3BECTHA YECTOTA: XHMEPNUIMEHTALIUS

Hapywenus na MycKkyno-ckeaemuama cucmema u CoeOunumeanama moxan

Heuectu: HamManeHa KOCTHa MHUHEPATHA TUTbTHOCT, OCTEONEHHS, OCTeOonopo3a H PpaKkTypH NpH
NMALNEHTH HA NPOABLMKHTENHA TepanHua ¢ Jenmakuh 500 mg. MexauusmsbT, no koitro Jenakun 500 mg
MOBJIHABA KOCTHHA METADONTU3BM, HE € YCTAHOBEH

Penku: cuctemen nymyc epuremarosyc (Bx. Touka 4.4), paGaomuonusa (Bxk. TOuKa 4.4)

Hapywenwi na enookpunnama cucmema

Heuectn: cunapom Ha HapymieHa cexpeuus Ha AJIX (SIADH), XUMNEPAHAPOTEHUIBM ( XUP3YTHIBM,
BUDWIIH3IBM, AKHE, MBXKH THI &10MEUHS H/UM YBETHYEH aHApPOreH)

Peaku: xunorupeonanswm (Bx. Touka 4.6)

Hapywenus na memaboauzma u xpanenemo
Yectu: XunoHatpuemMus, yeenMueHo terno*
* [osHieHOTO TENECHO Terno Tpa6Ba Aa Obae BHUMATETHO npocneasBaHo, Thi KaTo e pakTop 3a
MMOJTHKMCTO3EH OBApHATIEH CHHAPOM (BXK. TOUYKa 4.6)

Penku: xHnepamonuemus™* (Bx. Touka 4.4), 3aTTbCTIBaHe

* BB3MOXKHO € 1a HaCTBNAT Cy4au Ha U30MpaHa WK YMepeHa XHMEepaMoHHeMHs 6€3 npoMsaHa B
4EPHOAPOOHHTE (yHKLHMOHATHH TECTOBE H TOBA He TpABBa aa 6bae npuumHa 3a [IpeKparaBaHe Ha
TepanuaTa. Cho0OIIaBaHO € U 32 XMIIEPAMOHHEMHUS, CBBP3aHA C HEBPOIOTHYHHM CHMATOMM. B T S
C/Ty4aH € HeOOX0AHMO 11a ce OOMHCIST JONBIHUTETHH H3CNEABAHHS (BXK. TOUKH 4.3 1 4.4 o

B YPEHHHA LMK H PUCK OT XUnepaMoHeMua H ITaLMEHTH ¢ PUCK OT XHMOKAPHATHHEMH ’ AT g /Ci';a“\\
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Cvoosu Hapywenus
Hectu: xemoparus (Bx. Touku 4.4 u 4.6)
HeuecTu: Backynur

Obwu napywenus u echexmu na macmomo na npuroxcenue
Heuectu: xunotepmus, Hetexwk nepudepes eaem

Xenamobwiuaprnu napyuenus
Hectu: uepHoapobuu yBpexaanus (Bx. Touka 4.4)

Hapywenus na evinpousesooumennama cucmema u eypoama

Yecth: aucmenopes

HedecTu: amenopes

Penku: 6e3mnoame npu Mbxe (BXx. Touka 4.6), NOIMKKUCTO3HH AHYHHLM

flcuxuunu napywenus

Yectn: creToaHue Ha o6bpkaHocT, XaNIOUMHALMH, arpecHs®, aXuTauus*, HapyLeHo BHHMaHHe*
Penku: abHopMHo noeenenune?, NCHUXOMOTOPHA XHIIEPAKTHBHOCT*, HapylleHa cnocoGHOCT 3a
o0yuyeHune*

*Te3n Hexenanu nekapcTBEHM peakuHH ca HabITI0OAaBaHH OCHOBHO NpH NEIUATPHYHATA NOMYJaLHs

Baurnue evpxy nabopamopnu u ouaznocmusnu wiciedeanus

Tsit kaTO BaNMMpOAT CE OTACNNA OCHOBHO npe3 ObOpeunTe, yacTHYHO Mox popMaTa Ha KeTOHHH Tena,
PE3YATATHT OT HANPABEHHA TECT 32 OTAEACHHTE KETOHHH Tesa MOXe 1a € MOoABEXK AL [PH NALMEHTH C
anaber.

