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1. UME HA JJEKAPCTBEHUSA MPOAYKT

Teapopt 80 mg/5 mg tabneTxn
Telfort 80 mg/5 mg tablets
2. KAYECTBEH Y KOAMYECTBEH ChCTAB

Tendopt 80 mg/S mg tabnerku: BeAka Tabnerka ceaspxa 80 mg renmucaptan (telmisartan) 1 5 mg
amnogunue (amlodipine) (kato aMnomunuHos Ge3unar).

[MoMoumny BewecTsa ¢ u3RecTeH ediekT:
Tentopr 80 mg/5 mg: Beska rabnerxa ceanpxa 320,4 mg copduron,

3a OBENHKHA CIIBCBK HA MIOMOIHHTE BEIIECTBA BHKTE Touyka 6.1,

3. JIEKAPCTBEHA ©OPMA

Tabnetka

Tendopr 80 mg/5 mg: Genu A0 KBENTEHUKABH, NPOABLITOBATH, ABOHHO HITBKHATH TAGIETKH C

pasmepy ot 18,5 x 8,5 mm v rpasnpan vagnuc "80" "5" o1 enHara cTpana Ha TalneTkara,

Jenutennara ueprta He € ipeHa3HAYeHa 3 CUynBaHe Ha talaeTkara.

4. KJHHHUYHH JAHHH

4.1 TepameBTHYHH NOKAIAHUA

TendopT e nokazaH KaTo 3aMeCTBAINA TEPANHA NPH BE3PACTHH MAUKEHTH C ECEHLHAHA XHIISPTOHYA,
p P 14

Ha KOMTO KPBBHOTO HANIATAHE, € aJIeKBATHO KORTPONHPAHO ¢ KOMOMHAIMATA TeIMUCAPTAH 1

AMJIOOHITHH, NMPUNTAraHd €1HOBPEMEHHO B CHIOTO JO30B0O HHBO.

4.2 Jlo3uposka H HAYMH HA NPRAOKEHHE

Iosuposka

MManuenTHTe, IPHEMAIHM AMICAHIME M TEIMHCAPTAH KATO OTASAHH TabNeTKH, MOTAT Ja MpUEMAT
Tabnerke TendopT chabpKalny CLIATE NO3W HA OTAENHETE KoMnoHeHTH. [lanuentuTe TpsGea aa
W3MOM3BAT KOKLEHTPAIHATE, ChOTRETCTRALIA HA MPSARIIHOTO HM JIEYEHHE.,

Ipenoprupanara no3a e eana Tabnetka Tendopt Aueero.
Makcumannata gHeBHa aosa Tendopt e 80 mg/10 mg eqHH THT AHSBHO.
MakcumanHaTa nHEBHA N03a oT TenmucapTad @ 80 mg u MaKCUMANHATA JHERHA /10328 OT aMJIOAUIIHH €

10 mg.

Creytainy nonyrayun

Cmapyecka ev3pacm
He ce Hanara MpH NaUyeHTH B HANPEHANA BH3PACT KOpeKUKA Ha no3ata, [losmuapadero
TpROBA Fa Ce H3BLPUIBA € IOBUINEHO BHUMaHHe (Bx. ToukH 4.4 1 5.2). Manko e unpopm
NPUNONKEHUETO MY TIPH MHOTO BB3PACTHH MMAllMeH TH.




Fubpeuno yepexcoane

He ce panara npomsHa p JO3MPORKATA IIPA NALMEHTH ¢ J1€K0 [0 YMepeHo On0peuHo yBpexaane.
ChILECTBYRAIIMAT ONMT IIPH DAUMEHTH C TeXKKo GROpeHO YEpEKIaHE MITH HA XeMOOHATTHAA €
OrpaHuueH,

IIpenoprusa c& NOBHLICHO BHUMAHHE, KOTATO ce H3Non3Ba TendopT npy TakyBa OAMEHTH, ThH KaTo
aMJIORMNHH U TEIMUCAPTAH He Ce ANAIH3HpaT (BK. cbmo Touxa 4.4).

Hepnoopobuo yepexcoane

IpenopkuMTenHa 1O3UPOBKA HE € YCTaHOREHA NPH NALMEHTH € KO A0 YMepeHo YepHoapoGHo
yBpeskaane. 3a TenMucapTal 103WpoBKaTa He TpADEa Ma HansHinaea 40 mg BeOHBXK IHEBHO (BiK.
touka 4.4 TendopT e npoTHBOMOKA3AH NPH MALKEHTH ¢ TEKKO YepHOAPOSHO yBpekaane (8. TOUKa
4.3,4.4 u5.2). [Ipn naupenTy ¢ AeKo A0 yMepeHo YepHonpoGHo yepexnane Tendopt Tpabea na ce
MIPHIIATa C MOBALIEHO BHHMAHHE, ‘

fleduampuuna nonynayus
besonacHocTTa M ediikacHocTTa Ha TendopT npH Aeua HA BR3pact noA 18 roasHn He ¢a yCTaHOBEHH.
HsaMa HanmHYHH DaHHH.

Hauun Ha npunoxeHue
TendopT Mosxke aa ce pueMa cbC Hu Bes xpana. [penoppusa ce Tendgopt ga 6bae MpHeMad ¢
TEUHOCT.

4.3 IporsBonoKa3laHusn

- CBpbX4yBCTBUTETHOCT KbM AKTHBHHTE REUIECTBA, KbM THXHIPOMHPHIHHOBH NPOKIBOIHM HIH
KbM HAKOH OT TIOMOLIHHTE BellleCTBa, H30poeHH B Touka 6.1.

- BTopu # TpeTH TpUMECTHP HA OpeMeHKOCTTA (BXK. TOUKK 4.4 1 4.6).

- JKmeaHHA 06CTPYKTHBHY HAPYIIEHHA.

- Tesxko yepHoapoGHO yBpeknaHe,

- Tekxa XHNOTOHHA.

- ok (AKMOYHUTENHO KapAHOTEHEH LK),

- OBCTPYKUMA HA H3XOOHUA TPAKT HA JIABATA KaMepa (Hamnp. BUCOKOCTENEH A a0pTHA CTEHO34).

- XeMoauHaMH4HO HecTaOKNHA CBPIETHA HEJOCTATHYHOCT CNIel OCThpP MHOKApIASH HH(ApPKT,

Ennospemennata ynotpeta na Tendopt ¢ anuckHpeH-ChIbpAKANH NPOAYKTH € IPOTHBOTIOKA3aHA IPH
NauneHTH che 3axapen auadet unu Gu0peuno yepexaane (GFR <60 m/min/1,73 m?) (sx. Touxu 4.2,
44,45u5.1).

4.4 CnenHanHn mpexynpe:KIeHHA M NPeINa3Au MEPKH upn ynotpeba

TenMucaprad

Bpemennocm

He Tpadea ga ce 3amo4ysa npHeM Ha aHrdoTeH3xH [l penentoptin antaroructH (AIIPA) no speme Ha
dpemennocT. [TanHeHTKHTE, KOMTO NNaHHpaT GpeMeHHOCT, TPAOBA fa IPEMEHAT KBM alTEPHATHEHO
AHTUXMITEPTEHIWBHO JASUSHHE C YCTAROBEH Mpo@ua Ha Be30MacHOCT npH YRoTpeDa 1o BpeMe Ha
OpPEeMEHHOCT, OCBEH aKO CE CUMTA, 4¢ e oT 0co0eHa BAyKHOCT 1A Ce MPONERIIKH TeueHHeTo ¢ AIIPA.
AKO € THATHOCTHUHpPaHa OpeMeHHOCT, tevenuero ¢ AIIPA TpaGra nezabasHo Aa 6bae
APEYCTAHOBEHO W aKO € MMOAXOAALIR, 1A C2 3AM0YHE aNnTepHAaTHBHO JeueHHe (BXK, Toukd 4.3 K 4.6).

Yepuodpobno yapexcoane

He tpabea ga ce nprrara npy NAUHEHTH C XOMECTA3], C XxABYHH ODCTPYKTHEHY HApYWEHWA HiH
TEKKO YepPHOIPoOHO yBpekaaHe {Bk. ToUKa 4.3), Thil KaTo no-roNAaMara uacT OT TETMUCAPTAH Ce

qYepHoIpobHATa By HKOHUA.




Penosackynapna xunepmonus

Koraro mauHeHTH CbC CTEHO3a Ha Ga0perina apTepHA WIH CTEHO3a Ha APTEPHATA KBM EIHHCTBEH
thyHKIHOHMpalL GBOPEK Ca TPETAPAHH C JIEKAPCTBA, MOBIHABALLNE CHCTEMATA PEHUH-AHTMOTEH3MH-
anfoCcTepoH, ChUIECTBYBA NOBHUIUESH PACK OT TEXKA XUIOTOHMA M Gp0pedHa HenoCTATBYHOCT.
Bvlpeuno yspescdane u GvOpeues mpaHcHAGHMAYUA

KoraTo ce H3noa38a TeNMHCAPTaH NPH AUHeHTH ¢ Hapyena Ge0peuna GyHKIINS, Ce NPEnoprysa
NEPHOTHYHO CNEASHE HA KaIHA M CEPYMHOTO HHBO Ha KpeaTHHMHA. HAMa 10CTarsyHO AaHHA o
OTHOUIEHHE HA PUIOKEHHETO HA TEIMHCAPTAH NIPU NALHEHTH ChC CKOPONTHA GL0peuHa
TpaHcOIaHTauMa. TenMHUCcapTaHbT He ¢ THANH3HPA,

Bvmpecvdosa xunosonemus

CHMIITOMATHYHa XHIMOTOHHA, 0c00€HO0 cell WhPBaTa 1034 TEIIMHCApTaH MOKE Ta Ce HAaBIIoaaRa TIpH
MAUHEHTH ¢ TEXEBK HATPMER H/IWIH oGeMeH JehHMOUT NPH MOIIHA THYPETHYHA TEPAIHA, HETA C
OFpasH4eHO NPHeMAHE HA COM, THAPHA UK NOBPbllaHe. TakHBa CBCTONAMA TpAGEa Oa Gbaar
KOpHIHpaHH Npell NPHIOKEHHE HA TenvucapTad. Hatpuernat w/unn ofemen geduuur tpabea aa
OBae KOpHTEPAH [IPENH HPUI0KEHHE HA TEAMACAPTAH.

Heotino Gnokupare Ha cucmemMama perun-anzuomensun-anrdocmepon (PAAC)

Hwma napnu, ¢ egHoBpeMeHnHarta yrotpeda Ha ACE-unxubutopy, anrdoressud I penenropan
6A0KEPH HITH ATHCKHPEH NOBHIUABA PHCKA OT XUMOTOHUS, XHNEePKATHEMHs], H HAMA/IABAHE Ha
On0pednarta QYHKIHA (BKTOUHTENHO OCTPa 6LOpeuna HenocTaTkunocT). Ilopaan Tosa He ce
npenopwusa AroiiHO Onokupane Ha PAAC upes xomGHHMpanata ynotpeGa Ha ACE-HEXHGUTOpH,
anruorensuH Il penenropay GnokepH WM anuckuped (Bx. Touku 4.5 u 5.1).

AKO €€ npeueHH, Y€ TepanuaTa ¢ ABOHHO OnokHpaHe € abcomoTHo HeobxoauMa, ToBa TpAdEa na ce
OCBLUIECTBABA CaMO 1101 HabIOJeHHETO Ha CNCLIHANHCT Y NIPY HECTO BHHMATENHO MOHHTOPHpAHE HA
OnOpeunaTa PyHKIMS, eNEKTPOIHTHTE H KPLBHOTO HAATAHE.

ACE-#uxuGuropu # anriorensit 1l peuenropais Gnoxepn He TpGBa 1a ce H3NON3BAT EIHOBPEMEHHO
TNPH NAUHEHTH ¢ JuabeTHa HedponaTui.

