
3EMPEH M3BELLITAJ 3A OCOEMHMTE HA JIEKOT

1. 3ALUTMTEHO HME HA MEflMUMHCKMOT nPOM3BOfl

Trajenta 5 mg o6no>KeHM TaSneTn.

2. KBAJ1MTATMBEH H KBAHTMTATMBEH COCTAB

Ceraja Ta6neTa coflp>KM 5 mg nnHarnnriTMH.

3a KOivinneTHaTa / w c T a  Ha eKCMnnneHCM Bi/i,qeTe flen 6.1

3. OAPMAI4EBTCKA OOPMA

O hjim  o6no>KeHa Ta6neTa.

8 mm flujaMeTap, OKpyma, CBeTno L4pBeHa cJdhjim o6no>KeHa Ta6neTa  03HaneHa co “D5” ofl 
eflHaia CTpaHa i/i Boehringer Ingelheim noro ofl flpyraTa CTpaHa.

4. KJ1HHHMKM OCOBEHOCTU

4.1 TepaneBTCKH nHflMKamm

Trajenta e HHflHMMpaHa 3a Tp e TM a H  Ha T u n  2 fli/ija6eTec M e n n T y c  3a n o flo 6 p y B a h te  Ha 
rni/iKeMi/iHHaTa KOHTpona Kaj B03pacHM:

Kano MOHOTepannja:
Kaj naqneHTM Kaj kom Hewioxe fla ce nocTum e afleKBaTHa KOHTpona caMO co i/icxpaHa n 

cjDi/131/iMKa aKTMBHOCT m Kaj kom MeTcfDopMi/iH He e norofleH nopaflu HenoflHocxiMBOCT nnn e 
KOHTpanHflMLinpaH nopaflH 6y6pe>KHM oLUTeTyBahta.

KaKO KOM 6nHiipaHa Tep arm ja :
Bo K0M6MHaL4Mja co MeTcfjopMi/iH. Kora caMO McxpaHaTa m cj3M3MHKaTa aKTi/iBHOCT nnyc 

MeicjDopMMH He o6e36e,qyBaaT afleKBaTHa KOHTpona Ha rnnKeMnjaTa.
Bo KOM6 nHai4Mja co cyncjjoHnnypea m MeTcjDopMi/iH Kora McxpaHaTa m cj3M3 i/mKaTa 

aKTMBHOCT nnyc flBojHaTa T e p a rm ja  co OBue neKOBM He o6e36eflyBa afleKBaTHa KOHTpona Ha 
mMKeMnjaTa.

4.2 flo3Mpatbe M HawHH Ha ynoTpe6a

flo3i/ipafoe
flo3aia Ha nnHarnnnTMH i/i3HecyBa 5 mg eflHaw Ha fleH. Kora Jn/iHarni/mTMH ce flOflaBa Ha 
MeTcfDopMMH, fl03aTa Ha MeTi^opMMH Tpe6a fla ce oflpwyBa, a nnHamnnTWH fla ce 
aflMl/IHMCTpi/ipa HCTOBpeMeHO.

noHMCKa fl03a Ha cyncfD O H nnypea 3a fla  c e  HaMariM pm3mkot Ofl x n n o rn n K e M n ja  (bi/iam fle n  4.4).
II



CneuMiaxiHM nonynam/in 

5y6pe>KHU oivmemyeahba
3a nauneHTMTe co 6y6pe>KHM OLUTeTyBahba, He e noipeOHo npunaroflyBafce Ha fl03aia Ha 
neKOT Trajenta.

XenamanHu ouimemyeahba
OapMaKOKHHeTCKme CTyflMM noKawyBaaT fleKa He e riOTpeSHO npunaroflyBaete Ha fl03aia Kaj 
nauneHTM co x e n a T a n H n  OLUTeTyBa^a, ho  KJiMHUMKHTe MCKyCTBa Kaj O Bue nauneH TM  ce 

orpaHM HeHn.

nocm apu nuu,a
He e n0Tpe6H0 npunaroflyBanbe Ha fl03aTa bo 3aBMCHOCT o a  B03pacTa Ha naqneHTOT.
MeryToa, K/inHM^iKHTe ncKycTBa Kaj nauneHTM > 75 roflMHM ce orpaHMHeHM.

lledujam pucKa nonynau,uja
Be36eflH0CTa m ecpMKacHocTa Ha nnHamnnTMH Kaj fleua n  aflonecLjeHTM He e yTBpfleHa. HeMa 
AOCTanHH n0flaT0L4M.

HannH Ha ynoTpe6a
Trajenta MO>Ke fla ce 3ewia co MnM 6e3 xpaHa, bo  6nno Koe BpeMe ofl fleHOT. A ko ce nponyiuTi/i 
Heraja fl03a, McraTa TpeSa fla ce 3eivie KonKy luto  e m o >kho  no6p30 o tk 3ko Ke ce ceTi/i 
naLineHTOT. flBojHa fl03a He Tpe6a fla ce 3eMa bo  m ct fleH.

4.3 K oH TpanH flH Kaqm i

ripecoeTnnBOCT koh aKTi/iBHaia KOMnoHeHTa v\nv\ koh 6mjio Koja cocTaBHa KOMnoHeHTa Ha 
neKOT (BMfli/i flen 4.4 m 4.8).

4.4 rioce6HM  MepKM Ha n pe Tn a 3n n B O C T m n p e fly n p e fly B a fte

OnLUTQ
Trajenta He Tpe6a fla ce kopmctm Kaj naL4neHTM co flM ja6eiec Tun 1 nnn 3a TpeTMaH Ha 
flujaSeTWHKa KeT0ai4Mfl03a.

XnnornnKeMMja
JlMHarnnmnH npuMeHeT caM, noKa>KyBa KOMnapa6nnHa MHLiMfleHLja Ha xnnomnKeMnja Kara n 

nnaue5o.
Bo KnMHMHKMTe CTyflnn co jinHarnMnTHH Kara flen ofl KOM6nHnpaHaTa Tepannja co neKOBM 3a 
kom He e n03HaT0 fleKa npeflM3BMKyBaaT xnnornnKeMnja (MeTcfcpoMMH), CTanKaTa Ha 
pem cTpupaHa xnnornnKeMnja co nnH arnnm nH  6nna cnnHHa KaKO m Kaj nauneH Tm e koh 
npMMane nnai4e6o.

Kora nHHarnHnTMH e flOflaBaH Ha cyncfroHi/inypea (3aeflHO co MeTcJjopMi/iH KaKO 0CH0BeH neK), 
HHMMfleHMaTa Ha xnnornnKeMnja 6nna noBMCOKa bo  cnopefl5a co nnaL4e6o (b mam flen 4.8).

3a npenapaTme Ha cyn<$OHi/inypea e no3Haio fleKa npeflM3BHKyBaaT xMnornMKeMMja. IlopaflM 
Toa, noTpe5Ha e npema3nnBOCT Kora nHHarnMnTHH ce kopmctm bo KOM6MHai4Mja co 
cync|30HMnypea. Tp e 6 a  fla ce HMa bo npeflBMfl HaManyBahbe Ha fl03aTa Ha cyncjDOHi/mypea 
(BMflM flen 4.2).



4.5 MHTepaxMmi

In vitro eBanvaui/iia Ha i/iHTepaKunH
JlnHarnnnTHH e cna6 KOMnen/iTi/iBeH n cna6 flo yMepeH mhxm6 i/itop Ha CYP  M303HM0T CYP3A4, 
ho He m  HHXi/161/ipa APyn/rre CYP  m303hmm. Toj He e HHflyKTop Ha CYP H303MMHTe.
JlnHarnnnTMH e P-rnnKonpoTeMHCKH cy6cTpaT m necHO ro HHXM6i/ipa TpaHcnopTOT Ha fluroKCUH 
Koj e nocpeflyBaH npeKy P-rnnK 0 np0TenH0T. B p 3  0 CH0 Ba Ha OBi/ie pe3ynTaTM v\ in vivo 
Mcni/iTyBaHHTe HHTepaKMMU, 3a ni/iHamnnTMH ce CMeTa fleKa e ManKy BepojaTHO fla 
npeflM3BHKyBa i/iHTepaKqui/i co flp yrm e  P-mnKonpoTeMHCKH cy6 c Tp a ™ .