Heavatpuuna NOMyaalm1d

IMpodunsT Ha GesonacHocT Ha Bannpoar B NEIHATPUYHATA MOMyIaLMs € CPABHUM C TO3H NpH
BE3PACTHH, HO HAKOH HEXE/NAHHU PEaKLMH Ca MO-TEXKKH WK ce HabMI0IaBaT MIABHO B neguaTpHuHaTa
nonynauua. CblIeCTBYBa 0OCOBEH PHCK OT TEXKKO YEPHOAPOOHO yBpexKaaHe NpH KbPMaueTa U MaiKy
Aicua, 0coOeHO Ha BB3PacT nod 3 roauHu. Mankute feua chlio ca H3ioKeHH Ha 0CcODeH pHCK oT
MaHKpeaTHT. Te3n pUckoBe HAMaABAT C yBeIMYABAHE HA Bb3pacTra (BXK. Touka 4.4). Ilcuxuyuu
Pa3CTPOHCTBa KaToO arpecus, Bb30yaa, HapylleHue Ha BHHMaHHETO, HEECTECTBEHO MOBEAEHHE,
NCHXOMOTOPHA XHNEPAKTHBHOCT H HApYLUEHA CMOCOOHOCT 32 06yueHHe ce HabMIOaARAT FIABHO pH
MmeAHaTpHYHATa MNOMyaaLHA.

Crobmasane na HexelanH peakuux

CpobLuaBaHeTo Ha MOJO3HPAHM HEXETAHH PEAKLIMH CIIEN paspeluaBaHe 3a ynorpeba Ha ieKapcTBEHHS
MPOAYKT € BaXHO. ToBa NO3BONABA Ja NPOABILKH HAGIIOAEHHETO HA CHOTHOIIEHHETO Noa3a/puck 3a
SIEKAPCTBEHUA NPOAYKT. OT MEAULIMHCKHTE CMIELMAIHCTH Ce W3HCKBA 2 ChOBIABAT BCSKa
MOJO3HPAHA HEXKENTAaHA PEaKLIHA Ypes:

H3nbiHKTeNHa areHums no nexapcTeaTa

yn. ,.JQamsad I'pyes” Ne §,

1303 Codmus,

Ten.: +35 928903417,

yebcaiT: www.bda.bg.

4.9 Ilpenosznpane

[pH3Hauu v cuMITToMy

[Ipu3naimTe Ha OCTPO MacHBHO NpenosupaHe OGHKHOBEHO BKJTIOYBAT KOMa C MYCKYJ1HA XU
XHIopeekeHs, MHO3a, HapyLUeHa AUXaTenHa byHKILHA, MeTabo/IMTHa 411032, XHIIOTOHYA B ™ \
LHPKYATOPEH KONanc/okK. § ,/ ,-.::*Pf;_,;,;'-f‘ S
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CuMNTOMHTE OBGaye MOraT aa Bapupar u ce cho61aBa 3a I'bPHOBE NPH MHOT'O BUCOKH TUTA3MEHH HHBA.
Cpobuiasa ce 3a clyyau Ha NOBHILIEHO HMHTPAaKpaHHAJTHO HAMATaHE, CBbP3aHO ¢ MO3BYEH OTOK.
Hanuumero Ha Hatpuii B chenmHeHusTa ¢ BA/IIIpOAT MOXKE 114 IOBEAE O XHNEPHATPHEMHS B CTyYaHTe Ha

fpeao3upaHe.

Osnanssane
B ciryyait Ha npeposupane c Ba/INpOAT, BOAELIO IO XMIIEPAMOHEMHS, MOKE [1a Ce TTPHITOKH KapHHTHH
HHTPaBEHO3HO, 34 [1a C€ HOPMANTU3UPAT HUBATA HA AMOHAKA.