Karo mocnequna oT MHEXHOKPAHETO HA PERHH-AHTHOTEH3HH-ANI0CTEPOH CHCTEMATA , XMNOTOHMA,
CHHKOTI, XHIIepKaJHeMHs U IpoMeHH B 6x0pedraTa ¢yHkiua (BKBOUHTENHO 0cTpa GuOpedHa
HeI0CTaTHIHOCT) €2 AOKIAABAHH NIPH IPENpasnoIoKeHH MaNHeHTH, 0cofeHo, ako ce KoMGUHUpaT
NeKapcTBEHH MMPOAYKTH, KOUTO NOBNHABAT Ta3H cMCTeMa. 3aTOBa ABOiHATA GI0Kaga HA peHUH-
aHTMOTeH3HH-A/IOCTePOH CHCTeMaTa (HanpuMep Ypes NpuUaaraHe Ha TeNMMCApTaH ¢ ApyruTe GioKkepu
Ha PEHWH-AHTMOTEHIHH-ANI0CTEPON CHCTEMATa) HE Ce IPenophyBa. BHHMAaTeNHO NpocneIgsaHe Ha
Gb0OpeunaTa QyHKUHS & NPEeopPBLYMTENHO, 3KO Ce CUUTA 38 HE0OX0IMMO eTHOBPEMEHHO TIPUIIOKEHHE,

Apyzu CoCMORHUA CbC CMUMYIAYUR HA CHCMEMAMA PEHUH-IHZUOMEHIUH-QN00CMEPOH

[lpH NauMeHTH, YUATO CHAOB TOHYC K 6hOpeuHa QYHKUMA 3aBUCAT OCHOBHO OT aKTHBHOCTTA Ha
CHCTEMATA PEHHH-aHTHOTCHIWH-AILI0CTEPOH CHCTEMATa (HapiMep TIAUMEHTH ¢ TexKa 3acToina
CBpPHEYHA HEOCTATBUHOCT HIH noanexauts 660peuno 3a0ondpane, BKIOUHTENHO U CTEHO3A Ha
OB0peuHaTa apTepua), NeUSHUETO C JIEKAPCTBEHH NMPOIYKTH, KOHTO MOBIHABAT TA3H CHCTEMA KATO
TeMUCApTaH, C& CBBP3BA € OCTPA XUNOTOHHA, XMIEPA3OTEMKA, OINHTYPHA HIN PALKO 0CcTpa OnGpeuHa
HEeIOCTATBYHOCT (BXK, Touka 4.8).

Hvpsuyen ardocmeporuzom

TMauyenT ¢ NEPBUIECH ANAOCTEPOHHITM N0 MPHHIMII HAMA A3 PEArHpaT HA AaH THXHIIEPTEHIUBHH
JIEKAPCTBEHH [POYKTH, FeCTRAUI Ype3 HHXUOHpaHe Ha peHHH-aHrHOTeH3HH cucTeMaTa. [Topagu
TOBA, yoTpebaTa HA TEAMHCAPTAH HE CE MperopsyBa.

Cmeno3a Ha aopmuama u Mumpania Kiand, 6HcmpykmusHa XuRepmpoguina kKapOuoMug
KaxTo npu opyraTe Baz00UIaTaTOPH, CIEMUATHO BHUMAHME € HeoOX0IHMO TIPH NaLHe
KA MUTpaliHa €TeHO3a WIH 06CTPYKTHBHA XUNepTpodHIHA KapAHOMHEOTIATHSA.




Hayuenmit ¢ Ouabem, FEKYEAHY C UHCYAUH WY GHMUOUADEMHY JEKADCMB

Tpu Te3n MAIHEHTH MOKE K3 HACTHIM XWHOTIHKEMHEA NPH NEYEHHE C TeNMUCAPTAH. 3aT0Ba, IPH TE3H
nanyenTy Tpadsa Ja ce oOMHCIH CLOTBETHO MPOCNEIABAHE HAa KPBBHATA 3aXap W MOXKE [a C& HalokH
KODUTHpaHe Ha J034T4 HA HHCY.THHA HIH aHTHAHROGETHHTE NeKapCTaA, KOraTo € NOKalaHo.

Xunepranuemus
Vnorpeﬁa’ra Ha JICKApCTBEHH NIPOAYKTH, .KOHTO NOBANABAT PECHUH-3HTHOTEH3HH-ATA0CTEPOH
CHCTEMATA MOMKE Na JOBCAE 10 XAMEPKaTHCMHA.

XunepkanveMunra Moxe 1a Obpae ¢ dharaned H3Xo/ NMPH NAlUEHTH B HANPENHANS Bb3DACT, NPH
HAlHeHTH ¢ OBGpeuHa HENOCTATBUHOCT, NPH ALMEHTH ¢ [UaBeT, NPK NALMEHTH, TeKYBaHH
€NHOBPEMEHHO U ¢ APYTH feKapcTeeHy PoRyKTH, KOHTO MOTAT 42 HOBHINAT HHBATA HA KAanus W/un
[pH NAUKHEHTH ¢ NPHIPYKABALITH CHCTOAHHA.

[Ipenn ma ce BieMe pelIeHME 32 €AHOBPEMEHHO NPHIMKEHHE HA ICKAPCTBEHH MPOAYKTH, KOKTO
NOBMHABAT PEHHH-AHTHOTEHIHH-AMROCTEPOH CHCTEMATa, TPADBA Ja Ce NPeleHH CEOTHOLISHHETO
nonza/ puck.

OCHOBHHUTE PHCKOBH (DAKTOPH 33 BE3HHKBAHE HA XHNEPKANeMusA, KOKTo TPORa 14 Ce B3eMar nol

BHHMAHHE, ca!

- 3axapen nquaber, 6x0peyHo yBpekaare, srapact (>70 roauHn)

- KoMOHHAMA ¢ eAHH UM NOBEYe NEKAPCTBEHU NPOAYKTH, KOMTO NOBIHABAT PEHHUH-
aHIHOTEHAMH-ANA0CTEPOH CHCTEMATA WHIM Kanvesd nodasky, JlekapcTBEHN NPOLYKTH KIH
TePanesTHYHKE IPYIH TEKApCThA, KOHTQ MOTaT Ra NPEAHIBHKAT XHTICPKATHEMHS Ca: CONEeBR
3aMeCTHTENY, ChIBPKAILN Kaluit, Kamni-ceXpadasatuy gayperioy, ACE uaxuburtoph,
aHruoTen3kH Il peuenTopHy aHTArOHHCTH, HECTEPOHMIHN MPOTHBOBE3NAJIMTENHH AEKAPCTBEHH
nporykrd (HCHBC, exmountento cenextubin COX -2 uHXuGHTOPH), XeTApPHH,
HMyHOCynpecopu (UHKIOCTOPHH HITH TaKPOIHMYC) H TPHMETONPHM.

- HHTepkypenTHH ChOHTHA U MO-CMIENHAIHO AEXuRpaTHpate, OCTPa ChPASYHA AeKOMICH AL,
meTabonuTHA anMao3a, Biomera GebpeuHa GyHKums, BHe3anyo siolasade Ha Gu0peunoTo
CBCTOAHHE (HANpHUMep HHDEKIMO3HH 3a001ABaHNA), KISTHHHO MM3UPaHe (HANpUMep ocTpa
HCXEMHA Ha kpaiHuka, pabooMHomi3a, OOHIHpHA TPaEMa).

ITpy pHCKOBM DALKERTH ce MpenopEiYBa BHHMATENHO ClelcHe Ha cepyMHns kanuil {(8xk. Touka 4.5).

Emnuvecru pasmuuun

KakTto e rabmonasano npyd RHXHOMTOPHTE HA AHTHOTEHIUH KOHBEPTHPALIMA EH3IKM, TEJIMHCAPTAH H
JpyruTe anruoTensu Il pellenTopHi aHTAroHHCTYH ca 0ueBHAHO NO-MANKO ed)eKTHBHH B
TIOHIDKABAHETO HA KPHLBHOTO HANATaHe pH XOpa OT 4EPHATa PAca, OTKOJIKOTO IPK APYTHTE PACH,
BEPOATHO MOPAIH M0-4ECTOTO CPEIUAHE B HEPHATA NOMyNalMs Ha HUCKD DEHMHOBO HHBO C IPOABH Ha
XHITEPTOHUA.

Hpyau

KakTo npu Apyru aHTHXMNEPTEH3HBHI ATEHTH, EKCUECHBHATA PeRyKUMS Ha KPLBHOTO HAJAraHe Ipy
DALBEHTH ¢ HCXEMHUYHA KapAHOMATHA HIIH UCXEMHYHO CBPASYHO-CHA0B0 MOXKE A4 AOREE 0
MHOKapIeH HAPAPKT WIM HHCYIT,

AMITQTHITHH
BezonacHocTTa 1 ePHKACHOCTTA Ha aMITOLHIIMH NPH XMISPTOHAYHA KPHU34 HE € YCTAHOBEHA.

Ilayuenmu cve copdeuna Hedocmampunocm
[TauneHTUTE cBC CBpACUHA HEMOCTRTAYHOCT TPAOBa A2 HBAAT IEKYBaHH C BHHMAHHE, B IBATOCPOYHO
ni1anebo-KOHTPONMPAHO H3IATBAHE MPH MALHEHTH C TEXKA ChpaeuHa HepoctarhunocT (NYHA knac

I 1 IV) croliiasanara yectoTa Ha GenoapoGeH 0TOK e Giia No-BHCOKA B IPYNATA, IEKY B
aMJIOTUIVH, OTKONKOTO B IaneGo-rpynata (8x. Touka 5.1). Blokepy Ha kaTunesuTe X
BRITFOYHTENHO AMIIOHHUITAH, TPAGBa 1a Ce HAM013BaT ¢ NOBHIISHO RHUMAHHE NIPH NaLy




3acTOMHA CBpIeYHa HEAOCTATHYHOCT, Thil KATO MOTAT 43 NOBULIAT pUCKA OT Gbaemm ChpACYHO-
CBIOBY CHOUTHA U CMBPTHOCT.

Hlayuenmu ¢ napyuerna yeprodpobua gvnryus

[Tomy>KHBOTET Ha aMIIOTUNMH € YABIKEH, a cTofinoctHTe Ha AUC ca no-BUCOKH IPH MALHENTH ©
HapyLIeHa YepHoapoOHa QyHKIHA; He CA YCTAHOBEHH NPENOpbKH 3a N03upaHe. CAeN0BaTeNnHo,
ammoaHmHA TpASBa na ce 3atiodHe ¢ Hail-HUCKATa T03a H A3 Ce HpOABH BHAMAHME, KAKTO B HAUAJI0TO
Ha JICYEHHETO, Taka M [IPH NOBHINABaKe Ha Jo3ata. [IpH nanueHT! ¢ Texka YepHeapobHa
HEJOCTATBEUHOCT, MOXKE 113 C& HAJI0:KH OABHO THTPHPAHE HA J103aTa H BHUMATEIIHO MOHHTOPHpAHE.

Cmapuecica ev3pacm

IMosuiiapaHe HA J03aTa TIPH NaNKEHTH B CTAPYECKA BE3pacT TpAGBA Ja Ce U3BBPIIBA ¢ BHHMAaHHe (BiK.
ToukH 4.2 1 5.2).

Hayuenmu ¢ 6v6peuno yapexcdane

AMIOIAITHH MOXKE 1a €& H3M0/138a NIpH Te3H MALHEHTH B HOPMAJIHH 03K, [IpoMeHH B miasMeHuTe
KOHUEHTPAUMN HA AMJIOJMITHH HE €A CBBP3AHH ChC CTENEHTA Ha GBGPeuHOTO YRpeKAaHe. AMIOIHITHH
He Ce THATHINpA.

TIpedynpedicdenun 3a nomownume sewecmsa
To3u nexapeTBeH MPOIYKT CHAbPHKa copGuToi. ITalueHTH ¢ pAAKa HACTEACTBEH2 HENIOHOCHMOCT KbM
tpyxrosa (HFI) He TpaGea na npuemat 1034 NEKapCTREH MPOAYKT.

ADMTHBHEAT eeKT OT €AHOBPEMEHHOTO NIPIIIOKEHNUE HAa MPOAYKTH ChIBPXKALIM copSHTO (HiH
(pyxToza} # nIpHeMBT Ha copbrTon (wiy GpyKkT033) © XpaHaTa Tpa0Ba 2 Ce BIeMe B NPEARHIL

ChabpixaHHeTo Ha COPOUTON B JIEKAPCTREHH NPOIYKTH 33 ISPOPAITHO MPUIIOXKEHHE MOXKE A TIOBIHAE
GHOHANTMYHOCTTA HA IPYTH MeRAPCTBEHH NPOIYKTH 3a {TepOpPaito MPHICKSHHE NPH eAHOBPEMEHNATA
HM yIoTpeba.

To3u nexapcTBEH NPOAYKT ChIbpika mo-Manko ot | mmol Harpwii (23 mg) B TabneTka, Taka 4e Ha
fipaKTHKa € ,,.0e3 HaTpuii®.