In vivo eBanyaunia Ha i/iHTepaKUHH

EcbeKmu Ha dpyau neKoeu Ha nuHaanunm uH
KnuHMMKme noflaToi4M HaBefleHn noflony cyrepupaaT fleKa ph3hkot 3a kjimhmmki/i 3HanajHu 
MHTepaKLinn npn MCTOBpeMeHa aflMHHMCTpai4Mja co flpyrn MeflnunHCKM np0 M3B0fln e hucko.

MemcboDMUH: MCTOBpeMeHaTa aflMWHncTpaunja Ha noBTopnMBu fl03M Tpi/i n a ™  Ha fleH 
MeTcfiopivii/iH 850 mg co 10 mg nnHamnnTMH eflHam Ha fleH, HeMane kjimhi/nkh 3HaMajHM 
npoMeHn bo cjDapMaKOKMHeTMKaTa Ha nnHamnnTMH Kaj 3flpaBM flo6 poBoni4n.

CvndbOHunypea npenapam u: steady-state cfc>apMaKOKHHeTi/iKaTa Ha 5 mg nnHarnwnTHH He 6 nna 
npoMeHeTa npi/i HCTOBpeMeHa aflMMHucTpauuija Ha eflHOKpa-ma 1.75 mg fl03a Ha 
rni/i6 eHKnaMi/ifl (glyburide).

PumoHaeup: MCTOBpeMeHaia aflMMHMCTpai4njaTa Ha eflHOKpa-ma nepoparm a fl03a ofl 5 mg Ha 
ni/iHarnnriTMH m M ynTnnnn 200 mg nepoanaHn fl03n Ha puTOHaBMp-noTeHTeH mhxh6 mtop Ha P - 
rnMK0 np0TeMH0 T  m C Y P 3 A 4 , ri/i 3 roneMi/me BpeflHOCTme Ha A U C  m C m a x  Ha JinHarnnnTMH 3 a 
npn6nn>KHo flBa, oahocho Tpn n a ™ . HeBp3aHm e KOHLjeHTpaLjm/i n koh ce o6 mmho noMarm ofl 
1%  oa TepariHCKme A03M Ha nnHamnrrn/iH, 6 nne 3roneMeHH 3a 4 -5  n a T H  no HCTOBpeMeHa 
aAMMHMCTpai4Mja co pi/iTOHaBi/ip. McTOBpeMeHO, steady-state nna3MaTCKHTe KOHL4eHTpai4i/M Ha 
nnHarnnnTMH co i/i 6e3 pi/rroHaBMp yKawyBaaT Ha Toa AeKa 3roneiviyBaht>eTO Ha eKcno3Mi4njaia 
HeMa Aa 6 nAe nponpaTeHO i/i co 3roneiviyBahbe Ha aKyMynauMjaia. OBne npoMeHM bo 
c(3apMaKOKMHeTMKaTa Ha ni/iHarni/inTMH He ce CMeTaaT 3a kjimhhhkm 3HaHajHM. IlopaAH Toa, He 
ce oneKyBaaT kjii/ihhhkh 3 HanajHM HHTepaKi4MM co APyrn P-mMKonpoTei/iH/CYP3A4 hhxm6 htoph.

PucbaMnuuuH: M ym nnna HCTOBpeMeHa aAMMHMCTpai4Mja Ha 5 mg nMHamnnTMH co 
pM(£>aMni/iL4HH-noTeHTeH MHAyKTop Ha P-rnMK0 np0TenH 0T  m CYP3A4, pe3yrrri/ipana co 
HaManyBahte Ha Steady-state BpeAHOCTme Ha AUC m C m a x  Ha ni/iHarni/inTMH 3 a 39.6%, 
oahocho 43.8%, Kara w HaManyBahte Ha DPP-4 MHXn6 ni4njaTa 3a 30%. IlopaAH Toa, 
KOMnneTHa ecJwKacHocT Ha nMHamMnTMH bo KOM6MHai4nja co P-mMKonpoTeHH mhayktopm 
MO>Ke Aa He ce nocTHm e, noce6HO aKO THe ce aAMi/iHi/icTpupaaT A o nr BpeMeHCKM nepwoA- 
HcTOBpeMeHaTa aAMHHMCTpai4Mja co APyrn noTeHTHu MHAyKTopii Ha P-mi/iKonpoTei/iH h 
CYP3A4, Kara luto ce Kap6aMa3enMH, <$eHo6ap6MTajn i/t cjDeHi/iTOMH He e 1/icni/iTyBaHa.

EcbeKTu Ha ni/iHarnnnTi/iH Ha apyrM Me.qnm/IHCKH np0i/i3B0fln
Bo KJiMHi/iHKi/iTe CTyAHM onmuaHn noAony, jiMHamnnTMH HeMan ktimhhhkm 3HanajHn ecjDeicn/i Ha 
c(3apMaKOKMHeTi/iKaTa Ha MeTcjDopMWH, rnn6ypnA, cwMBacTaTMH, BapcjDapwH, a^tokcmh m 
opanHme KOHTpaL4enTMBM, MaHiidDecTMpajKM in vivo pe3yjvraTn 3a HM30K noTeHuwjan 3a 
MHTepaKL4MM co cy6cTpaTHTe Ha CYP3A4, CYP2C9, CYP2C8, P-rnMKonpoTeMH m opraHCKi/i 
KaTjoHCKM TpaHcnopTepi/i (OCT).

/? ' ■>' -
MemcpopMUH: MCTOBpeMeHaTa aAMHHncTpaL4Mja Ha noBTopni/iBi/i AHeBHM ao3m Ha 10 mg 
nwHarnnnTHH co 850 mg MeTcfiopMMH OCT cyScTpaT, HeMana 3HanajHM ec|3eKTM Ha 
cfDapMaKOKMHeTHKaTa Ha MeTcJsopMHH Kaj 3ApaBM Ao6poBoni4n. flopaAM Toa, nMHam nm nH He e 
MHXi/i6i/iTop Ha OCT nocpeAyBaHMQT TpaHcnopT.



Ilpenapam u Ha cvncboHunypea : i/icTOBpeivieHaTa aflMMHMCTpaLjMja Ha noBTopni/iBM nepopanHM 
A03M Ha 5 mg ni/iHarnnnTMH i/i eflHOKpaTHa nepopanHa fl03a Ha 1.75 mg rnMbeHKnaMUfl 
(Glyburide) pe3ym npana co kjimhmhkm He3HanajHO HaivianyBahfee 3a 14% i/i Ha BpeflHocim e Ha 
AUC h Cmax Ha rni/i6eHKnaMHfl. llo p a flH  Toa luto rni/i6eHKnaMi/ifl npwviapHO ce MeTa6oni/i3i/ipa 
npeKy CYP2C9, OBwe noflaTOLjM mcto TaKa ro noTKpenyBaaT 3aKnyMOKOT fleKa ni/iHarnwrn/m He 
e CYP2C9 MHxn6mop. Kjihhmhkm 3HasajHii MHTepaKLiMM He ce oneKyBaaT co flpyrw npenapa™  
Ha cyncjDOHHnypea (np. rnnnM3Mfl, TonbyTaivMfl i/i mnMennpi/ifl), koh cnMHHO Ha rnn6eHKnaMMfl 
npi/iMapHO ce eni/iMMHi/ipaaT npeKy CYP2C9.

Huzokcuh: HCTOBpeMeHaTa aflMMHucTpauMja Ha MynTnnnw 5 mg fl03H Ha nMHarnHnTMH co 
MyiiTnnnn fl03M Ha 0.25 mg flHroKCHH Heiwana ec^eicm Ha c(DapMaKOKiiHeTi/iKaTa Ha flwroKCHH Kaj 
3flpaBM flo6poBoni4M. nopaflM Toa, nnHarni/inTMH He e mhxm6htop Ha P-rni/iranpoTenH- 
nocpeflyBaHHOT TpaHcnopT in vivo.

BapdbapuH: MynTwnnw flHeBHi/i fl03M Ha 5 mg nMHarnMnTHH He ja npoivieHnne
cjjapMaKOKHHeTMKaia Ha S(-) v\nv\ R(+) Bap<fcapn-CYP2C9 cy6cTpaTOT, aflMi/iHi/icTpupaH Kara 
eflHOKpaTHa fl03a.