5. ©®APMAKOJIOTHYHHU CBOMCTBA
5.1 <PapMakoaHHAMHYHH CBOiCTBa

QdapMaKoTepaneBTHYHA rpyna: [lpoTuBoenunenTuunu CpeJCTBA
ATC rox : NOIAGO]

HerosuTe aHTUKOHBY/ICHBHH cBOMCTBA AelicTBaT Cpelly pa3nH4YHH BHAOBE FbPYOBE MPH HKHBOTHHTE H
NpyunaabUH NPy Xopara.

ExcnepumMeHTanuure ¥ KIHHUYHK Npoy4BaHUs HA Bannpoara NoKa3BaT ABa THNA MeXaHH3MH Ha
AHTUKOHBYJICUBHO aelicTBHE:

ITepBusT € npak dapmakonoruuen edexr, CBbp3aH € NNIA3MEHWTE W MO3BYHHTE KOHLEHTPALMY Ha
BaNNMpoara.

BTOpHAT OueBHAHO € UHAMpPEKTEH H HaH-BEPOATHO € CBbP3aH ¢ MeTaboIUTHTE Ha Ba/INpoaTa B
MO3bKA, C H3MEHEHHE B HCBPOTPAHCMHTEPHTE HIIM C AWPEKTHH MeMOpaHHH edexTu. Haii-
Pa3NIpOCTPaHCHATa XHNOTE3A € CBbP3aHa ¢ raMa-aMMHOOYTHPOBaTa KMCETHBA (GABA), uuBara Ha
KOATO C€ NOKa4BaT C/Iel NPUIOKEHHE Ha BaJinpoar.

BannpoaTsT HaMaIABa IPOABIKHTENTHOCTTA Ha HHTEPMEHEpHaTa (a3a Ha CbHA C €JHOBPEMEHHO
yAbJDKaBaHe Ha OABHOBBIIHOBHS CLH.

52 @dapMakoKuHeTHUYHH CBONHCTBA

Pasnpesnenenue

[IpemunaBane npe3 nnaueHTarta (BX. TOuka 4.6).
Bannpoar npemMuHaBa npes riauesTapHara bapHepa KaKTO NpH *KHBOTHH, Taka H fpH xopa.
- lipu xuBoTHHMTE, BasnmpoaT npeMuHasa Mpe3 I1aueHTaTa 8 NoAobHa cTeneH KaTo npu xopara.
- Hsaxonko nmybnukaumm ca uscnensanu NPH XOpa KOHUEHTPaUMHTE Ha BAJNpPOaT B NbOHaTa
BPbB Ha HOBOPOAEHH NpH paxkaaHe. CepyMHHTe KOHLEHTPALMK Ha Ba/INpOAT B ITLITHATA BPHB,
MOKa3BalllH Te3H BBB QeTyca, ca moJoOHH WIH JIeKO 3aBHILEHH B CpaBHEHHME C Te3H Ha
MaHKara.

Metaboausem

[Ipu nposenennTe painuunl papMakOKHHETUIHH MpOY4BaHHA Ha Bannpoat € OUNO YCTAHOBEHO, Ye:

- OHOHAIMYHOCTTA Ha HATPHEB BANINPOAT B KPBBTA Cl€d nepopaneH npHeM e npubausutenso 100%.

- 00EMBT Ha pasfipesieNleHHe € OrPaAHMYEH OCHOBHO 10 KpbBHATa LUPKyNaLMA H Obp30 oOMeHsaTa ce
CKCTpaLcTy1apHa TEYHOCT. BannpoaTbT NPEeMHHABa B rpbGHaYHO-MO3BYHATA TEYHOCT M MO3bKa;