4.5 BianmooeiicTBHA ¢ APYTH JeKapeTReHH NPOAYKTH H APYra JOPMH HA B3aHMoacHcTBHE

CBBp3aby c TEIMHCAPTAH
MUroKcHH

IlpH enHoBpeMeHHa YROTpeGa HA TeIMHCAPTaH ¢ JHFOKCHH e Haﬁmonasa YMEpeHo NoBHINaEaHe Ha
nurosata (49%) ¥ Ha Hali-muckaTa (20%) NIasMeHa KOHUEHTALUMA Ha IUrokcuH, IIpu sanousane,
KOPHTMpaHe Ha JO3ATa WIH CHpAHe HA IeUeHHeTo ¢ TeJAMHCAPTaH, TPAGEA 1a ce HabonaBar HUBATa
Ha JMTOKCHH, 33 14 Ce TIOAADPKAT B TePANCBTHUHHA HHTEPBAT.

Kakro M OpyruTe NexapcTBeHH MPOAYKTH, KOHTO NOBITHABAT PEHUH-AHTHOTEHINH-ANIA0CTEPOH
CUCTEMATA, TEIMUCAPTAH MOMKE 14 NIPeAU3BHKA XHNepKaaneMus (B, Touka 4.4). Tosu pHCk Moxe na
CE YBEMHYH B Ciiy4dail Ha KOMORHHPAHO lederHe ¢ APYTH IeKapCTBEHY NPONYKTH, KOKTO MOTaT CHII0
I3 NPEAK3BHKAT XHIEPKATHEMHS:CONERN 3AMECTHTENH, ChABPKAIIY KK, Kanuii-CrXpaHsIBaun
nuypetaid , ACE yHuxubuToph, aHrnoteHsuH I1 pelienTopHi aHTATOHUCTH, HECTEPOHIHH
npoTuBoRbInaauTentu cpeactea (HCIIBC, pxmountenno cenckrusnd COX-2 uHXxuGuTOpH),
XEMepHH, HMYHOCYIIPECOPH (IMKIOCTIOPUH HITH TAKPOHMYC), U TPHMETORIPHM,

BB3HHKBAHETO HA XHNGPKATHEMHA 3ABIUCH OT CBBP3aHHUTE ¢ TOBA PUCKOBH (lakTopH. PucksT ce
MOBHINAEA [IPH NO-rope Noco4eHnTe nedeOun koMGHHanHH, PHCKET e 6coBeHD BHCOK NpH
KOMOHHAIHA C KaIMH-CHXpanABaly JMYPETHIH M KOTaTO ce KoMGUHHpa CBC COMERH 3aMe
chabpkauly kanwi. HanpuMep npr komGuHaums ¢ ACE unxuburtopu uni HCITBC p
MATEK, MPH YCIIOBKE, Ue CTPUKTHO Ce CMAa3BaT NpeqnasHUTe MEpKH NP YOoTpaoa.




EOnospeMentomo npunodcenue He e npengpeied

Kanuii-coxpanaeguy Quypemuny ¥ Kaiueey dobasxu
Anrvotersnd [T perentopys aHTaroHECTH,KATO TEAMUCAPTAN HAMaIRBaT 3arybara Ha kanumil. Kamuit-

ChXPAHABALUMTE NHYPETHUH KaTO CIIMPOHOIAKTOH, EIIEPEHOH, TPHAMTEPEH M AMIIIOPUN,
KaNHEBHTE JOOABKH HITH COJICBHTE 3AMECTHTENH, CHIBPKALIH KATHH MOTAT 13 Z0BEIaT 10 3HAUNMD
NOBHINABAHE HA CEPYMHKA KaNHil. AKO ¢IHOBPEMEHHOTO PHICHEHHE & TOKA3aHO OPaTH
yCTaHOBEHA XHIOKAIMEMHA, TO TPaOBa 1a e M3BBPLUBA ¢ MOBHUICHO BHUMAHHE K TPAGBA 4eCTo A ce
CneaH CepyMHHA Kamuii,

Jumuidi

Io Bpeme Ha eNHOBpPeMEHHO MPHAOKEHHE HA IUTHEH ¢ HHXHOMTOPH Ha AHTHOTEH3HH KOHBEPTHPAILHA
€H3MM U C aHTHoTeH3HH |I pelenTopHy aHTAMOHKUCTH, BRIIOWHTEHO TENMUCAPTaAH, ca Habmoaapauu
o0patimMo NOBHIEHNRE Ha CepPYMHUTE THTHERBH KOHUSHTPALMH K NPOSBH HA TOKCHYHOCT. AKO T3y
KOMOHHANHA ¢ HEOUXORHMA, C¢ IPENopBYEa BHHMATENHO CNESHE Ha CepyMHHTE HAB3 HA IUTHA,

EdHOBp&MZHHOYHU APUACKHCEHUE HUIUCKEA ROBUIHER O BHUMARUE

Hecmepoudnu npomusoersnanumennu cpedcmsa

HCIIBC (1.e. aneTHIcanuUiioBa KHCENUHa B IPOTHBORBIMANHTENHH 203H, COX -2 HHXHORTOPH »
HecenekTuBRY HCIIBC) Morat 1a HaManAT aHTHXHNIEPTEHIRBHI edheKT Ha aHrHoTeH3HH 1T
pelienTopHite aHTaroHucTy. Ilpy HAKOM MALMEHTH ¢ HapyieHa GpOpeuna dyHKUMA {HanpuMep
NEXUAPATHPAHU TIAMEHTH UITH NAaHedTH B HATIpeAHATa BB3PACT ¢ HapyileHa GuOpedHa dyHKIHA)
EMHOBPEMEHHOTO PUIOKeHHE HA aRrHOTeH3HH 11 PEUEenTOPHH aRTArOHHCTH M IEKAPCTBEHH
MPOOYKTH, KOMTO HHXHOHpAT HHKIO-OKCUTEHA3aTa MOXKe 3 A0BEIe J0 MO-HATATHIIHO BIOIABAHE HA
Onbpeunara PyHRUNS, BRTOUATENHO € BBIMOXKHA 0¢Tpa 6B6peuHa HeMOCTATHYHOCT, KOATO
ofiHKkHOBENO € oBpatiMa. To Tasn npryuHa, koMGvHanMaTa TpaGsa Ha GLOe NPUNAraHa C MOBHLISHO
sHUMaHHe, 0co08H0 [IPH NAUEHTH B HanpeIHana Br3pacT. [TanueHtute Tpa6Ba na GbIaT ANeKBATHO
xuIpaTHpani i ga 6bae npocitensBana GxOpevHATa HM DYHKLMA B HAYANOTO HAa KOMOMHMPAHOTO
NevesNe H epHOJHIHG ClIek TOBd,

Pamunpin _

B enHo npoyusaHe e1HOBPEMEHHOTO IIpHATAHE HA TEIMUCAPTAH H PaMUIIPWT € A0BENo X0
nopumasane Ha AUC0-24 1 Crox Ha paMBOpHI B paMunpunat oo 2,5 oy, KnHEHIHATA SHAHHMOCT
Ha TOBa Habllo#eH e He € H3BECTHA.

Yy (MUQEUOHY UIu GPUMKOgU OuYDemunn
NpegecTraiiia Tepallns ¢ BUCOKHE 1031 AHYDETHIHN KaTo dyposemMun {SpHMKOB TAYPETHK) U
XPApOXI0pOTHA3KA (THA3KHAEH KHYPETHK) MOXE [ JoBeae 10 obemeH NedHUHT H PUCK OT
BB3HMKBIHE HA XHANOTOHHA NIPH 3aN0UBaHe Ha JeqeHne C TeAMKCAPTAH,

Tpabeq ca ce g3eMe NOJ BHUMGRUE RPYU EOROBPEMEHND RPUIOICEHIS
Hpyzu anmipunepmensugHly 1eKqpcmee iy RPOOVKIY

XHNOTEHIUBHAAT B['IJEKT Ha TeJIMHUCAPTAH MOXKE 04 C€ MOBUILY [IPH CAROBPCMEHHOTO NPHIOXEHUE C
APYTrH anTHXHNICPTEHIUBHH NIEKAPCTBCHY MPOKY KTH.

JlaHHH OT KAMHUYHN [IPOYYBAHMA NOKA3BAT, U ABOITHATA ONOKAIA HA PEHHH-aHMHOTEH3HH-
angocrepor-cucteMara (PAAC) upes xoMGuHHpano u3nomseade Ha ACE-uuxuSutopu, aHrHoTe HIng
1 penenrropHn GNOKEpH KM AMACKKPEH € CBRP3aHO ¢ MO-BUCOKA YECTOTA Ha HEXKEIAHY PeaKkLUHMH KaTo
XHIOTOHHSA, XANEPKATHeMHA 1 HaMamneHa G10peuna GyHKIHA (BKIHOUMTENHO ocTpa Gu0peuna
HEAOCTATBLYHOCT), B CPABHEHHE C H3NMOMIBAHETO HA equA arenT noenuasam PAAC (ex. Toukn 4.3, 4.4
us.1).

B®3 ocHOBA Ha tbapmaxonomqﬂme UM CBOHCTBA € BEIMOXKHO JIEKapCTBeHUTE NMPORY,
EMHQ)OCTHH MOrar 1a MOBHIIAT XHITOTeH3IHBHHA ed)ek‘r H3 BCHMKH aHTHXHNEPTEH3H



BK/IOYHTEIHO TenMHAcapTaH. ChINo Taka, OPTOCTATHYHA XHUIIOTOHHA MOKE A C& BIIOIUM OT a/IKOX0d,
$apOHuTypaT, HAPKOTHYHH BEIHEeCTBA HH AHTHACTIPECAHTH,

Kopmurxocmepoudu (cucmemno nptuioxcenue)

Hamansapane Ha aHTHXUNIEPTEHIUBHIEA eeKT.

BaauMoneiicTBIA ¢BEpIaHN ¢ AMAOIHINH
Eghexmu na dpyzu nexapemeaenu NPoOYKMu enpxy amacounut

CYPIA4 wuxudumopu

EaHOBpeMeHHOTO NPHIOKEHHE Ha aMIOTMITNH Che CHITHN Wik ymepenn CY P3A4 uuxuburopu
(mpoTeasHy HHXUOKTOPH, a30MTHH NPOTHBOIBOMIHH CPEACTRA, MAKPOIHIN KATO EPUTPOMULMHE HIH
KNapUTPOMHLIME, BEPAMaMUT UM AMITHAEM) MOXKE 12 JOBEAS KO 3HAYHMO YBEIMUABAHE HA
EKCNO3NIMATA HA aMIOANNNH. KNTHHHYHATA 3HAUHMOCT Ha Te3H (JapMaKOKHHETHYHH BAPHALIMH MOKE
Ia € No-u3pa3eHa NpH NAHHSHTHTE B cTapyecka Be3pact. [TpenopbuBa ce BRIMATETHO KIHHHIHO
MpocnefdRaHe H MoKe Aa e HATOKH KOPeKIHA Ha 203314,

CYP3A4 undyxmopu

Tlpu eanoBpeMeHHO NPHAMKEHHE HA HIBECTHH HHAYKTOPH HA CYP3 A4 nnasMeHata KOHUEHTPALKA Ha
amMTOOHNXH Mo3Ke Aa Bapupa. [lopami Tora KpeBHOTO HadAraHe Tpa0sa Aa Ce MPOC/ensBa o 1a e
OOMHC/IH AIANTHPAHE Ha 03aTa KAKTO (10 BPEME, TAKA H Cllel eXHOBPEMEHEH npHeM, ocoBeHo cbe
cunai CYP3A4 unnykropy (Hanp. puhaMIHUVH, XEIT KAHTAPHOH).

[ pedinghpym u cox om zpeiingpym

He ce npenopsuea ynotpeba Ha aMnonunuH ¢ rpeindpyT Wi cok oT rpelindpyT, THi KaTO mpu
HAKOM ManyeHTH GHOHATHYHOCTTA MOKe Na Ce MOBHINH H 03 JOREAE 0 3aCHIBAHE Ha
AHTHXHIISPTEH3HBHHTE ©EKTH,

Haumponen (undhysus)

le*( JKHBOTHH Ca HRGIEOILaBaHH JIETANHO KAMEPHO MBKOCHE H CHPACIHO-CBAOB KOJanc, CBBEP3aHH C
XHMEPKANHEMHA CNEN IPHITOKEHHE HA BEpanaMun H HHTRABCHO3CH JaHTPOICH. Hopa;m PHCK 0T
XHIEpKanueMus, & npenoppusa Oa ce H30ArBa CAHOBPEMEHHOTO MPHIMKECHHS C aHTAIrOHHCTH HA
KaJIUHESBHTE KaHalH KATo aMJIOIRITIH OpH NAUHEHTH, NpeapasnonoskeHd KbM MaJMrHeHa
XHNEPTEPMUA H NPH OBNAIIBAHE HA MAIKCHEHA XUNEPTEpMUII,

Egbexmu na amnodunuy evpxy 0pyzu 1eKapemeesit npodyxmu

EdiexrrTe BBpXY NOHIDKABAHE Ha apTEPHATHOTO HAAATAHE HA AMAOANNHH C8 HACJATBAT KbM
NOHIKABAIINTE KPBBHOTO HanArase edexTy Ha GPYIril NEKAPCTBSHN CPEACTRA ¢ AHTHXHIICPTCHIHBHH
CBOiicTBaA.