CuMeacmamuH: MynTi/inni/i flHeBHM fl03w Ha nnHarnwnTMH wviane MMHUManeH ecjDeicr Ha steady- 
state c|)apMaraKMHeTMKaTa Ha cnMBacTaTHH-ceH3MTMBeH CYP3A4 cyS cTpaT Kaj 3flpaBM 
floSpoBonuM. n o cn e  aflMUHMCTpauwja Ha cynpaiepanwcKH fl03M Ha 10 mg nwHarnnnTHH 
MCT0BpeMeH0 co 40 mg cuMBacTaTMH Ha fleH bo TeK Ha 6 fleHa, nna3MaTCKMTe BpeflHoc™ Ha 
AUC Ha cuMBacTaTHH 6nne 3roneMeHM 3a 34%, a nna3MaTCKme BpeflHOCTM 3a Cmax 3a 10%.

OpanHu KQHmpauenmueu: MCTOBpewieHaia aflwinHMCTpaunja co 5 mg nnHarnnnTMH He ja 
npoMeHiina steady-state cfcapMaraKMHeTMKaTa Ha neBOHoprecipen nnn eTUHMnecTpaflwon.

4.6 EpeMeHOCT m floeHbe

YnoTpe6aTa Ha ni/iHarnnmrMH He e McnuTyBaHa Kaj 6pei\/ieHM >KeHH. HcnuTyBahbaTa Kaj >ki/ibothm 
He yKa>KyBaaT Ha flupeKTHM v\nv\ MHflMpeKTHU lUTeTHM ec^eKTM bo oflHoc Ha penpoflyKTMBHaTa 
tokcmmhoct (Bi/iflu flen 5.3). Kara MepKa Ha npeflynpeflyBai-be, TpeSa fla ce npecjaepupa fla nee 
M36erHyBa y n o T p e 6 a ia  Ha Trajenta bo T e ra T  Ha 6peivieHOCTa.

flocTanHm e aHUManHM c^apMaraKHHeTCKM n0flaT0i4M yKa>KyBaaT Ha eraKpeunja Ha 
nnHarnnnTMH / HeroBMTe MeTa6onnTi/i bo M neraio. Pm3mkot no floeHHeTO He Mowe fla ce 
MCKnynn. Mopa fla ce flOHece oflnyKa flanM fla ce npeKMHe co floehbeTO nnn co Tepannjaia  co 
nnHarnnm nH niviajKM ra bo npeflBHfl ra p u cia  ofl floehteTO 3a floeHHeTO w rapucia ofl 
Tepannjaia 3a MajKaia.

O e p Tn n m e T
He ce c n p o B e fle H n  CTyflMM 3a M cnuTyBahbe Ha ecfcieKTMTe Ha Trajenta Bp3 xyMaHi/ioT 
cjDepTnnmeT. A H M M a n m e  C Ty fln n  He yKa>KyBaaT Ha flu p e K TH u  nnn MHfli/ipeKTHM LUTeTHU ecfceKTH 

b o  o flH o c Ha c fje p Tn n n Te TO T  (BMflM flen 5.3).

He ce M3BefleHM cTyfli/in 3a npoueHa Ha ecjDeKTMTe Ha n e ra T  Bp3 cn0 C0 6 H0CTa 3a B03ehbe n 
paKyBa^e co MamnHn. M eryToa, naqneHTMTe Tpe6a fla ce npeflynpeflaT 3a pm3hkot ofl 
xnnornnKeMnja, oco6 eHo rara  ce KOMSnHwpa co cyn<$OHnnypea.

E p e M e H O C T

floehfae



4.8 HecaKahm fle jcTBa

C v M a p e H  n p e rn e a  Ha 6 e 3 6 e flH 0 C H M 0 T npocbMn
5e36eflHOCTa Ha neKOT Trajenta e McnMTyBaHa Kaj noBeKe ofl 4687 naqMeHTH co Tu n  2 
Anja6eTec MenMTyc ofl kom 4040 naMMeHTM ja npMMane LjenHaTa fl03a ofl 5 mg.

Bo nnaqeSo KOHTponMpaHMTe CTyflMM, 6nne BKnyneHM 3749 namieHTM, a 2566 nauMeHTi/i 6nne 
TpeTnpaHM co TepanncKa fl03a Ha nMHamMnTMH ofl 5 mg. 2360 nai4MeHTM npMMane 
jiMHarnnnTHH 5 mg eflHaiu Ha fleH bo TeK Ha > 12 HeflenM.

B o cyMapHaTa aHanM3a ofl nnaqeSo KOHTponMpaHMTe CTyflMM, BKynHaTa MHLiMfleHLja Ha 
HecaKaHM HaciaHM Kaj nai4MeHTMTe kom 6 n n e  TpeTMpaHM c o  nnai4e6o 6 n n a  cnwMHa Ha 

nnHarnnriTMH 5 mg (5 3 .8 %  : 5 5 .0 % ). llpoueHOTOT Ha npeKMHyBafte Ha Tepannjaia  nopaflM 
HecaKaHM fle jc TB a  6mji n0BMC0K Kaj nai_(MeHTMTe kom n p M M a n e  n n a i4 e 6 o  bo  c n o p e fl6 a  co  
nMHamMnTMH 5 mg (3 .6 %  : 2 .3 % ).

HajM ecTO p e m c rp M p a H O  H eca K a H o f le jc TB o  6v\na  xMnorriMKeMMja, p e ra c Tp M p a H a  npM ynoTpe6a 
Ha T p u n n a  Te p a n M ja , nM Ham M nTM H  n n y c  MeTCpopMMH n n y c  cyn cp O H M n yp e a  1 4 .7 %  : 7 .6 %  bo 

n n a q e S o  rp y n a T a .

Bo n n ai4 e 6 o  KOHTponnpaHMTe CTyflMM Kaj 5 .0 %  ofl nauneHTMTe e perMCTpMpaHO XMnornMKeMMja 
Kara HecaKaHo fle jc T B o  co  nMHamMnTMH. 8 6 .8 %  ofl hmb 6Mne 6narM , a 1 3 .2 %  5v\ne yMepeHM. 
HMTy efleH ofl cnyMaMTe Ha XMnornMKeMMja He 6mn KnacMcpMLjMpaH KaKO TewoK. llaHKpeaTM TM C 
e nonecTO perMCTpMpaH Kaj naL(MeHTMTe paHflOMM3MpaHM Ha nMHamMnTMH (2 cnyMaM ofl 2566 
nai4MeHTM kom npM M ane nMHamMnTMH bo o flH o c Ha 0 cnyMaM ofl 1183 naLiMeHTM kom npMMane 
nnai4e6o).

Ta6enapeH npMKa3 Ha HecaKaHMTe peaKUMM

IlopaflM 3Ha4ehbeTO Ha KOHKOMMTaHTHaTa TepanMja (np. 3a XMnornMKeMMjaTa), HecaKaHMTe 
peaKMMM c e  aHanM3MpaHM m npMKawaHM Bp3 0CH0Ba Ha TepanMCKMTe pe>KMMM (MOHOTepnMja, 
flOflaBahbe Ha MeTcjDopMMH m flOflaBan=e Ha MeTcfjopMMH m cyncfcoHMnypea).

rinaL4e 6 0 -K 0 H Tp 0 nM paHM Te CTyflMM B K n y n y B a a T  CTyflMM Kafle nM H am M nTM H  e  flaB aH  Kara: 

M o H O Te p a n M ja  c o  KpaTKO BpeivieTpaehbe flo  4  HeflenM  

M o H O Te p a n M ja  c o  B p e M e T p a e ^ e  > 1 2  HeflenM  

floflaBahte Ha MeTcfropMMH 
floflaB ahbe Ha MeTcjDopMMH + cyn cp o H M n yp e a

HecaKaHMTe flejcTBa ce KnacMcpMLjMpaHM cnopefl CMCTeM opraH Knaca m M edD rA 
TepMMHonorMjaia Kaj nai4MeHTMTe kom npMMane 5 mg nMHamMnTMH bo flB0jH0 cnenM CTyflMM 
Kara MOHOTepanMja MnM Kara KOM6MHMpaHa TepanMja bo Ta6enaTa noflony (bmam Ta6ena 1).