- TUIA3MEHHAT NMOJYXKUBOT € 15-17 yaca,

- TepanesTHYHAaTA €PeKTHBHOCT H3HCKBA MHHHMAJTHA CEPYMHa KOHUEHTpals oT 40-50 mg/l ¢ wmpok
AxanasoH Mexay ot 40-100 mg/l. INoaaspkanero Ha HuBa Han 200 mg/l Hanara peayuupane ua

no3ara. - \

- NOCTOAHHA MIa3MEHa KOHLEHTPALMS C€ JOCTHra 3a 3-4 qHHU. w’sﬂﬁi Mo 7/ \..\

- BAINPOATET CE CBBbP3Ba BEB BUCOKA CTETEH C MNA3MEHHTE NPOTEHHH, KOETO 3aBHUCH OT ﬂﬁgﬁ, h C*_}:\.
CTUI'a 1O HACHILaHE. vl v: '.;,;\!' ! R 21::; \
- OCHOBHUSAT MBT 3a OHOTpaHCdopMalMa HA Bannpoar e FIOKypoHHpaHeTo (~40%), npefigMHO upes | BRI
UGTI1A6, UGTIA9 w UGT2R7. ' r; IR

- HATPHCBHAT BAITIPOAT C€ EKCKPETHPA I1aBHO C YPHHATA, CAeA KaTo ce MeTabonun3upa l{'ﬁq'i_-'.;- - S
FIIOKYPOHU3ALIUA M BeTa-OKCHOaLHS. RNGY o ASS




- MOJICKYJIATa Ha BAIMpoaTta ce JHalIH3Hpa; XeMoaHanu3ara, obaue, noBMMsaBa caMo cBobOIHATa
¢pakuus Ha Bannpoara B KpbBTa (NpUbAH3HTETHO 10%).

- BANpOaTkT HE HHIYLIHPa €H3HMHTE, YHacTBaLUM B MeTab0NUTHATA CHCTEMa Ha UMTOXpoM P450.
Ilopany ToBa, 32 pasuka OT MOBEYETO AHTHENWIENITHUM, TOH HE YCKOPABA COBCTBEHOTO CH
pasrpaxiaHe, HUTO MbK TOBA HA NPYTHTE BELIECTBa, KATO €CTPOTeHH, POre€CTOreHH W OPaHH
AHTHKOAryJIaHTH.

[leouampuunu nayuenmu

Jleua Ha Bb3pacT Han 10 roqMHHM W IOHOLIK UMAT KIIMPBHC HA BATIIPOAT NOAOGEH HA TO3H MpH
Bb3pacTHH. [1pn neanarpyuHK nauMeHTH Ha BB3pacT noA 10 roaMHM CHCTEMHNS KIMPBHC Ha
BANMPOAT C¢ pa3H4aBa B 3aBUCHMOCT OT BB3pacTTa. [Ipn HOBOpOoAEHH H KbpMayeTa Ha BB3pacT 0
2 Mecela KTHPBHCBT Ha Ba/lNpoara € HaManeH NpU CPpaBHEHHE C TO3H NP BB3PaCTHH H € Hal-HUCHK
HENOCpeACTBEHO cnel paxaaHeTo. [Ipy npernea Ha Hay4HaTa IMTepaTypa, MOTYXKHBOTHT Ha
Bannpoara Npu KbpMaveTa Ha Bb3pacT 10 2 Mecella OKa3Ba 3HAYUTETHH PA3THKH oT | a0 67 yaca.
Ilpy neua Ha BB3pacT 2 — 10 roAMHH, KIMPLHCHT Ha BANPoata € ¢ 50% Mo-BHCOK OT TO3M npu
Bb3PACTHH.

5.3 IlpeaknHHHY4HH JanuH 33 Ge3onacHocT

[TpoyuBativist NpH HBOTHH NOKA3BaT, e EKCMIO3MIIUATA HA BARIIPOAT in ulero BOAM M0 MOpPPONOrHHHH
WHIH GYHKUMOHATTHH NPOMEHH Ha CITyXOBATa CHCTEMA NIPH ILTEXOBE M MUIIKH.