Taxpoaumye
FMMa omacHoCT 0T NOBHUIABAHE HA KPBBHHUTE HHBA HA TAKPOAHMYC, KGTATO Ce IPHIAra eTHOBPEMEHHD

C aMIoJHITHH. 3a aa ce u3berHe TOKCHYHOCT HA TAKpOJIUMYC, NPHIOKEHHETO Ha aM/TOOHIIHH MPH
NAHeHTH, JICKY BAHU C TAKPOIKMYC HIUCKBA KOHTPO HA KPbBHUTE HMBA HA TAKPOIHUMYC U KOPEKLIUA
Ha 103aTa Ha TAKPOAHMYC, KOTATO € NIOAX0ANIIO.

Panamuyun (mTOR) wrcubumopu

mTOR HEXHGHUTOPH KaTO CHPOMHMYC, TEMCHPGITHMYC H €BEPOMIMYC ¢a cybeTpaTy Ha CYP3A.
Asnoaunnd € cnab CYP3A uuxnburop. Ipu enHoppemenna ynotpeta ¢ mTOR HEXHEUTODH,
AMIIOTUIKH MOXe A2 YBEIWIH Hanaraneto Ha mTOR HAXuGHTOPH.

Luknocnopun
He ca nposewIand mpoy4saHHsa 3a NeKAPCTBEHM BIGAHMONSHCTBHA MEXKRY LIUKROCTO
aMTOMHITE (IPH 3ApaBy A00POBOMLH MIH ApyTH TIOMY/IaUHH, ¢ H3KIFOYEHNE Ha I
TpaHcnanTaiH. [Ips HabmoxasanuTe nalyeHTH KOHUEHTPAUATa Bapupa (cpel




Ha HEKOCopuH. TpadBa na ce NpoBeKa2 MORHTOPHHE H2 HHBATA HA UMKITOCNIOPHH TIPH NALHEHTH C
6v6peuna TpaHCIIAHTALNA, HA aMIOAKIIHH, U I03ATA HA WAKIOCHOPHH TpaGea fa 6bne HaMasteHa,
KOTaTo ¢ HeoOX0onHuMo.

Cumgacmamuy

EnfospeMeHARAT NPHEM HA MHOTOKDATHH 03H Ha 10 mg aMnonunsH ¢ 30 mg cuMBacTaTHH
TIOBUINABA EKCMOIMIHATA Ha CHMBACTATHH CbC 77% B CPaBHEHNE ChC CHMBACTATHH MOHOTEPAIHA.
Tlpy nauMenTH, NpHEMALIH aMIOAUIHH, TIpeJeTHaTa A03d CHMBACTATHH ¢ 20 mg AHEEHO,

TlpH KAHHIIHKE H3THTBAHHA 32 BlauMoneficTBHA aMJI0AMIIMH HE NOBNHIBA PAPMAKOKHHETHKATA Ha
aTopBacTaTHH, FHIOKCHH WK paphapus,

4.6 DepTHaATET, OpPeMEHHOCT H KLPMeEHE

Bpemennocr

Tendopt He ce Npenopbusa M0 BpeMe Ha IBPBHA TPUMECTEY H € MPOTHBONCKAIAN 110 BPeMe Ha
BTOPHA, H TPETHA TPUMECTHP 0T GPEMEHHOCTTA.

Tengopt & NPOTHROMOKA3AH 110 BpEME Ha RTOPUA H TPETHA TPUMECTLD OT OpeMEHHOCTTE NOPATH
CBOBPIKAHHETO Ha TEIMHCAPTaH.

Teavucapman
He ce npenopbusa ynotpe6ata AIIPA npes mbspBus TpaMecThp Ka GpeMeHH0CTTa (8. Touka 4.4),

Vnorpe6ara Ha AIIPA e npoTHBOnoKa3aHa Npe3 BTOPHUS U TPETHA TPUMECTHD HA GpeMeHHOCTTA (BXK.
Touku 4.3 u 4.4),

HsmMa nocraThuno JaHuH 2a ynoTpeGaTa Ha TEIMUCAPTAH NpH GpeMeHHH KeHHU. ExcliepuMeHTanHiTe
NPOYMBAHHA IIPH HBOTHH NIOKA3BAT PEIPOIYKTHBHA TOKCHMHOCT {Bak, ToUKa 5.3).

EnugeMuonornyHITe JaHHH 32 PHCKA OT TEPaTOreHHoOCT crell ekcrosnimi Ha ACE uBXuGuTOpH npes
IBPBHA TPHMeCTbD Ha OpeMeHHOCTTa He ca yhenuTennM. Bee nak, He Moxe [a ce HAKNIOYH ¢l1abo
HOBKIIABAKE HA pUCKa. JIOKATO HAMA KOHTPOJIMPaHK eNHASMHOIOrHYHI NAHHHY 33 PUCKA NMpH
ynotpeda va AIIPA, CXoNlHH pHCKOBE MOTAT Aa CBILECTBYBAT ¥ NPH TO3H KNAG IEKAPCTRE,
IMaupeHTRITS, KOHTO NAAHKPAT GPEMEHHOCT, TPAOBA A4 IPEMHHAT KBM aJITEPHATHRHO
AHTUXHIISPTEH3HBHO NleveHHe ¢ YCTAHOREH Ipodiun Ha Ge30MackocT npK ynoTpe6a no Bpeme Ha
GpeMeHHOCT, OCBEH aKO C& CUNTa, Ye € OT 0cofeHa RaXKHOCT Ad CE MPONbIKH JedeHneTa ¢ AIIPA.
AKO e THarHocTHLHPaHa dpeMeHHoCT, tedenuero ¢ AIIPA Tpabra HelabasHo 12 6Bae
[peyCTaHOBEHO H 8KO € NOAXoAN: 22 OB 3aN0YHATO ANITEPHATHEHO JIEYeHHE,

Veranoseno e, 4e eKcno3umaTa Ha AIIPA mpes BTOpHA H TpeTus TpUMECTBP Ha GPeMEHHOCTTA NpU
X0pa NPeIn3BHEBa PeToToKCHMHOCT (BrolueHa GrOpeuHa dyHKIH, OMHIOXHIPAMHHOH, 3a0aBeHa
yeperHa ocHPHUKaLMA) 1 HEOHATAHA TOKCHUHOCT {Gp0peyHa HeNOCTATEYHOCT, XHIOTOHHA H
Xunepkanuemun) (Bx. Touka 5.3).

Tlpenopbuea ce yNTpasBYKOR H3ceABaHe HA GBHOpeLUnTe K Yepelia, 4K0 HACTBIM eKCNO3KIHA Ha
AIIPA 1pe3 BTOpHA TPHMECTED HA GPEMEHHOCTTA H CliCA TOBA.

Hopoponennte, umiito Maiikd ca npreMans AlIPA, TpaGea na 65127 BUHMATEIHO HADMIONABAHY 32
XHIMOTOHHA (B, TouxH 4.3 n 4.4),

Amnodurnum

BesonacHocTTa Ha aMIIOTHIHH IO BpeMe HAa GpeMEeHHOCT IIPH X0pa HE € YCTAHOBEHA,

B npoyusadHus npH JKMBOTHH, TPH BUCOKH JI03H € HaOMONaRaHA PENpOIyKTHBHA TOKCHYHOCT

(8. Touka 5.3).

Hpunoxenue no speme Ha GpeMEHHOCT CE IPETIOPLUBA CAMO KOTATO HAMA Oe30NacHa alTepHaTHEa i
KOraTo O0ecTTa caMa Mo celie CK HOCH [I0-ToJHIM PHCK 33 MalikaTa ¥ IuTona. =

KnpmMene
AMIOIMNHH c€ eKCKPETHPA B KbPMAaTa NPH Xopa. YacTra oT 103aTa HA MalKaTa, 1o

KBDMAYETO, & HIYHCIEHA C HHTEPKRADTHIEH quanasoH 3 — 7%, ¢ Makcumym 15%.
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aMIOOHITHH BBPXY KbpMatierata € HewssecTed. HaMa qavan otaocHo ynotpeGara Ha Tendopt B
nepuona Ha xepmene. Caenosatento, TendopT He ce NpenopbyEa, a C& NPeANOYHTAT ATTePHATHEHA
nedeHns ¢ no-fobpe ycranoseH npodin Ha 5230MacHOCT B NEPHOLA Ha KEPMEHe, 0CofeHo mpi
KbPMEHE Ha HOBOPOIEHO WIH NpekAeBPEMEHHO POIEHO AETE.

@epTHIMTeT

Tennsicapman
B npemomamiuy npoydBanus He ca HAOMONABAaHU S(eKTH HA TE/MHUCAPTAH BBpPXY GeprittuTeTa Ha
MBKKH H KOHCKH HHAHBHIH,

Amrodunun

{Ipn HAKOW MAlHEHTH, TeKyBalH ¢ DrokepH Ha KanUMesHTe KAHAIN, ca ChobIeHn oGpaTHMu
OHOXHMHYHH NPOMEHHA B CNAaBRYKATA HA criepMaTtoionaute, KIIBHUYHNTE NaBAH Ca HEAOCTATRYHM 110
OTHOIIEHUE Ha NOTEHKHANHUA eeKT Ha aMIOIHITHH BBpXy qepriunmrera. TIpu enHo npoyupane mpu
TUTBXOBE ¢4 YCTAHOBEHH HEXENAHH eeKTH REPXY MBIKKHA (epTHIIHTET (BXK. TOUKa 5.3),

47 Bauanne BLPXY cnocolHoCTTa 32 wodupane u padora ¢ MamIHHA

Tendopt ymepero nosnusasa cnocoGHoCTTa 3a wodHpane | paGota ¢ maumed. [Tpn nawneHTs
npremanu Tendopr cve 3amaiiBaye, riarobomie, yMOpa WM raieHe MOXE Oa Ce Hapy UM
cnocoGHoCTTa M 34 peakind. ETo 3awo npenoprysa ce NOBHINEHO BHHMAHME fpH 1o HpaHe ¥
pabota ¢ MALIMHA. AXO TIPH TIAUMEHTHTE Ce POABARAT TE3H HEXENaHH peakuyH, T¢ TpAGea 1a
H30ATBAT MOTEHUHAITHH PHCKOBY CHTYAlHHN Kato lwodupade win paboTa ¢ MAIMHY,

4.8 HekKelann NeKapcTBeHH peakunu

Heskenauure PEaKLInY, CcHO0ILABAHY 38 BCAKA OT OTASIHUTE ChCTABKH (aMIiO,E[HnHH und TBﬂMPlCaPTaH)
MOraT Aa 65447 NOTEHLHATHY HEKEITAHN peaKuHy NpH TGH(IJO})T.

HC)KCJ'IEIHH MEKADCTECHH DeaKLIHH‘ CBBP3aHY ¢ TeNMUCAPTaH

Obobuente na npodiuta na GezonacHacn
CepHO3HITe HeKeNaHH NeKAPCTBEHH PEAKLHK BRIIOYRAT aHa(pUIaKTHIHN PeaKLMy ¥ AHTHOSHEM,
KOHMTO MOXe Aa HacTeiAT pagko (> 1/10 000 no <1/1 000) u ocrpa OLOpeuHa HeAOCTATEYHOCT,

YecToTaTa HA HEKENAHY NEKAPCTEEHH PeaKii, ChoOUWABAHH OPK yroTpeGaTa Ha TeIMHCapTaH,
o6uKkHOBEHO & chasHuMa ¢ Torauedo (41,4% cnpamo 43,9%) npu NIauedo-KOHTPGIHPAHH POy IBAHHA
NpY NAUMEHTH, TEKyBaHu 3a XunepTolua. CllydanTe HA NPOABEHH HERETAHH JEKAPCTBCHE PEaKLUME
HE €4 CEBP3AHM ¢ N03aTa M HE MOKA3IBAT 3aBMCHUMOCT OT TIOMNA, BH3pactTa HIH PacaTa Ha NaliieHTHTE.
TlpodiureT Ha Ge30nacHOCT Ha TENMMUCAPTAH IPH NAIIMEHTH, ICKYBAHH 32 HAMAMABAHE HA
CHPAEYHOCHA0BATA 3a00/IEBASMOCT € CXO/IEH ¢ TO3H, HaOMoIaBaH MPH MALMEHTH ¢ XHNEPTOHHAL

INpeacTasenure Mo-10My HEXENAHH JIEKaPCTBEHH peaxliiy, 0TPa3ABaT Pe3yTaTuTe OT KOHTPOXHPAHI
KJIMBHYHA TIPOYIBAHUA NPH MALUSHTH, IEKYBaHH 33 XMIEPTOHUA U OT MOCT-MapKeTHHIOBH HOKIAAN.
CHmo ce uMAT NPEIBAI CEPUO3HATE HEXKEIAHH PEAKLMH, KAKTO H NPeKbCBAHE HA JISYEHHETO,
AOKAaBaHH DY NPOABIDKHTENHH KNMHUYHI [IPOYYBanus, BKIIOYBAlH 21 642 mausenTa, NexyBauy ¢
TeIMHCapTal 33 HAMA1ABaHE HA CHPASYHOCHAORATA 3200IEBAEMOCT 32 NEPHOA 10 6 roIHHH.