HecaKaHMTe flejcTBa ce HaBefleHM cnopefl a6conyTHa <$peK<£eHL4Mja Ha jaByBahte. 
OpeKcjDeHLiMMTe Ha jaByBahbe ce flec|DMHMpaHM Kara MHory necTM (>1/10), necTM (>1/100 flo < 
1/10), noManKy MecTM (>1/1000 flo < 100), peTKM  (>1/10000 flo < 1/1000), MHory peTKM 

(<1/10000) m Heno3HaTa cppeKcf>eHi4Mja Ha jaByBahte (H e  MO>Ke fla ce npoLjeHM ofl 
pacnono>KMBMTe n0flaT0L4M).

Ta6 en a  1: HecaKaHM peaKUMM perMCTpMpaHM Kaj n au M e m w e  kom npMMane nMHamMnTMH 5 mg 
Ha fleH Kara MOHOTepanMja MnM bo  KOM6MHMpaHa TepanMja (cyMapHa aHanM3a ofl nnaqeGo 
KQHTponMpaHMTe CTyflMM).



HecaKaHM peaKLiwi/i cnopefl TepanncKi/i pewwvi

CucTeM opraH Knaca 
HecaKaHM peaKLjMn

JlnHamnnTMH
MOHOTepannja

JlnHamnnTMH + 
MeTCfclOpMMH

JlMHamnnTHH + 
MeTC|DOpMMH + 

cyncJjoHnnypea
MHCjDeKI4HM l/l l/IHCf)eCTai4HH

Ha30cpapHuaamuc FloMariKy necTO rioivianKy MecTO
Heno3HaTa

cfcpeKcfceHLiMja
HapyiuyBai-ba Ha 
1/IMyHOnOLLIKl/IOT CUCTeM

XunepceH3umu8Hocm Heno3HaTa
4)peK($)eHi4Mja

rioManKy necTO
Heno3Haia

c}3peKct)eHL4Mja
MeTa6onHM m HyTpnTMBHH 
HapymyBahba
XunoznuKeMuja MHory necTO
PecnupaTopHu, TopaKanHM 
m MeflnjacTMHanHM 
HapyLuyBahta

Kauinuu,a rioManKy necTO rioManKy MecTO
Heno3Haia

ctDpeKcjDeHLinja
T  aCTpOMHTeCTHHaJlHH 
HapyLuyBahta

llaHKpeamumuc
Heno3HaTa

ctDpeKctDeHLinja
Heno3Haia

cfcpeKcfcieHm/ija
Heno3HaTa

(JipeKctieHMnja

4.9 npeA03Mpatbe

C m m i~i t o m i /i

Bo T e K O T  Ha K O H T p o n n p a H M T e  k jim h u n k h  CTyfli/m  Kaj 3 flp a B M  f l 0 6 p 0 B 0 JH4 i/i, eflHOKpaTHi/i f l0 3 i/i flo 
600 mg n n H a m M n T H H  (e K B M B a n e H T H O  flo 120 na™ O fl n p e n o p a M a H a ia  f l0 3 a )  r e H e p a n H O  f lo S p o  

c e  n o f lH e c y B a n e . H e M a  i/icKycTBa c o  f l0 3 i/i noBi/icoKi/i op, 600 mg Kaj n y r e .

Tepannja
Bo c n y M a j  H a  n p e f l 0 3 n p a h t e ,  T p e 6 a  f l a  c e  c n p o B e f l a T  B o o 6 M M a e H H T e  c y n o p T M B H H  M e p K H  n p .  

O T C T p a H y B a h b e  H a  H e p e c o p 6 n p a H a T a  KonnnnHa ofl raciponHTecTHHanHHOT T p a K T ,  fla c e  

c n p o B e f l e  k j i i / ih i / ih k h  M O H i/r r o p i/ iH r  i/i b o  K O J iK y  e n 0 T p e 6 H 0  fla c e  c n p o B e f l a T  k j i h h u h k m  MepKM.

5.0 CDAPMAK0 J10 L11KH OCOEEHOCTM

5.1 OapMaKOflMHaMCKM CBOjCTBa

O a p M a K O T e p a n e B T C K a  r p y n a :  A h t h  f l i / i j a 6 e T H H H M  n e K O B H ,  f l n n e m n / i f l i / m  r i e n T M f l a 3 a  4 (DPP-4)
MHXI/l6l/lTOp.

ATL4 K n a c i/ic f > i/!K a i4 i / i ja :  A10BH05.

MexaHM3aM Ha nenvBafoe:
JlMHamnnTMH e  h h x m 6 h to p  Ha eH3MMOT DPP-4 (D ip e p tid il p e p t id a s e  4, EC 3.4.14.5) eH3HM koj e  

BKnyneH bo MHaicniBaMMjaTa Ha i/iHKpeTMH xopM O H m e GLP-1 m GIP (nerm /ifl -  1 cnnneH 
rnyKaroH, nH cynnH O TponeH  n o n n n e n T H f l  3a B n ce H  o f l  m y K 03 a). O B u e  x o p m o h h  6 p3o ce 
f le rp a fln p a a T  o f l  eH3MMOT DPP-4. f lB a ia  uiHKpen/iH xopmohi/i ce B xnyneH n bo c(Di/i3n o n o ijjK a T a  
p e ry n a q u ja  Ha x o M e o cT a 3a i a  Ha m y K 03 a.
M H K p e T M H M T e  c e  c e K p e T n p a a r  bo M a n a  K o n i/ iH i/ iH a  bo T e K O T  H a  f l e H O T ,  a  hm b h o to  h h b o  c e  

3 r o n e i v i y B a  n o c n e  ja f le h t » e .  GLP-1 i/i GIP j a  3 r o n e i \ / i y B a a T  6 n o c n H T e 3 a i a  m c e K p e u n j a i a  w H c y n n H  

o f l  6 e i a  K n e T K i/ iT e  H a  n a H K p e a c o T  bo n p i / i c y c T B o  H a  H o p M a n H O  i/i 3 r 0 J i e i \ / ie H 0  hmbo a  m y K 0 3 a  bo 
K p B T a .  O c B e H  T o a ,  GLP-1 m cto  T a K a  m j a  H a M a n y B a  c e K p e L i n j a T a  H a  r n y K a r o H  o f l  n a H K p e a c H m



ancfra KJietKi/i, lu to  p e 3 yn Tn p a  co HaManeHO xenaTanH O  ocnoSoflyBahbe. JlMHarnMnTMH MOLUHe 
ecfcMKacHO peB ep3n6m iH O  ce  Bp3yBa 3a DPP-4 lu to  p e 3 y m n p a  co 3roneM eH0 m npoflnoweHO 
OAP>KyBaLte Ha aKTMBHOCTa Ha MHKpeTMH. JlMHarnMnTMH rnyK03H0-3aBMCH0 ja 3roneMyBa 
ceKpeL4njaia Ha MHcynMH m ja  HaM anyBa ceKpeuMjaTa Ha rnyKaroH, a To a  ofl CBoja CTpaHa 
pe3ynTnpa co BKynHO no,qo6pyBahbe Ha x o M e o cia 3 aTa  Ha rnyK03a. JlMHarnMnTMH ceneKTMBHO 
ce Bp3yBa 3a DPP-4 m MaHncpecTwpa 3a >10000 n a ™  noroneM a  ceneKTMBHOcr b o  o a h o c  Ha 
DPP-8 MnM DPP-9 aKTMBHOCTa In vitro.