Bannpoar He noka3ea Npu aHANH3 in Vilro MyTareHHOCT HHTO TpH GaKTepHH, HATO BBPXY KJIETKH OT
MMLUHK THMPOM ¢ He WHAYLMpa penapauns Ha JJHK B mbpBHUHH XenaTOUMTHH KYJATYPH OT IIBX. In
vivo, obade, ca MojiyueH NPOTHBOPEYHBHU Pe3y/ITaTH 3a TEPATOrEHHHTE JO3H B 3aBHCHMOCT OT
Ha4yMHa Ha npunoxerne. Crell nepopaHO NPHIOKEHHE, HAi-4eCTO H3MOM3BAHUSA HAYHH Ha
NIPHTIOKEHHE TIDH XOpa, BAINPOATHT He HHAYLIHPA XPOMO3OMHH abepaliMy B KOCTEH MO3BK OT TUIbX
WK IOMHHAHTHH JIETATHH €PeKTH NPH MULIKK. HHTpanepHTOHeaHOTO HHKEKTHpaHe Ha BANNpPoOaT
nosHIIaBa HaKbCBaHe Ha BepHruTe Ha JJHK u xpomo3oMuH yBpexxaanus npu rpusauu. B
AOIBIIHEHHE, B IMyO/IHKYBaHH MPOYYBaHMA € ChOOIABAHO 32 YBEIHUEH OOMeH MexXay CECTPUHCKHUTE
XPOMAaTHAH NMPH NMALHCHTH C ENWIICTICHA, NPHEMALH BAINPOAT, B CPaBHEHHE C HEJIEKYBAHH 3IpaBH
y4acTHHLH. Bbnpeku ToBa, M3KTIOUBAIIHN Ce Pe3Y/ITATH Ca MOMYYEHH MPU CPABHABAHE HA NAHHUTE npu
NMALUMCHTH C €MHJIETNICHA, TIEKYBAHH ¢ BAJIIPOAT, C TE3H HA HEJEKYBAHH MALMEHTH C eMWIENCH.
KnHHUYHOTO 3HaYeHue Ha Te3u pesyntat 3a JJHK/XpoMo3oMHTe € HeM3BeCTHO.

Hexnuununure AaHHHU HE NMOKa3BaT ocoDeH PHCK 3a XOpaTa Bb3 OCHOBA HAa KOHBEHLHOHANHH
Npoy4YBaHHA 38 KAHLUECPOIr€HHOCT.

Penpodyxkmusna moxkcuynocm

BannpoarsT HHAyUMpa TepaToreHHH edexT (MandopMaLi Ha MHOXKECTBO OpraHHH CHCTEMH) B
MHLUKH, TUTBX0BE H 3aH1M. OTKJIOHEHHS B NOBEACHHUETO Ca ChOOIIABAHM B HHAMBH/IHTE OT ITHPBO
MOKOJICHUE Ha MHULIKH H ILTbXOBE CNeJl €KCIO3HLUNS in utero. Hakou noBeaeHyecku npoMenH ca
HabJ1101aBaHHU CHLLO U BLB BTOPO NOKOJIEHHE, a CHLIMTE ¢a GWIH MO-TPyaHO 3a6eneknMH B TPETO
MOKO/IEHHE Ha MHULLUKH CEl OCTPA in ulero €KCNo3HUMs Ha MbPBOTO MOKOIEHHE HA TEPATOreHHH N03H
Bannpoat. CKpUTHTE MEXaHHWIMH H KJTHHHYHATA 3HAYUMOCT HA TE3H OTKPHUTHA C2 HEM3BECTHM.

B npoyuBaHHs 3a TOKCHYHOCT NPU MHOFOKPATHO NpHIaraHe ¢a ChoBLIEHH TECTHKYJlapHa
fiereHepaumrs/aTpodus WK HapylleHHs B CNIepMaTOreHe3aTa M HAMASBAHE Ha TErJIOTO HA TECTHCHTE
MpH BBL3PaCTHH IUTBXOBE W Ky4€Ta Clie]l IEPOPaTHO NPHAOKEHHE B 103 CboTBeTHO 400 mg/kg/neH u
150 mg/kg/nen, HaxoaKkH B TECTHCHTE, CBBP3aHH ¢ HUBa Oe3 HabnonaBaH HebGnaronpuateH edekT (no
observed adverse effect levels, NOAELs) ot 270 mg/kg/neH npu Bb3pacTHy misxose # 90 m Lil
MPH Bb3PACTHH KYHETA.