Ob00weHuE HA HENCERARUME AERAPCIMBEHY Pearyi 8 mabauuex dopmam

Hexenanure neKapcTBEHU PeaKUHK Ca KATETOPHIHpaHH CTIope] 4eCTOTAaTA, KATo € H3NoN3BaHa
CnegHaTa KiacHHKauna: MHoro Yecti (= 1/10), gectu (=1/100 no <1/10), Hevecrs (=1/1

HalHIHATE JaHHA He MOXXe 1a (bae HanpapeHa oleHKA),
[Tpu BCAKO rpyIHpaHe B 33aBHCHMOCT OT Y€CTOTATA , HEXKETAHUTE IEKAPCTBEHHU Pe
B HA3IXOIALL pell [0 OTHOIIEHHE Ha TEXeCTTa.



CHCTEMO-0praHen KIAC Yecroma | Hexeaann gexapcTaenn peakiinn
Hewectn | Mndexmia Ha ypHAAPHUA TPAKT, BIJTHOYKTENHO
Hudeknu n aadectammm: LMCTHT,
HH(pEKIHT HAa TOPHUA PECTHpATOPeH TPAKT,
BRIOYHTENHO (DAPHHTHT H CHHYUT
Penku Cencuc, Bxmountento ¢ haranen maxon'
Hapylienus Ha xppBTa 1 Heuectn | AveMus
TMM{pHATa CreTEMa Penxu Eozusohunus, TpomGouyronenus
Hapyuewis va MMyHHaTa Penkn AHadHIaKTHYHA PeaKiia, CBPBXYYBCTBHTETHOCT
cucTEMa ,
Hapymenus Ha merabonnsma u | Hewectn | Xdoeprandemus
XPAHEHETO
Mmuoro XunornukeMud (Mpu nauueHty, GONHM OT AHadeT)
peaku
INewxarauy vapywenns Heuectn | BeschHue, penpechs
Penkn BesnokoiicTeo
HapyuueHnHd Ha HepBHaTa Heuectn | Cunkon
CHCTEMA
Penxn Cruausoct
HapyweHus na oqnre Pepxn 3putenH cMyLIeHHs], BKAIOYHTENHO 3aMBIIIEHO
BHXKIaHe
Hapymenus Ha yXoTo 1 Heuectu | Bepriro
nabupHHBTa
Cupiedsu HapylIeHHs Heuectn | Bpamuxapnua
Penxu Taxukapaus
Cho0BH HAPYLIEHHS Hewecrn | XMIOTOHKS®, OPTOCTATHY HA XMITOTOMUA
PecniupaTopHy, TpsIHH U Heuecrs | Aucnues, xaumuia
MENHACTHHATHY HAPYIUCHHSA
MHoro UutepeTunpanta Genogpodua Gonect?
peaxu
Cromamuo-4pesHu Hapyllenus | Heyectn | AGpoMunanka Golka, Auapus, OuCencus,
taTynenuns, NoBpHUIAHE
Penxu CyxoTa B YCTATR, CTOMAIICH ZHCKOMPOPT, AUCTEY3HA
Xenato-OunuapHu Hapymwenns | Penxu AbHopmHa Yeproapobha dyHxuus/ uepronpoGHO
Hapyienye’
Hapymienus na koxara u Heuecru | Ipypurye, XunepxHaposa, oGpus
NOOKOXKHATA ThKaH
Peqxn Anruoenem (chino U ¢ haranes H2xoma), eKema,
EpUTEMA, YPTHKADHA, TeKapCTBeH 0OpHB, TOKCHMEH
KoxkeH obpus
Hapymenrua Ha MyckytHo- Heuecrt | Gosika B repba (Hanp. uiinac), MyCKYJIHE CHA3MH
CKelleTHATa CHETEMa H MHATHA
CBENMHUTENHATA THKaH Penxu Aptpanrus, Sonka B kpalHUK, GONKH B CYXOKHIHATA
{ TEHTHHUTOMOMOGHH CHMITOMM)
Hapyiuenns na 6u6petiute 0 Hewects | buOpeyHe yBpexaane, BRIIOUHTENHO 0cTpa Obpedna
TIIKOYHHTE ITBTHIIA He/loCTATEIHOCT
OG6uis HapyeHus 0 Hewectu | boaka B rpeaHRA ko1, acTeHws (caabocr)
HapYWeHU Ha MACTOTO Ha m
TNPANOKEHNE Penxu I'punononoGHo 3abonssane /AR
Hscaensanusg Hevectu | Tlobuiuen KpeaTHHHE B KPBBTA '




Penxu TTonmxen XeMoTn00HH, MOBHILIEHA TTHKOYHA KHCEITHHA
B KPEBTA, IOBHIIEHH 4epHOApOOHH eH3HMM, IOBHIIIEHA

kpeaThd $ocdHOKHHA3A B KPEBTA
1.2.3.4; 32 NONMBIHATENHO OMKCARYE, MOITA, BIDKTE TIOATOUKA ,, (Jnucanue Ha U3BPAHU HeHCETAHY
peaxyuu”.

Onucarue HQ HIEPANY HEXCERANY TEXAPCMBERT POKYHU

Cencuc

B npoyusanero PRoFESS e vaGmonasata noBHIIeHa HeCTOTA HA BB3HUKBAHE HA CENCHC [IPH
TEIMHCApTaH B cpasHeHHE ¢ nnanebo. CHOMTHETO MOXKE 13 € OTKPHTO CAyYaifHO HIIH 13 € CEBP3aHO ©
MEXaHU3bM, KOHTO HE e MO3HAT 3a MoMeHTa (B, CBIIo TouKa 5.1).

XuHOMOHUA

Tasu HexkeNaHa TIEKapCTBEHA Peakivd ¢ ChoOLWIEHa KATO YECTa MIPH HALMEHTH ¢ KOHTPOIHPAHO
KPBBHO HAMATAHE, JIEKY BAHH ¢ TEIIMMCAPTAH 32 HaMasiBaHe HA ChbPASYHOCHI0BATA 3a0oneBaeMoCT
IIPH MPOREACHO CTAHOAPTHO NEYeHHE.

AGropmna uepHodpofna hynxyun / yeprodpobno napyuenue

[Moseveto ciryyan Ha aGHopMHEA “epHOAPOGHA GYHKUHA/ 2epHOApOOHOe HAPYLICHHE OT IOCT-
MAPKETHHIOBHA OTIHT € TEJIMHCAPTAH HACTENBAT NIPH NALMEHTH OT ANCHCKH Npon3xolL [IpH naupenth
OT ATIOHCKM NIPOU3XO0] ChUIECTBYBA [I0~rO/IAMA BEPOATHOCT 33 PA3BUTHE HA TE3H HEXEIAHH PEaKLiHM.

Humepcmunyuanua beacopobua 6orecm
Crry4an Ha nHTepcTHuHanHa GenoapobHa Sonect ca A0KNAIBAHM 0T NOCT-MAapKETHHTOBHA OfIHT, BES
BpPB3Ka C mpuema Ha TenMucapTad. [TpuunHno-crencTaena sphika 00aue He e YCTaHOBEHA.

HQ)KEJI&HH JEKAPCTBEHH PCAKUHM CEEP3aHY C AMIONRBIIIH

O6obwenne na npoghuna na bezonacHocm

Haif-uecTo crOOmaBAHUTE HEKENAHNUTE JIEKAPCTEEHH PEAKIIMK N0 BPEMS Ha JICUCHHE C AMNIOIUITHNH ca
COMHOJIEHTHOCT, 3aMasHOCT, [MaBoboNue, MANNHTALIHH, 3a4epRIBaHe, KOpeMAa 60Ka, rageHe, 0TOUH
Ha TJIe3eHUTE, OTOX W YMOpa.

YectoTaTa Ha HENETAHHTE PEAKIMM C€ ONPSULIT, YPe3 H3NON3BAHE HA CIISIHATA KOHBEHIINS

Mpnoro vectn (>1/10); yectn (>1/100 mo <1/10); nexectu (=1/1 000 go <1/100); penk (=1/10 000 po
<1/1 000); mHoro penxs (<1/10 000), ¢ Hen3BecTHA YecTOTA (OT HATTHYHKUTE TAHHN He MOKE Ja Goae
HalpaBeHa OLCHKA).

Cnensnte HeXenand TeKapeTEEHH peaKkuuH ca G chobLiaBaty o BpeMe Ha JIEUeHHE C
AMITOAMITHH;

CHCTeMO-OpTaHeR KIac YecroTa Hesxenanu Jekapersenn
peaKuuH
Hapymenns Ha kpuBTa B MHoro penku JlerkolaTONEHMS,
nuMpHaTa cacTema TPOMOBOLIMTONIEHHS
Hapyinesna Ha nMyHHata cucteMa | MHOrO peaku ATEprudHu peakini
Hapymesus Ha MeTaGonuaMa u Muoro peaku XHneprianKeMus
XpaHeHETo
TcHxHuBH HapyIneHuA Heuectu BeicbHUE, MPOMEHH B
- HACTPOSHHETO
(BRIIOMHTETHO TPEBOKHOCT),
Jenpecus PN
Penkn O6BpKanocT i
Hapyiuenns Ha HepBHata cicTema | Yectn COMHONEHTHOCT , /
3aMaAHOCT, THAR
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(ocobeHo B Ha4anoTo Ha
JIeYeHMETO)

Heyvectn TpeMop, DUCrey3nus, CHHKOTL,
XHIIOSCTE3MSA, NAPLCTEINA

Meuoro penkn Xuneprouns, nepudepHa
HEBPONATUA
C HeussecTHa yecTota | EKCTpanHpaMuanu
‘ HapyLIeHUA
HapyieHud Ha ounTte Yectn 3pHTenRM HapyLIeHHs

(BRMIOUHTENHO THTLIOIMA)

Hapyenns Ha yxoto H nabupunra | Heuectn TuHUTYC
CopngiHH HapyLieHus Yectn [NagouTauun
Heuectn ApaT™MAR (BKMOUHTEHO

6paankapAHA KaMepHa
TaXUKaPIHA H TPSACHEPAHO

MBACISHE)

MHoOTo peaxu Muokapaen #rgapkT
CbOosH HapyIIeHHA Hectn Jagepeasade

Hevectn XHmoToHHA

MHuoro penkn Backymur
Pecnipatopuu, TpbIHA U YectH Jucnues
MENHACTUHAIIHY HapyIueHUsA Heuectnn Kammnuua, puaiT
CToMaimHo-9peRHH HAPYILICHHA Yectn AGpomuHanda 60s1ka, rafieHe

AUCTIENCHA, MPOMsAHA B
obutaliHaTa NepucTanTUKa
Ha yepsara (BKIIOUHTEIHO
AMAPYA W 3anex)

Heyecti [lospsiuane, CyXoTa B YCTATa
Mpuoro peaxu ITarkpeaTHT, racTpHrT,
XMIIEPIJIa3HA HA BEHLHTE

XenaTo-OUIUapHi HapyImeHuaA MHuoro penxu XenaTuT, XbATEHHULA,
NOBHLIEHU YepHOOPOGHH
eHauMu™

Hapymenna na xoxara Heuectu Anonenus, mypnypa,
NOJKOXKHATA TBKAH TPOMSAHA B LIBETA HA KOXATa,
XHIIEPXUAPO3a, IPYPUTYL,
oGpHB, eK3aHTEM, YPTUKADHS

—
Meuoro penkn AHTHOSEM, epHTEMA

mytudopme,
excouaTHBE H TEPMaTHT,
CUHIpOM Ha Stevens-
Johnson, otok Ha Quincke,
G OTOHYBCTBUTENHOCT