Kni/iHHHKa edJUKacHOCT m 6e36eflHOCT
3a eBanyaLinja Ha ecfc>MKacHOCTa m 6e36eflH0CTa Ha nMHamMnTMH ce cnpoBefleHM 8 cfc>a3a III 
paHflOMH3HpaHM K0HTp0nMpaHM KnMHMMKM CTyflMM BO KOM 6m ie BKnyMeHM 5239 nauMeHTM CO 
Tun 2 flnja6eTec. Bo OBne CTyflMM 929 nauweHTH 6nne Ha B03pacT ofl 65 roflMHM MnM noBete i/i 
6nne TpeTMpaHM co nMHamMnTMH. Mc t o  TaKa, Ofl nauweHTMTe kom npMMane nMHamMnTMH, 1238 
nai4MeHTM 6Mne co 6 n a m  6y6pe>KHM OLUTeTyBatta, a 143 naLiMeHTM co yMepeHM 6y6pe>KHM 
OLUTeTyBa^a. JlMHarnMnTMH aflMMHMCTpMpaH eflHaw Ha fleH MaHMcfrecTMpan î mhmmkm 
CMTHMcf)MKaHTHo noflo6pyBaht>e b o  KOHTponaTa Ha rnMKeMMja, 6e3 fla MMa KnMHMMKM 3HaMajHM 
npoMeHM b o  TenecHaTa Te>KMHa. HaManyBatoeTO Ha BpeflHocTMTe Ha rnMKonM3MpaH 
xeMorno6MH A 1 c  (H b A 1 c ) 6Mno cnMMHO b o  pa3nMMHMTe noflrpynM Ha naLtMeHTM, BKnyMyBajKM 
cy6rpynM cnopefl non, B03pacT, 6y6pe>KHM oLUTeTyBahba m body m ass index (BMI). rioBMCOKMTe 
6a3anHM BpeflHOCTM Ha H b A 1 c 6Mne acoqMpaHM co noroneMO HaM anyBaite Ha BpeflHocTMTe 
Ha HbA1c. PerMCTpMpaHa e CMTHMcjDMKaHTHa pa3nnKa b o  HaM anyBafteTO Ha BpeflHocTMTe Ha 
H bA1c noMery A3MjaTMTe (0.8%) m naL4MeHTMTe ofl 6ena paca (0.5%).c

fluHaanunmuH ksko MOHomepanuja Kaj naiiueHmu HecoodeemHu 3a MemcpopMUH 
EcJwKacHOcra m 6 e36eflH ocTa  Ha MOHOTepanMjaTa co nMHamMnTMH e McnMTyBaHa bo flBojHo 
cneno nnai4e6o KOHTponMpaHa CTyflMja bo B p e M e T p a e ^ e  ofl 24  HeflenM. Tp e TM a H O T co eflHam 
Ha fleH nMHamMnTMH bo fl03a Ofl 5 m g MaHM<$ecTMpan CMTHMcjDMKaHTHO no,qo6pyBatee bo 
BpeflHocTMTe Ha HbA1c (-0.69% npoMeHM bo cn o pe fl6 a  co n n a u e 6 o ), Kaj nauMem-M mmm 
6a3anHM BpeflHOCTM Ha HbA1c M3HecyBane npM6nM>KHO 8 % . JlMHarnMnTMH mcto TaKa 
MaHMcjDecTMpan CMTHMtJjMKaHTHO noflo6pyBaHae bo hm boto Ha rnyK03a Ha rnaflHO (FPG) m bo 
cnopefl6a co n n a u e 6 o . PerM CTpM paHaTa MHLjMfleHua Ha XMnornMKeMMja Kaj nai_|MeHTMTe 
TpeTMpaHM co nMHamMnTMH 6v\na cnMMHa co n n au e 6o .

EcfciMKacHocTa m 6e36eflHOCTa Ha nMHamMnTMH Kara MOHOTepanMja e eBanyMpaHa m Kaj 
nauMeHTM kom 6Mne HecooflBeTHM 3a TepanM ja co m c tcJd o p m m h , nopaflM H enoflH ocnM BO d MnM 
KOHTpaMHflMKauMM nopaflM peHanHM ouiTeTyBahba, b o  a b o j h o  cn e n a  nnai4e6o KOHTponMpaHa 
CTyflMja b o  BpeM eTpaehte ofl 18 HeflenM. JlMHarnMnTMH MaHMcjDecTMpan CMTHMcfciMKaHTHo 
noflo6pyBahbe b o  BpeflHocTM Te Ha HbA1c (-0.57% npoMeHM b o  cn o p e fl6 a  co nnai-(e6o), 3a 
6a3anHMTe BpeflHOCTM Ha xeM orno6M H ofl 8.09%. JlMHarnMnTMH m c t o  TaKa MaHMcftecTMpan 
CMTHMcjDMKaHTHM noflo6pyB ahta  b o  h m b o t o  Ha rnyK03a Ha rnaflHO (FPG) b o  cnopefl6a  co 
nnau e 6o. PerMCTpMpaHaTa MHL4MfleHL\a Ha XMnornMKeMMja Kaj n a u M e m w e  TpeTMpaHM co 
nMHamMnTMH 6Mna cnMMHa co OHaa Ha nnai4e6o.

JluHaanunmuH ioko  dodam oK Ha m epanujam a co MemcpopMUH
E(£MKcaHOCTa m 6e36eflHOCTa Ha nMHamMnTMH bo KOM6MHai4Mja co MeTcfcopMMH e eBanyMpaHa 
bo flBojHo cn e n a  nnai4e6o KOHTponMpaHa CTyflMja bo B p e M e T p a e ^ e  ofl 24 HeflenM. 
JlMarnMnTMH MaHMtfciecTMpan cMTHMcf)MKaHTHO noflo6pyBart>e bo BpeflHocTM Te Ha HbA1c (-  
0 .6 4 %  bo cn o pe fl6 a  co n n a u e 6 o ), 3a 6a3anHM npoceMHM BpeflHOCTM Ha HbA1c ofl 8 % . 
JlMHarnMnTMH mcto TaKa MaHi/icf^ecTMpan cMmMcjDMKaHTHO noflo6pyBahbe bo hm boto Ha rnyK03a 
bo nna3Ma Ha rnaflHO (FPG) bo cn o pe fl6 a  co nnai4e6o, KaKO m bo hm boto Ha nocTnpaHflMjanHa 
rnyK03a (PPG) n o cn e  2 naca bo cn o pe fl6 a  co n n a q e e o . PerM CTpM paHaTa MHL(MfleHi4a Ha 
XMnornMKeMMja Kaj nai4MeHTMTe TpeTMpaHM co nMHamMnTMH 6w na cnMMHa Ha OHaa co nnai-ie6o.

JluHaanunmuH eo KOM6uHau,uja co MemcpopMUH u cyncpoHunypea
E$MKcaHOCTa m 6e36eflHOCTa Ha nMHamMnTMH 5 m g b o  KOM6MHai4Mja co MeTcfsopMMH e 
eBanyMpaHa b o  nnai4e6o KOHTponMpaHa CTyflMja b o  B peM eTpaehte ofl 24  HeflenM Kaj naMMeHTM



Kaj kom He 6 wna mo>kh3 afleKBaTHa KOHTpona co KOM6 nHaMnjaTa MeTcf)opMHH nnyc 
cync|DOHnnypea. Jln a rn n n TH H  MaHi/ic)3ecTi/ipan cum nc^nKaHTHO no flo 6 pyBahbe bo BpeflHOCTm e 
Ha HbA1c (-0.62% bo c n o p e fl6 a co nnaL|e6 o), 3a 6 a3anHi/i npoce>-iHM BpeflHOCTM Ha HbA1c Ofl 
8.14%. JlnHarnnnTM H h c t o  TaKa MaHwcfcecTMpan cwmMcfciHKaHTHO no,qo6 pyBahbe bo h h b o to  Ha 
rnyK03a bo n n a 3Ma Ha rnaflH o (FPG) bo cn o p e fl6 a co nnai4e 6 o, KaKO w bo h w b o to  Ha 
nocm paH flnjanH a m yK 03a (PPG) no cne  2 Maca bo cn o p e fl6 a co nnaLie6 o. P e rncTpnp aH a Ta  
HHi4MfleHi4a Ha xnnom nK eM nja  Kaj naL|MeHTme Tp e m p a H U  co jiM Ham nrvrnH 6i/ma cnnHHa Ha 
OHaa co nnai4e 6 o.