CpaBHeHHATa Ha rpaHHUMTE Ha Oe3onacHocT Ha Gasara Ha ekcTpanoaupanata AUC npu

., N A . -
Ky4€Ta Moka3Bar, 4e MOXKe [a HAMa rpaHuua Ha 6e30nacHoCT. P N ?,\
[1py roBEHHNHH MUIbXOBE HaMANABaHE HA TETNIOTO Ha TECTUCHTE € HaGI00aBaHO caMo whosm, . o T

HaJIBHLLIABAIIM MaKCUMAITHATa AOHOCHMA No3a (oT 240 mg/kg/aen npu HHTpanepmonea,ﬁ@ HJIH
HHTPaBEHO3HO NMPUIIOKEHHE), 6€3 CBbP3aHH XHCTONATONONMYHH npoMeHH. He ca HabmoxaBapn
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eeKTH BbPXY MBKKHTE PerpOTyKTUBHH OPraHH MPH MOHOCHMH A03H (no 90 mg/kg/nen). Bu3 ocHoBa
Ha TC3H NaHHH IOBEHHIHHTE XHBOTHH HE C€ CYMTAT 3a NO-TIOJATIIHBY 110 OTHOLIEHHE HA HAXOAKH B
TECTHCHTE, B CPABHEHHE C BB3PACTHHTE. 3HAYCHUETO HA HAXOKHTE B TECTHCUTE 3a eIMATPHUYHATA
MOMyJIaltKs HE € H3BECTHO.

B npoy4eaHe 3a QepTiviMTeTa NpH rUILXoBe, BATNPOAT B A03H 0 350 mg/kg/nHeBHO HE NOBAHABA
PENPOAYKTHBHATA (QPYHKLMA NPH MBXKKHTE HHAXBUIH. Bbopeku Toa MHPEPTIIMTET PU MBXKE €
HIEHTH(HUIIMPAH KaTO HeXeNaHa peakiLHs NpH XopaTa (BX. TOYKH 4.6. U 4.8).

6. GAPMALUEBTHYHHU JAHHU

6.1. ChnHCBLK HAa NOMOIIHHTE BEeUlECTBA

ITosuaon K 90; kxanuues cHMKkaT; Tank, MarHesues CTeapar; MOJTMETHIIEH FIIMKOJT; LAPEBHYHO
HHLIECTE; NOBHAOH K30; THTAHOB THOKCHI; BT XKene3eH OKCHIL LeTyJIO3€eH alleTaTr QTaar;
AHeTHI(hTANAT, MAKPOTOJI.

6.2 HechBMecTHMOCTH

Hsma naHnu.

6.3 Cpok Ha roanocrt

3 roauHHu

6.4 Cnenuajanu ychI0BHA Ha ChXpaHeHHe

To3u nexkapcTBeH NPOAYKT HE U3UCKBA CHIELMAIHH YCIIOBHS Ha CbXpaHeHHeE.

6.5 Bnau cbALPXKAHHE HA ONAKOBKATA

[TomunponuieHoB (akoH ¢ MONHETHICHOBA 3aMyIIAKa ¢ MATEPHS NIPOTHB OBNKHABAHE,
Beska onakoBka ceabpika 40 tabnerku.

6.6 CreuHalHA NpeANa3sHA MePKH NPH H3XBLPJIAHE

HamMa cneumanHi M3UCKBAHUA.

7. [IPUTEXXATEJ HA PASPEIMIEHUETO 3A YIIOTPEBA

Sanoft Winthrop Industrie

82 avenue Raspail

94250 Gentilly

PpaHLNg

8. HOMEP(A) HA PASPEIIEHUETO 3A YIIOTPEBA

Per. Ne 20010250

9.  JATA HA ITBbPBO PAZPEIIABAHEMTIOJHOBSIBAHE HA PA3PEILIEH
YIIOTPEBA

JlaTta Ha mbpBO paspelnaBade: 26.02.2001
Hata Ha nocneaHo noaHosgsane: 26.10.2011




10. JATA HA AKTYAJIH3UPAHE HA TEKCTA

18/12/2024
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