C rem3sectHa uecToTa | TOKCHYHA erMAEpPMANHE
HeKpOoJIA3a

HapymeHus na MycKynno- YectH OT0k Ha rne3eHa, Myc =]
CKEAETHATA CHCTEMA M KpaMITH W\
CBEIRHUTENHATA TBKAH Heuwectn ApTpanTus, MEATCH, BOEE 5 )

B r'bp6a § /j’:"* o

Hapywenus na 6s6peunte 1 Heuectn Hapyweto ypunﬁpgep'ﬁf
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MHKOYHHTE [TTHINA HOU[HO YPUHHpAHE,
YBEJIMYEeHa YecTOTa Ha
YPHHHDAHE

HapyweHnus Ha Heuectn HIMIOTEHTHOCT,

RBINPHIBONHTENHATA CHCTEMA H THHEKOMACTHA

T'EPAATA

OGum HapyllieHua H HADyIeHHA Muoro qectn OTok

Ha MACTOTO Ha NpHNOAKEHNE Hecty Ymopa, acTennd

Heuectu T'peoHa Qonka, Gonka,

Hepa3oTmKeHHe

Hscnenpanus Heuectn VBenuyapaHe HA TENECHOTO
TEIN10, HaMAJgBaHe Ha
TENSCHOTO TErNo

* - Haji-4ecTO CRBP3AHO ¢ XONMECcTa3a

C"bOﬁl_];@BaHe Ha [JONO3INPAHY HEXENAHH PEAKLHI
Crnolmasanero Ha OOROIHPAHH HEKEIAHH PeaKIIlH Cliel paspeLlaBaHe 3a ynm'peﬁa HA NEKApPCTEEHUA

NPORYKT € BaxkHo. ToBa N03B0AAEA 1a IPOIBMAKH HAGMOAECHHETO HA CHOTHOILEHAETO TI0N38/PUCK 38
NEKAPCTBEHUA NPOAYKT. OT METHUMHCKHTE CICUHATHCTH C& HIHCKBA 1a ChoOUIABAT BCSKA
MO03HPaHA HEKENAHA Peakilis upe3 H3nbwIHHTENHA areHUMA (10 fekapcreata ¥ Jaman I'pyes” Ne
8, 1303 Codus, Ten.: +35 928903417, yebeaiit: www.bda.bg.

4.9 TIlpeposnpane

CumnroMu
Hswma onut ¢ npegosupane na Temgiopr.

HamrquuTe ganHy npeanonarat, Ye 3HAYRTeNHOTO npenosupate Gi MO0 Ja JoBeae 50 TEWKA
neprdepya Ba3OAMIATALHA M Bh3MOXKHO 10 pedrekcHa Taxukapaus. Chobapano e 33 u3pasena,
BEPOATHO NPOIBIDKHTENHA CHCTEMHA XHIIOTOHHUA J0 WOK, BKIDOYUTENHO ¢ daTaney u3Xon,

HexapaworeHes Genoapoder 0Tox ce cro0ulaBa pAAKO KaTo NOCASINNA OT PERO3UPaHe ¢
AMITOJMITHH, KOHTO MOKe Ja ce MposABi ke 3abaseHo Havano Ha edexta (24-48 uaca cnen
TIOTABAHE) U A3 M3HCKBA M3KYCTBEHA BEHTHIALMSA. PAHHHTE PEaHUMALIOHHH MEPKH (BRANOYHTENHO
HATOBAPBAHE ¢ TeYHOCTH) 32 NOAABPKAHE HA Nepdy3uaTa v ChpAeYHUA TeCHT MoTaT fAa Opaatr
yckopasamu dakTopu.

Hafi-gprure nipossd Ha npeJo3HpaHe C TEIMHCAPTAH Ca XHIOTOHAS B TAXMKAPAUA; CLOOINEHH ca
ChI00 OPATHKADAKA, 3aMaAHOCT, IOBHWIABAHE HA CEPYMHMA KPEaTHHRH ¥ 0CTpa Onbpeuna
HEMOCTATBUHOCT,

YoparnexHue ‘

IaunentsT TPAOBA N2 OBLe RHMMATENHO HAGMONABAH H JIEYeHHEeTO TpAOBa A2 Gbae CUMNTOMATHYHO
1 nopaspkamo. OBNansBaHeTO 33BHCH OT BPEMETO HAa NpHeMaHe HA MPOAYKTa M TEKECTTA Ha
CAMIIToMHTe. [IpenopbuaTeHHTe MEPKM BXITIOYBAT NPEIH3BIHKBAHE HA MOBPBIUAHES M/WIH CTOMAIIHA
npoMueka. [IPUITAraHETO HA AKTHBEH RBITICH MOKE 12 HOTIPUHECE DU JIEYEHHE Ha NPERO3UPAHETO.

HeobxoavMo e uecTo npocienspane Ha CepyMHHTE eNEKTPOAMTH U kpearuHuH. [IpH fosea Ha
XMTIOTOHMS, NAUACHTET TPAGEA fa Oble OCTaBeH & JErHANO MoNoXeHHe N0 rpbl 1 Gbp3o 1a ce
TYPHIIOXAT CONEBY M 0OEMHH 3aMECTHTENM.

Hpu ycnoBsue, ye HIMa NPOTHBONOKAHUA, 32 Bb3CTAHOBABAHE HA CHAOBHA TOHYC H KPBBHOTO
Handrade, MOXKS Ja Ce NPWIOHKH BatokoHcTpukTop. HATpaBeHOIEH KATUHER TMOKOHE
TIOJ134 33 NPEOIDIBAHE HA epeKTa Ha GlI0KaZa Ha KaHEBHTE KAHAIH.

Y neete aMmoaHIHH 1 TEJIMUCAPTAH € MaJTKC BEPOATHO O3 Ohae OTCTPAHEeH 4
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5. @APMAKOJIOTHYHH JAHHH
5.1 dapMakoIuHAMHYHH cBoliCTBa

dapmakoTepaneBTHIHA IPyNia: akTHBHH BEIMECTBA, AeHCTRALIY Ha PEHHH-AHTHOTEH3MHOBATA
cucrema, anruoteHsud [ penenropHu 6nokepa (ARBs) u Gnokepu Ha kampernTe xanamm, ATC xox:
C09DB04

TQ.I'[CI]O]JT CHYCTABA IBC AHTHXUMCPTCHIHBHN CBCTABKH C JOMBABAIL CE MCXaHH3IBM 3a KOHTPOTHPAHE
Ha KPBRHOTO HAJIATAHE MPH NANHEHTH € CCCHUMANHA XHNEPTOHHA: aMITOIHONH DPHHAAIEKH KEM KITac
KaJIUEBH aHTArOHHUCTH, 4 TETMHCAPTAH KbM KJIAC AHTANOHUCTH HA AHTHOTSHIWH {1, KomOunanmsata Ha
TE3H CHCTABKH HMA aTHTHBCH AHTUXHIIEPTCH3NBCH e(bek-r, KaTo NOHWKAaBa KPBEBHOTO HAIACAaHe B I10-
rOAMa CTEHCH, OTKOJIKOTO BCEKH OT KOMIOOHEHTHTE CAMOCTOATEITHO.

TemvucapTag

Mexarusesm na delicmaue

TenMHCAPTaH € MepopaHo aKTHBEH B CneuadinieH anrnoteysus 11 peuentopen aHTaroHucT (Tun
ATI). Tolf H3MeCTBA € MHOIO BHCOK auRHTET AHrHOTEH3HH 1] OT HEroBOTO MACTO Ha CBLP3RAHE B
ATI peuenTopHHs IONTHII, KOUTO € OTFOBOPEH 38 HIBECTHHTE AeHCTBHA Ha aHTHOTeN3HH ],
TenvucapTad HAMa KOPH ¥ YACTHYHA ArOHMCTHYHA aKTHBHOCT cipama AT peuenropa. Tenmucapran
ce cBbp3Ra cenekTuBHO ¢ AT peuentopa. CBBp3BaHETO @ NPONBILKUTENHO. TEMMHCaPTAH HE TOKa3Ra
auHHTET KEM OPYTH PENeNTOpH, BRModnTenHo AT2 u apyru no-cma6o xapaktepusupann AT-
peuentopy. PyHKIMOHATHATA POTA HA TE3M PELIENTOPH HE € U3BECTHA, HE € H3RECTEH K edekTa Ha
TAXHATA BB3MOMKHA CBPBXCTHUMYNALMA 0T aHruoTersud [L, unifTo HiBa ca NoBMINEHH OT TENMMHCAPTAH.
Hupara Ha nnasMenqs aljocTepOH ¢a NOHUXEHH 0T TenMucapTal, TenmucapTan ue uuxuGrpa
YOBEIIKHA TUIA3MEH PEHIH K He 6710Kupa fiouHUTe Kauani, TeAMUCAPTAH He HHXMOHpPA AHTHOTEH3NH
KOHBEPTHPALTHA eH3MM (KiHHHa3a IT), eHsumeT, koliTo chiue pasrpaxkaa Spanuknavua, [Mopaau Tosa
He Ce 0YaxBa Ja NoTeHIHpa OpaZluKHHIH-METHUPAHNTE HEXKETAHH IEKAPCTREHH PeaKIHA,

IIpu xopa dozata or 80 mg renMHCAPTAH NOYTH W3LANO HHXHOHPA NPEAHIBHKAHOTO OT AHTHOTEHIHH
I nosuiitaBade Ha KpbBHOTO Ha/mArade. MHxubuTopHHaT edekT ce Nolabspika Hal 24 daca, Kato Bce
olie Moxe Aa ObJe ycTaHOBeH A0 48 uaca.

Knunuuna eduxaciocm u 6esonacrocm

Cnen npunarane Ha WHPEATA 032 TEMMHCAPTAH Ce HalOA4B4 NOCTENSHHO NOABA HA
AHTHXHIIEPTEH3MBHA AKTHBHOCT B paMKuTe Ha 3 waca. Maxcumanuara peyKuas Ha KPsBHOTO
HANAraHe ce JOCTHIA HAMTBJIHO B PAMKMTE Ha 4 Mo § cenMUIln CIen HAYANOTO Ha NEHSHHETO H C8
NMOAIRPHKE MPe3 MPOILIDKUTENHA TEPATHA.

Crien mpHEMAaHe Ha J03aTa aHTHXUNEPTSHIMBHUAT edeKT NepCHCTUPA NoBeYe 0T 24 Yaca, KaTo
BKIIOYBA M nOCTenHuTe 4 Yaca Npeqy caedBauioTo NPUIOKeHHE, KaKkTo NoKa3BaT aMOyiaTopHuTe
M3MePBAHMA Ha KPLBHOTO HanAraHe. ToBa & MOTBBPIEHO U OT ChOTHOWIEHUETO MIUHHUMAITHHM KBM
MaKCHMANHY KOHLEHTPALMH, KOeTO € nocToaHHao Haa 80% cnep npueM Ha gosu ot 40 1 80 mg
TeAMHCapTaH NpH Ianebo KOHTPOTUPAHU KIMHUYHA IpoydBanus. Hamkue e oueBHHA TEHACHUMA 33
BPB3KA MEMAY 1032Ta M BPEMETO HA BPE3CTAHORABAHETO Ha 6a3anHOTO CHCTOMHO KPHBHO HansraHe
(SBP). B To8a oTHOWeHHE BAHHITE 32 HACTONHO KpBBHO Hanarade (DBP) ca HenocTosHHu,

ITpHu nauHeHTH ¢ XUIIEPTOHHA TEAMHCAPTAH PEAYLIMPA H CHCTOJIHOTO ¥ OHACTOAHOTO KPBBHO
HanArane, 6e3 [a NOBAUABA YeCTOTA Ha irynca, Hamuumero Ha auypertnyey w RaTpHypeTHdeH edexr,
KOMTO 12 JONPHHECE 32 XUMOTEH3HBHATE AKTHBHOCT Ha JTeKapCTREHHA MPOXYKT, BCE OUIE He €
J0Ka2aHO. AHTHXHMEPTEH3INBHATA e HKACHOCT Ha TENMHCAPTAH € CP3BHUMA ¢ Ta3A Ha

KIMHIMHHA M3MHTBAHYA, CPABHABALIM TETIMUCAPTAH C AMIIOIUIHH, ATEHOIO, €H;
XHJIPOXAODOTHAZH ¥ IM3HHONPHUN).
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IlpH BHE3anHO NPEKECBAHE HA NICYEHNETO ¢ TEMMUCAPTAH KPhBHOTO HalArase NOCTEMEHHO C¢ BPBIIA
OO CTOHHOCTHTE Npeasn NEeUeHHETO, 32 NePHON OT HAKONKO XHH Ge3 JaHHk 3a peGayHI XUMePTOHMMEH
ediexT.