JluHaanunmuH 24 Meceu,u m epanuja KaKO dodamoK Ha m epanujam a co MemcpopMUH eo 
KOMnapau,uja co anuMenupud
Bo c iyfln ja  bo Koja e KOMnapupaHa ecfrnKacHocTa m 6e36eflH 0CTa Ha flO fla B aite To  Ha 
nnHam nnTM H 5 m g nni/i rriMMennpufl (npoce>HHa fl03a 3 m g ) Kaj naL4MeHTi/i co HeafleKBaTHa 
rnnKeMncKa KOHTpona co MOHOTepannja co MeTcjDopivii/iH, npoceMHOTO HaManyBai-be Ha 
BpeflHOCTHTe Ha HbA1c M3HecyBano -0.16% co nnH am nnTM H  (npoceM Hn 6a3anHn BpeflHOCTM 
Ha HbA1c 7.69%) m -0.36% co rni/iMeni/ipufl (npoceMHM 6a3anHM BpeflHOCTn Ha HbA1c 7.69%), 
co npoceMHi/i pa3nnKM noM ery Tp e TM a H m e  ofl 0.20% (97.5%CI : 0.09, 0.299). UHLji/ifleHLiaia Ha 
XMnornwKeMMja bo ni/iHamnmri/iH rp y n a ia  (7.5%) 6 wna cumncjDMKaHTHO noHMCKa oflKonKy bo 
rnMMennpufl rp yn a Ta  (36.1%). n a u M e H Tm e  Tp einpaH M  co nnHarnnnTM H MaHi/icjjecTnpane 
cnrHi/ic|DMKaHTHO noroneM o npoceHHO HaM anyBafce Ha T e n e c H a ia  Te>KMHa bo oflHoc Ha 
6a3anHHTe BpeflHOCTM b o  cn o p e fl6 a  co cnmnc|)MKaHTHOTO 3roneMyBaht>e Ha T e n e c H a ia  Te>Ki/iHa 
Kaj nai4i/ieHTi/rre kom npwM ane rnMMeni/ipufl (-1.39 : +1.29kg)

JluHaanunmuH KaKO dodamoK Ha mepanuja Kaj meuuKu 6y6pe>KHu ouimemyeahba, 12 HedenHu 
nnau,e6o KOHmponupaHU nodamou,u (cmadunHa cocmoj6a) u 40 HedenHa nnau,e6o 
KOHmponupaHa eKcmeH3uja (adanmadu/iHa cocmojda)
EcjDHKacHOCTa m 6e36eflH 0CTa Ha ni/iHarni/mTMH mcto TaKa B u n a  eBanyi/ipaHa m Kaj Ti/m 2 
fln ja 6 e ie c  na uneH Tu co TeuiKu peHanHM OLUTeTyBahta bo flB0jH0 cn e n a  CTyfli/ija bo o a h o c Ha 
nnau e S o bo B peM eTpaehte ofl 12 Hefleni/i, bo Koj rnnKeMUCKaTa Te p a n n ja  6 nna CTa6 wnHO 
oflp>KyBaHa. H a jro n e M n o T flen  ofl naqi/ieHTm e (80.5%) n pnM ane MHcynnH KaKO Te pannja  bo 
no3aflMHa, caM nnn bo KOMGi/iHaquja co flpyrn  nepopanHM  aHTMflnja6 e Tm 4n KaKO lu to  ce 
cyncjDOHnnypea, rnwHUfl m ni/i0rnm a30H. O cB eH  To a , cnpoB efle  m flOflaTeH 40 HefleneH nepnofl 
Ha TpeTM aH n cneflehte , bo Koj 6 n no fl03B0neH0 n p unaro flyB ah te  Ha fl0 3 a ia  Ha 
aHTHflnja6eTnqnTe.

JlnHarnnnTHH MaHi/icfcecTi/ipan cwcfcHMcfcii/iKaHTHO noflo6 pyBaLbe bo BpeflH O CTm e Ha HbA1c (- 
0.59% npoMeHU bo cn o p e fl6 a co n n a i4e 6 o no cn e  12 H eflenn), bo o a h o c  Ha npoceHHUTe 
6 a3anHH BpeflHOCTM Ha HbA1c ofl 8.2%. P e rn c Tp w p a H m e  p a 3nnKi/i bo B peflH O CTm e Ha HbA1c 
bo o a h o c Ha nnai4e 6 o M3HecyBane -0.72% n o cn e  52 Heflenn.

T e n e c H a ia  TewMHa He ce pa3nnKyBana cnmncJ)HKaHTHO noM ery w c n m y B a H m e  rpynn. 
PerM CTpupaHaTa i/iHLii/ifleHLja Ha xnnornnKeM nja Kaj nam /ieHTm e TpeTnpaHM  co nMHarnMnTHH 
6 nna noBncoKa 0TK0nKy OHaa Kaj nnaL4e 6 o, nopaflu  3roneMyBaH=eTO Ha 6 pojoT Ha 
acnMnTOMaTCKM XMnornnKeMMCKH HacTaHi/i. He ce perwcTpupaHM  pa3nnKM noM ery rp y n m e  bo 
oflHoc Ha Te>KMHaTa Ha xuinornnKeMUCKHTe HacTaHM.

KapduoeacKynapeH PU3UK
Bo npocneKTHBHa, npeTxoflH o cnei4nc|3m4MpaHa M eTa-aHanM 3a Ha He3aBi/icHo n p u n a ro fle H m e  
KapflMOBacKynapHM HacTaHU ofl 8 4)a 3a III xnuiHWHKH CTyflnn (bo  B p e M e T p a e ^ e  ofl 18 Heflenn 
flo 12 Mecei4M), bo Koja 6 n n e  BKnyneHM 5239 naqneHTM co Tu n  2 fln ja6 e Tec, TpeTM aHOT co 
nnHarnnnTMH He 6 nn aco u n p a H  co 3roneMyBaH=e Ha KapflnoBacKynapHMOT pM3HK. ripnM apHaTa 
KpajHa Men, Koja 6 nn a  flecfci/iHnpaHa Kara: nojaBa nnn BpeMe flo nojaBa Ha CV cm p t, He- 
4 )a ia n e H  MuoKapfleH nHcjjapKT, He-c|3aTaneH M030HeH yflap  nnn xocnnTanM3ai4nja 3a 
HecTa6 nnHa aHrnHa, 6 n n a  cumncjDMKaHTHO noHMCKa 3a nnHarnnnTM H bo o a ho c Ha 
KOM6 n H n p a H m e  aKTMBHH m n n aq eO o  KOM napaTopn [H a za rd  ratio 0.34 (95% Cl 0.17;0.70)]. 
BKynHO 6 n n e  p erncipu paH M  11 npnMapHM HacTaHi/i Kaj nnHarnnnTM H m 23 Kaj KOM napaTopm e.



flo cera Heivia n0flaT0 L|M 3a 3roneMeH C V  pn3UK, ho 6 pojoT Ha HacTaHi/rre bo KnuHi/NKme 
CTyflnn 6 i/m hh3ok.

lledujam pucKa nonynau,uja
EB poncK aia  A re H q u ja  3a JleKOBu ja MMa T p m a io  o 6 BpcKaTa 3a noflHecyBahbe Ha p e 3 yrrra ™  oa 
CTyflMM co ni/iHarnnriTMH Kaj eflHa wnn noBeRe noflrpynn Ha neflMjaTpMCKa nonynai4i/ija co Ti/m 2 
flnja6 e Te c (b h a h  flen  4 .2  3a MHcjDopMaqnM npn y n o Tp e 6 a Kaj f le q a .)

5.2 O a p M aK O K iiH eTC K H  c B o jc T B a

OapMaKOKMHeTMKaTa Ha nnHarnMnTMH eKCTeH3MBHO e npoynyBaHa Kaj 3flpaBM flo6poBoni4M n 
Kaj nai4neHTM co Tun 2  flnja6eTec. n o cn e  opanHa aflMHHMCTpai4Mja Ha fl03a ofl 5 mg Kaj 3flpaBH 
flo6poBoni4M uni/i naqneHTH, JiMHarnnnTHH 6p30 ce ancop6npan, npn luto MaKci/iManHi/ne 
nna3MaTCKn KOHqeHTpaMnn (Tm a x ) npoceMHo ce nocTnm yBane 1.5  naca nocne fl03npan=eT0.