Cnyqame Ha CyXa kKallJIMLia ca 3HAYHTSIHO NO-MAJIKO pH NDaUHEHTH, TPeTHPaHH ¢ TEJIMHCAPTaH,
OTKOIKOTO TIPH TAKWBA, Ha KOUTO C3 JABAHH HHX!E’[G“TOPK Ha GHMHOTCHIHH KOHBCPTHPAINMA €H3HM B
KNMHEHYHY [IPOYYBAHRA, IHPCKTHO CPABHABALIN JBETE aHTUXHOEPTeHINBHH JICUSHAA,

JIBe roneMu paHnoMH3HpaHH KOHTponupanH npoyusanus - ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texyiio rnodanmo usnuTsase 3a
KpailHi TOUKM Ha TeJIMHCApTaH, CAMOCTOSTENHO U B koMOWHaIMA ¢ pamunpun) # VA NEPHRON-D
(KauswtiHo mpoyarane cebp3ado ¢ pasBHTME HA He(ponaTus np Tualer, NpoBegeHo OT
MuHucTepeTBO 110 BRIIPOCUHTE HA BETSPaHHTE) — IpoyuBaT ynorpedara Ha komOunauusra ot ACE
HHXUOUTOP K aHruoTeHsnd [l-penentopen Groxep.

ONTARGET e npoyugsane, MpOREASHO NPA NALKEHTH ¢ aHAMHEe34 33 ChPIEYHO-CHO0BA HTH
MO3BYHOCHAO0BA DOJIECT, WiH 3axapen Aualer THI 2, NpUAPYKEHH C NAHHH 33 YBPEKIAHE Ha
ethexropun oprand. VA NEPHRON-D e npoy4sase npH NakHeHTH Cbe 3axXapen auabeT tvn 2 0
AuaberHa HedponaTua.

Tesu npoyysanus He MOKA3IBAT 3HAYUM Guaronpusted edext Bppxy Ge0peutiTe WM CpaeUHO-
CBLA0BHTE NOCIEAHEH H CMBPTHOCT, KATO CHUNEBPEMEHHO ca HAOMIOIaBaAH TIOBHIIEH PHCK OT
XHIIEPRATHEMHA, OCTPO yBpexAaHe Ha Op0pennTe WM XUNOTOHMA B CPABHEHHE C MOHOTEPATIAATA.
Kato ce uMat npeIBHA cXoAHHTE UM (apMaKORHHAMUYHH CROHCTBA, TE3H Pe3yNITATH Ca MPHIOKUMI
H 3a 1pyra ACE nHxubutopu 1 asruoredsud [[-petenroprn 6roxepn.

ACE unxu6uropy n anrdotensns Il-penentophu Glokepn cnenosaTenso He TpA6Ba Oa ¢€ H3II0A3BaT
eAHOBPEMEHHO NpU NauyeHTu ¢ auabeTna Hedponatus.

ALTITUDE (KnuaugHo npoytpase MPOBEACHO ¢ ATHCKUPEH TIPH MAIMEHTH ChC 3aXapeH auater Tvfl
2 ¢ H3NION3BaHE HA CHPACUHO-CHI0BH ¥ OBOpeyHy 3a0onABaHNA Kato kKpalHu TOUKHN ) & npoyYBaHe,
npeAHa3HAYEHO a HICASABA [ON3aTa oT Jo0aBgHETD Ha AMHCKUPEH KEM cTaHnaptHa Tepanus ¢ ACE
HHXHOHTOD HITK anrkoTeH3nH II-petlenropen Oroxep Npy maLyesTy chbe 3axapeH auaber THO 2 U
xpouiko OeGpedno 3adoiBane, ChpISUHO-CHAGBO 3a00nABase WK H ABeTe. 11poyyBaHeTO €
NPEKPaTeHo NPEKASBPEMEHHO MOPAIH NOBULIEH PUCK OT HebnaronpuATHY Hocaeu. KakTo
ChPASYRO-CHIOBATA CMBPT, TAKA M HHCYITHT Ca NIO-YECTH B rPyIaTa Ha aNUCKUPEH, OTKGAKOTO B
rpynaTa Ha nnanedo, a npencTABNABALIATE HHTEPEC HEXENAHH ChOUTHA K CEPHO3HH HEXKETAHH
cHOMTHA (XMNEPKANAEMUS, XHNOTOHNA 1 Ob6peyna AMcdyHKIMA) ce cHo0LAaBaT N0-4eCcTo B PynaTa
Ha 2THCKHApPEH, 0TKONKOTO B rpyIiaTa Ha ruiane6o.

AMIToaRIHH

AMTOIMIEH ¢ HHEXuGHTOR Ha HHGAYKCa HAa KaTIHeBHTe H0HN OT IHXMAPONUPHIMHOBATA TPYIa
(61okep Ha GaBHHTE KAHAIA WITH AKTATOHHCT HA KanUHMeBHs IGH) ¥ MOTHCKA TPAaHCMeMOpaHHOTO
HABAM3AHE HA KAIOWeBN HOHW B KIETKHTE HA CHPACYHATa i CHIOEATA FIAAKA MyCKYJIaTypa.

MexaHu3MbT Ha AHTAXHIEPTCHIHBHOTO OeHCTBUE HAa AMJICIHMINH C& IBJDKH Ha OHPEKTEH penaKcHpail
G(IJGKT BEDXY CB0BATA MNMadKa MyCKyNIATyD4a. Touduar MEXaHH3IBM, 110 KOMTO aMJIOIUIIMH O0NeKYaBa
CTeHOKapnHaTa, HE € HAINBJIHO H3IACHEH, HO aMJIOAKNWH pelyliMpa HCXEMHUATS N0 ABa HAYHHA!

1} AMnoaun#R Npenyu3BHKRA JWIATANNA Ha NepHEPHITE apTEPUOH H TAKa peryupa o6loTo
nepudepHe ChIpOTABACHHE (CIel HATOBAPBAHETD), CPEILy KOeTo chpieTo pafoTh. Twi kato
CBPASUHATA HecToTa OcTasa cTabinna, Tosa oTipeMeHsBaHe HA CHPIIETO HAMANABA eHeprHiiHaTa
KOHCYMAallHs 1 KMCNOPOAHHTE HY)XIH Ha MHOKAPIA.

2) Mexanu3MET Ha OelficTBYE Ha aMIOAMNNH BEPOATHO BKIKOWBA JWIATALHA HA KO
APTEPUOJTH, KAKTO B HOPMANHKUTE TAKa H B HCXeMUYIHHTE 30HH. Tasy Jumaral @3
NOCTABKATA HA KMCIOPOA PN MALHEHTH ¢ KOPOHAPEH apTepHaleH cazbM ( réjl
WK BAPMAHT CTEHOKAPOHA). o
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ITpy naunedTH ¢ XMIIEPTOHHA SJHOKPATHOTO NHEBHO JO3UPAHE OCHIYPARA KIHHUYHO 3HATHMO
MOHIDKEHHE Ha KPBBHOTO HANATAHE KAKTO B IErHARO, TAKA H B HINPaBeHO NONOMKEHHE, 33 HHTEPBAT 0T
24 yaca. [Topany GapHOTO HAYAN0 Ha MelicTBYE, OCTPATA XUIOTOHUA HE € XApakTepHa 3a
TIPIIOAKEHHETO HA AMITOIUINAH.

Mp# mauHeHT! C AHMMHA, BEAHLK AHEFHO NPANTOKESHMET) HA AMIIOAHIKH YBeNYasa o0uoTo BpeMe
Ha TPEeHUPOBKa A0 MMOA8ATa Ha CTEHOKApIHA H BpeMeTo 1o Aenpecus Ha | mm ST u namanaea
4eCTOTATA Ha ATAKa HA CTEHOKAPANA M KOHCYMalHATa Ha TafneTka ninHepHT TPHHUTPAT.
AMOAMITHH HE BOIM A0 HMKAKBH MeTabOIHTHY HEKENAHH PeaKLIHH MWK OPOMEHH B IUTA3MEHHTE
JIMEOA ¥ € NOIXOMAL 33 IeUeHHe Ha MALHeHTH © acTMa, AnaleT H noJarpa.

5.2 @apMakoKHHeTHIHH cBoHlcTBa

TenuucapTtaH

Abcopbyun

ABcopbunaTta Ha TenrMucapTan e 6bp3a, HE3ABUCHMO, ue AGCOPGUPAHOTO KONKYECTBO BAPHPE.
Cpennara aGcomorHa SHoHATHIHOCT HA TeNMHUCapTad e oxono 50%. Korate TenMucapTau ce npreMa
¢ XpaHa, penyKLUWATA Ha o0acTTa 0X KPHBATA NasMeHa koAuenTpauus-speMe (AUCO-w) Ka
TelMHcApTaH Bapupa ot okono 6% (40 mg noza) no okono 9% (160 mg go3a). Tpu vaca cnen
NPUNOKESHNE 1AIMEHATE KOHUSHTPAIHK ¢ NOTODHI NTPY IPHEMAHE HA TENMUCAPTAH Ha [VIAJHO HiH
€ XpaHa.

FPaznpedenerue

TenMucapTa ce CBBP3IBa B IOMAMa CTEMEH C MAaIMEHHTE NporerHl (>99,5%), rnaeno c andyMmd ¥
anda-1 xucen rmokonpoTens, CpenHuAT NpHsHASH 00eM Ha pasnpelecHAE NPy AOCTHIaHE Ha
CTAllMOHAPHO cheToaHue (Vdss) € oxono 500 L.

Bucmpancdopmarnus
Tenmucapras ce MeTafioimisspa 2pe3 cBbPIBAHE Ha DCHOBHOTO BEU[ECTRO ¢ NMIOKypoHua. He e
HaGnronaBaHa (HapMaKoIOTHYHA AKTHBHOCT HA KORIOTATITE,

Eaumunupane

TenmucapTay ce XapakTepu3upa ¢ OHeKCoHeHIManHa oTcnabeaia GapMaKoKMHETHKA ¢ TEPMHUHANEH
eMMUHALHOHEH TOMYHB0T >20 yaca, Makcumansata nnasmena kKoHISHTPAUHA (Cray) M B NO-MArKa
cTemneH o6nacTra Moj KpUBata MIa3MeHa KoHueHTpauma-speme (AUC) ce nosmillasa
HEMPONOPUMOHAIIHO Ha A03aTa. HsMa XaHHH 33 KMHHAIECKH 3HAUHMa aKYMY/IALHA HA TENMHCADTAH,
NPHET B NPENoppUBatuTe A030. [DIasMeHHTe KOHUSHTPALHI €4 M0-BHCOKH ITPH JKEHH, OTKOIKOTO NPH
MBKe, Ge3 TOBA a € CEBP3aHO ¢ BIMAHUS BBPXY edMKACHOCTTA.

Jlunedtnoomy nerunetinocm

He ce ouaksa cnabata pegykieg Ha AUC na opuungn penyxuus » TepanesTHYHATA ePHKACHOCT.
Hama nureitHa 3aslcHMOCT MeXIy N03HTe U IWiasmenute HUBA. Cua H B o-manka crened AUC ce
MOBHUIIABAT HEMPONOPUNOHANHO MpH Jo3u Haj 40 mg,

Ches nepopanto (M HHTPaBeHO3HO) NPIIOKEHHE TENMMUCANTAH C8 SKCKPeTHpa TOYTH HILAO ¢
deKanuunTe, raBHO KaTo HEMpOMEHEHD cheguHenye. KyMymaTusHATA YpuHapHa ekckpenms e <1% ot
noszara. ToTanuuaT miaiMeH KIHPHHC (Cha) € Blicok {okono 1 000 ml/min), cpasHen ¢ yepHONpPOGHHA
KpbBeH noTok (okono 1 500 mi/min).

Creyuqany nonyrayuu

flon
Halmonasann ca IONOBK pasmitdud B MM1asMeHHTe KOHUEHTPatH. Crae M AUC ¢
2 IBTH T0-BHCOKU MIPH KEHATE, CPaBHEHM ¢ T€3U NPH MBHKETE.
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Cmapyecrka 8b3pacm
DapMakoKHHETHEATA HA TEMMHCAPTAH HE Ce Pa3/iMuaABa MeX(Iy MALMESHTH B CTAPUECKa Bh3PacT H Tesu
TO-MAaHH OT 65 FORHHH.