rina3MaTCKi/iTe KOHueHTpaLiMM Ha nw HarnnnTHH ce HaivianyBaaT co KapKaTepucuneH Tpn  $ a3 e H  
KapaKTep co flo n r nony>Ki/iBOT (TepMi/iHanHi/iOT nony>KHBOT Ha nnH am nnTM H  e noflonr Ofl 100 
4aca), Koj e noBp3aH co c a iyp a G w iH O TO , l\bpcto Bp3yBahte Ha nnH am nnTM H  3a D P P -4 , Koe 
HeMa 3HaMett5e 3a aKyM ynaquja Ha neKOT. EcfcieKTHBHHOT nony>KMBOT 3a aKyMynaui/ija Ha 
rMHami/inTi/iH, OflpefleH no op anH a aflMUHMCTpaMMja Ha M yn Tn n n n  fl03M Ha ni/iHarnnnTMH Ofl 5 
mg, M3HecyBa npM6 nM>KHO 12  naca. I lo c n e  fl03npaH=e ofl eflHam  Ha fleH Ha 5  mg nnHarnnnTMH, 
steady-state nna3MaTCKn KOHqeHTpaunn ce n o c Tn m y B a a T  n o cn e  Tp e Ta Ta  fl03a. rina3M aTCKm e 
BpeflHOCTu Ha A U C  Ha nnHarnnnTM H ce 3roneM yB aaT npi/i6nn>KHo 3a 3 3 %  no cn e  fl03a ofl 5 mg 
bo steady-state  bo cnopeflG a co npBaTa fl03a. Intra -subject n inter-subject KoecjD 1/114i/ieHTOT na 
Bapnjai4nja Ha A U C  Ha nnHarnnnTM H 61/me Mann ( 1 2 .6 %  n 2 8 .5 % ). nopaflM  K0HL4eHTpai4i/i0 H0 
3aBi/icHOTO B p s y B a ^ e  Ha nnHarnnnTM H 3a D P P -4 , cfciapMaKOKi/iHeTMKaTa Ha nnHarnnnTM H Bp3 
0CH0Ba Ha BKynHaTa eKcno3nqnja He e ni/iHeapHa; BKynHMTe nna3MaTCKM BpeflHOCTM Ha A U C  3a 
n n H a rn n m n H  ce 3rone M yB aa T noM anKy nponopLinoHanHo bo o a h o c  Ha nprnvieHeTaia fl03a, 
AOAeKa HeBp3aHMOT A U C  ce 3roneM yBa A03HO 3aBncHo. OapMaKOKMHeTHKaTa Ha ni/iHarnnnTMH 
6 wna reHepanHO cnnHHa Kaj 3ApaBHTe A o 6 poBoni4M 1/1 Kaj nai4MeHTMTe co fln ja6 e Te c  Tu n  2 .

A 6copnui/ija
A n co n yTH a Ta  6n0pacn0n0>Ki/iB0CT Ha nnHarnnnTM H M3HecyBa npM6nM>KHO 3 0 % . 
HcTOBpewieHaTa KOHcyMaLjMja Ha bi/icoko MaceH o6poK co ni/iHarni/inTMH ro npoflon>KyBa 
BpeMeTO flo n o cTM m yB a ite  Ha C m a x  3a 2 naca 1/1 rn HaM anyBa BpeflHOCTHTe Ha C m a x 3a 1 5 %  
ho He Bnnjaena Ha BpeflHocTM Te Ha A U C 0-72h. He ce oMeKyBaaT KnuHUHKM 3HaMajHn ecfceKTu n 
npoMeHU bo C m a x v\ Tm a x ; nopaflM Toa, ni/iHarni/mTi/iH MO>Ke fla ce aflMMHWCTpupa co uni/i 6e3 
xpaHa.

HuicTPn6vuMia
Pe3ynTaTMTe ofl Bp3yBaHaeTO 3a TKi/iBaTa, npoceMHuoT npuBMfleH BonyMeH Ha flncTpn6yi4uja bo 
steady-state nocne eflHOKpaTHa MHTpaBeHCKa fl03a Ha nMHamMnTHH ofl 5  mg Kaj 3flpaBi/i 
floGpoBonqn n3HecyBa npn6nn>KHO 1110  nuTpw, luto  cyrepwpa fleKa nnHarnnnTMH 
eKCTeH3MBHO ce flucTpn6ynpa bo TKi/iBaTa. Bp3yBahteTO 3a nna3MaTCKMTe npoTenHM Ha 
nwHarnnnTHH e KOHi4eHTpai_|MOHO-3aBi/iCHO i/i ce HaManyBa Ofl npM6nM>KHO 9 9 %  npn 
KOHLjeHTpaui/ija ofl 1 nmol/l flo 7 5 - 8 9 %  npn KOHueHTpaqi/in > 30  nmol/l, luto  ce pec|DneKTi/ipano 
Ha caiypai4MjaTa Ha Bp3yBaLbeTO 3a D P P -4  co 3roneMeHM KOHi-iem-paL^M Ha nnHarnnnTHH. Ilpn 
bucokh KOHL4eHTpai4nn, Kafle D P P -4  e KOMnneTHO caTypupaH, 7 0 - 8 0 %  ofl nnHarnnnTMH 6nn 
Bp3aH 3a flpyrn nna3MaTCKi/i npoTei/iHi/i, fl 3 0 -2 0 %  6 i/me HeBp3aHM bo nna3MaTa.

SnoTpaHccbopMauMja
nocne aflMMHMCTpamija Ha [14C ] nnHarnnnTMH opanHa fl03a ofl 1 0 , npn6nn>KHO 5 %  ofl 
paflMoaKTHBHOca 6 nna eKCKpeinpaHa bo ypuHaia. M eTa6 onn3MOT MMa cy 6opAHHapHa ynora 
bo enMMUHaLmjaTa Ha nnHarnnnTHH. EAeH oa rnaBHMTe MeTa6 onnTM npn penaTHBHa 
eKcno3i/mnja oa 1 3 .3 %  Ha nnHarnnnTMH bo steady-state 6 nn A®TeKTi/ipaH n e yTBpAeHo AeKa e



(fcapMaKonowKM HeaKTHBeH, nopaflu luto  He ynecTByBa bo nna3MaTCKaTa DPP-4 i/iHxn6i/iTopHa 
aKTHBHOCT Ha nnHarnnnTMH.

EKCKpeui/iia

llocne aflMUHMCTpaquja Ha opanHa [14C] nnHarnnnTHH fl03a Kaj 3flpaBn flo6poBonL;n, 
npn6ni/i>KHO 85%  Ofl aflMUHMCTpupaHaTa paflnoaKTMBHOCT 6nna eni/iMi/iHi/ipaHa npeKy cjDeLjecoT 
(80% ) nnn ypuHaTa (5 % ) b o  TeK Ha 4 fleHa nocne fl03npahteT0.
PeHanH M O T Kni/ipeHC b o  s te a d y -s ta te  M 3H ecyB an npi/i6nn>KHo 70 ml-min.

CneuuijanHM  nonynam/it/i
PeHanHa uHcycpuu,ueHu,uja
C n p o B e fle H a  e 0 T B 0 p e H a  C Tyfln ja  c o  n0Bei<eKpaTH0 fl0 3 n p a Lb e  c o  L^en n p o q e H a  Ha 
cjDapMaKOKMHeTMKaTa Ha n n H a r n n m n H  (5 mg fl0 3 a ) Kaj n a m ie H TH  c o  pa3ni/meH C Te n e H  Ha 
xpoHM ^Ha 6y6pe>KHa MHcycjDMLineHLinja bo c n o p e fl6 a  c o  HopivianHM 3flpaBi/i A o 6 p o B o n u n  KaKO 