EBvbpeuny vapexcoanus

Tpu natpeHTH © NEKU KO YMEPeHH 1 TEXKH YBPeXIaHHg Ha Gb6peunara dydkus ce Habmogasa
YIBOABAHE HA MIA3MEHUTe KoHUSHTpaukH. Habmonasat ce No-HAACKH NNA3MEHK KOHUESHTPALIHH pH
nauseHTH ¢ 6r0peuHa HeROCTATHYHOCT, IOANOKeHH Ha auanmia. [Ipy Gonnu ¢ GulpedHa
HEAOCTATHYHOCT TEIMHCAPTAH CE CHBEP3BA B FOIMA CTEIEH ¢ IUTa3MEHHTE NPOTEHHH U HE MOXE Ja
Gwae oraened npx gnanusa. [Ips naupenTH ¢ GROpeyHn yBpeXIatus eTHMUHANHOHHIAT TIOITY KHBOT
HE & TIPOMEHEH.

Yeprodpotny yepercoanus

DapMakOKHHETHIHHTE NMPOYYBAHKA [PH NALMEHTH € YEPHOAPOGHH YBPEXAAHIA TOKA3BAT
nossluapane HA abcomoTHara GHoHanuyuHocT 0o okono 100%. Tlpu naunenTH ¢ vepHOOPOGHK
YBpeKAaHHA eTUMHHALHORHNAIT NOTYKHBOT HE € NPOMEHEH.

Amaomnonyg

Abcoptyus/pasnpedenenue.

Cien nepopaiHo NpHIOKEHHUE HA TEPANEBTHYHM NO3H, aMIIOAMIINH ce pesopbupa nobpe, KaTo
MaKCHMaTHHTE NIAa3MEHH KOHUSHTPALINY Ce IOCTHIAT Mexy 6 - 12 yaca creq NpANosKeHUe,
AGcamTHaTa GROHATHYHOCT £ Mexk Ay 64 i 80%. OGembT Ha pasnpenenenue € NpuGRUIUTENHO
21 Vkg. laHHHTE OT i1t Vitro Npoy4BaHHA NOX238aT, ye npubmusnrenHo 97,5% oT LMKy IMpamus
AMJIONIANKH € CBBP3aH € INAIMEHHTS MPOTEHHI.

BHoHANKMYHOCTTA HA aMA0JHUNYH He CE RIHAS OT IIpHEMa Ha XpaHa.

Bvompanchoprmayus/enumunypane

KpafHHAT IUTa3MeH HOgyXHBOT € 0Komo 35 - 50 uaca W ce DOCTHra NPH EAHOKPATHO AHEEHO
NPUNOKESHNE, AMIOAUITHH ce MeTAGOTHIHPA B SHAYMTETHA CTENEH B YepHHA Apob 1o HeakTHEHH
MeTafoNnTH, Kato ¢ YpHKaTa ce ekckperapat 10% ot nexapctaoTo B HenpoMeHeH BHA ¥ 60% oT
meTabonuture,

DAPMAKOKUHEMUKA HPU CREYUAIHY NORYAGYHU

Yepnodpabne papyuienue
Hanuuhn ca MHOTO OrpaHiYesH IaHHK 38 OPHUI0KEHHETO Ha aMIOJBIHE IPH NAIMeRTH ¢

4epHOAPOOHO HapywenHe. [TanueHTUTe ¢ YeprOAPOOHa HEROCTATHYHOCT UMAT TOHIKEH KTHPHHC HA
aMI0JUITAH, BOAEI A0 NO-KBIBT NMOMYKUBOT H NoBHmasaHe cToifHoctiTe Ha AUC ¢ npuémmantenso
40-60%.

Cmapyecxa au3pacm

BpemeTo 3a focTHTaNe Ha MAKCHMANHH IN23MeHH KOHIEHTPAIHH € CXOHO TIPH HHAVNBHIK B
cTapuecka Bh3PACT ¥ NO-MITA0H HHIUBHAHK. [IpH matieHTHTe B CTApIECKa BB3PACT, KNIUPHHECET Ha
aMJIOIKITUY € C TEHJSHUMA KeM HaManaBaHe, KOATO BOJM RO yeennasade Ha AUC u na
eNHMHHAROHHUA 101y #HBOT. Hapacreaneto Ha AUC 4 Ha eNMMHHAUHOHHHA 0OMYXUBOT MPH
TIALHEHTH CBC 33CTOHHA CHP/IeYHA HEAOCTATLYHOCT € OUI0 Cropel 04aKBaHOTO 3a CBOTBETHATA
BL3PACTOBA IPYIa.

5.3 [perkadHou4dA FAHHH 38 GesonacHocT

Tenmucapran/aMnogunus
Hexmiauauure npoyupannd 2a 6230MACHOCT, NPOBEAEHH ¢ KOMOMHAINATA TENMUCA

€a OrPAHKYESHH 10 NpoyuBaHe Ha 13-ceqMIgHO TOKCHYHOCT IPU MEOTOKPATHO TIp
npH wrkrxope. HaMa HOBY NPOABY HA TOKCHMHOCT WK No0aBKa HexXenaHH edexT,
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Temmucapran
Tpn npeaxmuaMdHY NpoySBaBuA 3a Oe30TACHOCT, O3H, CPABHUME C TE3H B KITHHINHMA

TEPANEETHYCH SHANA30H, C4 NPEIUIBHKATH HAMANABAHE Ha NMAPAMETPHTE HA YUEPBEHUTE KPhBHH
KNETKH (epHTPOUHTH, XeMOTA00MH, XeMATOKPHT), poMerH B GuOpeunaTa XeMonrHAMIKS (NOBHIIEHD
HUEBO Ha yped B KpbBTA H KPEaTHHHH ), KAKTO H MOBHIIEH KM B CePYMa HA HOPMOTEH3NBHH
#UBOTHH. TIpH Kydera ca HabnronagaHn GuGpeana TyOynapua nuiatacus o arpodun. Tlpi misxere u
Ky4eTa & oThens3aHo chlIO YBPEKOAHE HA CTOMAIIHATA Myko3a {epo3un, 12y Wi sbx3nanenne). Tesu
bapMAKOIOrHYHO MeAHUPAHH HEXETAHHA TeKAPCTBENH PEakiiy, HIBECTHH OT OPe K TMHITIHATE
NpOy4BaAHHS ¢ MHXMOWTOPH HA AHTHOTEH3NH KOHBEPTHPAIKA CHIHM ¥ aHrHOTeR3HH 1] aHTaroHHCTH,
ca npeAoTBpPaTeHH Ype3 nepopatHo fobarske Ha GHIMONOrMNEH pa3TBop.

HpH IBATA BH/A }KHUBOTHH ca HaGmioaaBaHd MOBHINEHA AKTHBHOCT Ha TUIA3MeHHA PEHHH H
Xl’lﬂeprﬂleﬂ/ XHIEpNiAa3uda Ha WKCTArNIOMEPY THHTE KTETKH. Tesn HMPOMEHH, KOHTO €& CBIHO B E(I)CKT
Ha2 HHXHﬁHTDpHTe Ha AaHTHOTEH3IWH KOHBEPTHPALINA CHIHM 1 HA JPYrd AaHCHOTEHIUH il peUenTopHiI
AHTArOHHCTH, HAMAT KJHHHYHA 3HAYHUMOCT.

Hsma AcHU Noka3aTencTea 3a TepaToreHeH edekt, BEMpexu TOBA NPH TOKCHYHY J030BH HHBA Ha
TeAMHCapTak € HabmonapaH edexT BEPXY [OCTHATANHOTO PA3BUTHE Ha NOTOMCTBOTO KATO 0-HHCKO
TenecHo Tero, 3aKbCHABALIO OTEAPAHE Ha OMHTE.

Hsama ganpn 3a MYTAréHHa ¥ CkOTBETHA KJNACTOrEeHHa AKTHBHOCT IPH U3ITHTBAHKA invitro uza
KAPpUHHOTEHHOCT PH NIBXOBE M MHIUKH.

AMIOAKIHY

Penpodyxmuana moxcuunocm

PenpofykTHBHU IPOYYBaHHA [IPH IUIBX0BE H MMLIKY TIOKA3BAT 33KBCHABAHE HA JATATA Ha paXkIaHe,
YABHKEHA NPOALINKHTETHOCT Ha PAXIAHETO i HAMANTEHA KHIHECNOCOBHOCT Ha IOTOMCTBOTO NpH
1030 TpAOAN3UTENHO 50 TETH MO-BHCOKH OT MaKCHMANHHTE NPENIOPEYHTENHH JO3H TIPH Xopa,
H3HHCAeHH Ha Oaja mg/kp.

Hapywienus evs hepmunumema

Hama edext PEpXy hepTHIMTETA HA IUIBXOBE, TPETHPAHM ¢ AMIICANMUH (MBIKKN - 64 THH H KEHCKH -
14 nou npeas onnoxkaane) 8 go3u Ao 10 mg/kg/nes (8 nbrie* N0-BHCOKK OT MAKCHMANHATA
npenopBYMTENNA 33 XOpa f03a o7 10 mg/m?, w3uncrena na 6aza mg/m?). B apyro npoyuBase npu
TTBXOBE, MPH KOETO MBKKH MABX0BE €A TPpeTUpany ¢ amnomunul Sesunar 30 qui, ¢ 4033 cpaBHEMA ¢
no3ata MpH Xopa, #34nucieHa Ha Oa3a mg/kg, ¢a yCTAHOBSHM IOHMMEHH MIA3MEHK
(OAUKYJOCTHMY.THPAID XOPMOH H TeCTOCTEPOH, KAKTO H NOHIBKEHHU TITBTHOCT HA criepmara U Gpoii Ha
3pellH CrIePMATHIY W CEPTONUEBHTE KIISTKH.

Kapyunoeeneza, mymazenesa

HsaMa nanHy 33 KApUWHOIeHHOCT [IPH ITEXOBE H MHIUKH, TPETHPARM JBe rOIMHY C AMIOLHITHHE B
AHETATa B KOHLIEHTPALMY, HIYHCIIEHH 1A OCHTYPAT OHERHU X030BH HuBa oT 0,5, 1,25 1 2,5 mp/kg/nen.
Haii-pucokata n1o3a (mpH MULIKH - GNU3Ka 10, & IPH [U1BX0BE ~ B4 1ITH™* MO-BHCOKA OT
MARCHMANHATA OPETIOPBUHTENHA KIHHIMAS J03a 0T 10 mg, H3uMcnera 5a mg/m?) ¢ 6una Snuixa g0
MAaKCHMAITHO I0MyCTHMATa 103a 38 MHINKH, HO He H 33 IUTbXOBe.

HpO)"lBﬂHHH 33 MYTAreHHOCT HEC TTOKa3BaT HEKapCTBEHO—O6yCJ'IOBeHH queKTPI HHUTO Ha 'CHHO, HWTO Ha
XpOMO30MHO HUBO.

* Wsaucnena 3a nagueHTH © Terno 50 kg

6. @OAPMALUFEBTHUYHHU JAHHH

6.1 Cnuchbk Ha MOMOIIHHTE BellecTBa

Copburon (E420)
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Hatpues XUAPOKCUL

[loBuaoH 235

MukpokpHucTanHa Le/yosa

Kanuues xunporeHdocdar nuxuapar

MerayMuH

Marneines creapat

6.2 HecnBMeCTHMOCTH

Henprioxamo.

6.3 Cpok ua roggoct

2 roauHH

64 CreuHaTIHH YCIOBHA HA ChXPRHEHHE

Ja ce cexpanasa nog 25 °C B OpUTHHATHATA ONAKOBKA, 33 14 CE MPSANaiH OT CRETIIHHE.

6.3 Jlanuu 33 ONaKOBKATA

OPA/AIPVC/AI GavicTep, KapTOHEHa Ky THA.

Onakoexy or: 14, 28, 30, 56, 90, 98 tabnetkn

He Bcnuin BUIOBE 0NaKeBKH MOTAT J2 OBOAT MyCHATH B Mponaxkba.

6.6 CroennaaMp npeanasHH MepKH NpH H3XBLpIARE

Hewsnompanuar npoAyKT KAH OTNAILYHUTE MATEPHANH OT HEro TpxaliBa Ja e HAXBBPIAT B

CLOTBETCTBHE ¢ MECTHHTE HIUCKBAHMA.

7. HIPHTEMNATE HA PASPEIIEHHETO 3A YIIOTPEBA

Zentiva ks,

U kabetovny 130, Dolni Mécholupy

102 37, Prague 10

Heika permybnika

8. HOMEPA HA PAIPELIEHHUATA 3A YIIOTPEBA

Per. No 20150394

9. JATA HA IIEPBO PA3PEUIABAHE/ TOJHOBABAHE HA PA3IPEIUEHUETO 3A
YHOTPEFA

Jara Ha epBO paspewtasane: 17.11.2015 .

Harta na nocnendo nonHoeaeane: 16.4.2021

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

24.06.2022 r.
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