KOHTponHa rp y n a . Bo C Ty fln ja Ta  6i/ine BKnyneHM n a une H TM  c o  6y6pe>KHa nHcy4>m4i/ieHL(nja 
xnacnc}Dni4MpaHa Ha 6 a 3 a  Ha K nupeH C O T Ha KpeaTi/iHMH KaKO 6 n a r a  (50 flo < 80 m l/m in), 
yM e p e H a  (30 po < 50 m l/m in ) i/i TeLUKa (< 30 m l/m in ), K ara  n naLtneHTM  c o  ESR D  Ha 
xeMOflnjani/i3a. O c B e H  T o a , n a qne H TM  c o  T2 D M  m TeujKH  6y6pe>KHM ourreTyB aLfca (< 30 m l/m in) 
6 n n e  KOM napwpaHU c o  T2 D M  na qn e H TM  c o  H o p M a n H a  6y6pe>KHa <t>yHKi4Mja.
KnupeHCOT Ha KpeaTMHUH 6 i/m oflpeflyBaH npeKy 24-4acoBeH ypuHapeH KnupeHC Ha Kpean/iHMH 
nnn 6 nn oflepyBaH op BpeflHOCTme Ha cepyMCKi/i Kpean/iHi/iH Bp3 0CH0 Ba Ha Cockcroft-Gault 
cjDopMyna. CrCI= (140-BO3pacT) x Te>KMHa/72 x serumski kreatinin [x 0.85 3a weHi/i], Kafle l u to  
B03pacTa e M3pa3eHa b o  roflMHM, Tewi/maia b o  kg, a cepyMCKMOT KpeaTi/iHi/iH b o  mg/dl.
Bo c o c T o j6 a  Ha s te a d y -s ta te , e K c n o s n u n ja T a  Ha n n H a rn n n TM H  Kaj naqneH TM  co  6narn 
6y6pe>KHH oLirreTyBahfea 6i/ma K O M n a p a 6 n n H a  c o  3 f lp a B m e  M cnm aHHM M . Kaj yiviepeHM 
6y6pe>KHn ou rre TyB a H b a , p e m c T p u p a H O  e yM e p e H O  3 ro n e M yB a h b e  b o  eKcno3ML4njaTa 3a o «n y  
1.7 n a Tu  b o  o a h o c  Ha K o m p o n H a T a  rp y n a . E K c n o 3 n q n ja T a  Kaj T2 D M  n a u w e H T m e  c o  TeoiK a 
6y6pe>KHa i/iHcycjDi/iLineHquja 6 n n a  3 ro n e M e H a  3a npn6ni/i>KHO 1.4 naTi/i b o  c n o p e fl6 a  co  T2D M  
n a u n e H TH Te  c o  H o p M a n H a  6y6pe>KHa cjDyHKunja. S te a d y -s ta te  n p e flB U fly B a L b a ia  3a A U C  Ha 
nMHarnwnTi/iH Kaj naL(neHTM  co  E S R D  y K a w yB a a T Ha K O M n a p a 6 n n H a  eKcno3Mi4nja c o  OH aa Kaj 
n a M n e H Tm e  c o  yiwepeHM i/mu TeujKM 6y6pe>KHM o u rre TyB a h b a . O c B e H  T o a , He c e  oneKyBa 
n w H a rn n n TH H  pa c e  enM M M Hupa b o  Tepani/icKi/i ci/imncjDMKaHTeH C Te n e H  np e K y x e M O fln ja n n 3 a Ta  
uni/i n e p m o H e a n H a T a  fli/ijann3a. n o p a flM  T o a , He e  n o T p e 6 H o  n p w n a ro flyB a h b e  Ha f l0 3 a Ta  Ha 
nM HarnM nTHH Kaj nai_|i/ieHTM c o  6 n n o  KaKOB C Te n e H  Ha 6y6pe>KHa MHcyctDnqneHLinja.

Xenam anHU ouiem yeatba
Kaj HeflMja6eTHHHM nai4i/ieHTM co 6nara, yMepeHa m TeLUKa xenaTanHa nHcyc^nMneHLinja 
(cnopefl Child-Pugh KnacucjDHKaqujaTa), npoceMHme BpeflHOCTM 3a A U C  n Cmax Ha 
nnHarnnmnH 6 nne cnnMHM KaKO m Kaj 3flpaBme ni/ma no aflMi/iHi/iCTpaLjuja Ha noBeKeKpaTHM 
A03M Ha nnHarnnnTMH ofl 5 mg. He e noTpe6Ho npi/maroflyBahte Ha fl03aTa Ha nnHarnnninH Kaj 
flnja6eTHMHme naL4MeHTi/i co 6nara, yMepeHa m TemKa xenaTanHa i/iHcyc|DML4i/ieHi4Mja.

Body Mass Index (BM I)
He e n0Tpe6H0 npwnaroflyBaite Ha fl03aTa bo 3aBi/iCHOCT ofl BMI. BMI HeMan KnuHi/mKi/i 
3Ha>naeH ecfceKT Ha c^apMaKOKMHeTMKaTa Ha nnHarnnninH Bp3 0CH0Ba Ha nonynaqnoHaTa 
(^apMaKOKHHeTCKa aHanM3a Ha O a 3a I m cfc>a3a II noflaToume. KnuHMHKHTe CTyflm/i cnpoBefleHM 
npefl nyLUTafceTO Ha neKOT bo npoMeT ce i/i3BefleHi/i Kaj naqneHTH co BMI flo 40 kg/m2.

lio n
He e n 0 Tp e 6 H 0  n p w n a ro flyB a h b e  Ha f l0 3 a T a  b o  3aBi/iCHOCT o fl n o n o T . n o n o T  HeM a KnuHM^KM 
3HaMajHH ecjDeKTi/i Ha cjDapMaKOKHHeTMKaTa Ha n n H a rn n n TM H  Bp3 0 C H 0 B a  Ha n o n y n a q n o H a Ta  
4)apMaKOKi/iHeTCKa aHanw3a Ha Oa3a I m <£a3a II noflaTOLtme.

repujampucKLi nau,ueHmu
He e n 0 Tp e 6 H 0  n p u n a ro f ly B a h te  Ha f l0 3 a T a  a o  80 ro fln u jH a  B 0 3 p a c T  n B 0 3p a cTa  HeMa 
KnuHMHKM 3HaMajHO Bni/ijaHi/ie Ha cjDapMaKOKMHeTMKaTa Ha n n H a rn n n T H H  Bp3 0CH0Ba Ha



n o n yn a u n o H a T a  (fcapMaKOKHHeTCKa aH an i/ i3a  Ha O a 3 a  I i/i cpa3a  II n o f la T o q u T e . r io c T a p m e  ni/m a 

(Ha B0 3 p a cT  n o M e fy  65 i/i 80 roflHHi/i) M M ane KO M napa6 nnHi/i n n a 3 MaTCKM KOHLjeHTpaLii/ii/i Ha 

jiM Ham nnTHH b o  c n o p e f l6 a  c o  nowinaflM Te n n q a .

lledujampucKa nonynau,uja
C T y fln n  3 a n p o u e H a  Ha cpapMaKOKMHeTCKMTe KapaicrepucTMKM  Ha n n H a rn n n iu iH  Kaj 
neflnjaTpuicKM nai4neHTM He ce cnpoBefleHM.

Paca
H e  e  n o T p e 6 Ho n p n n a ro f ly B a h fc e  Ha f l0 3 a ia  Ha nnHarnnnTM H bo 3aB w cH o cT  o f l p a cH a ia  
n p u n a flH O d . P a c a T a  H eM a  Bn i/ijaHwe Ha nna3M aTCKH Te K O H u eH T p aqnn  Ha nw H arnnnTH H  Bp3 

0CH0Ba Ha K0 Mn0 3 i/iTHaTa aHani/i3a Ha f lo cT an H i/ rre  cpapMaKOKHHeTCKM n 0f la T 0 L(n, BKnynyBajKH  

6eni/i naquHTM , X i/ icnaH M , n a m ieH T H  o f l  Acpp i/iKa i/mi/i A 3 i/ija. H a jf leH O  e  f le K a  

c^iapMaKOKHHeTCKMTe KapaKTepi/iCTHKM Ha n n H a m n n T M H  6 w ne cni/MHW bo $ a 3 a  I C T y fln jaTa  Kaj 

3flpaBn f l0 6 p 0 B0 L4n bo Ko ja  6 n n e  BKnyneHM  JanoHLji/i, KMHe3M i/i nauneH TM  npuna flH M L in  Ha 

6e n a T a  p a c a .

5.3 npeTKJiMHMHKM no,qaTOL4M 3a ciirypHocTa Ha JieKOT

L4Phmot flpo6, 6y6pe3me i/i racTpoMHTecTHHariHi/ioT TpaKT ce maBHM qenHn opraHM Ha 
tokcmhhoct Kaj rnyBL4H i/i CTaopMM npn noBTopyBaHi/i f l03i/i Ha ni/iHarni/inTMH noBnocKi/i ofl 300 
naTH ofl xyMaHme f l03i/i.
Kaj CTaopLjM, eĉ eKTM Ha penpoflyKTi/iBHi/rre opraHU, TMpeonfleaTa m nuMcpHi/iTe opraHn ce 
pemcTpupaHU npn eKcno3ni4nja Koja e 3a 1500 n a ™  noBncoKa ofl xyMaHaTa eKcno3Mi4Mja. JaKu 
nceyflo-aneprMMHH peaKLjMM ce pemcTpupaHM Kaj Kynnhta co cpeflHH fl03M, koh ceKyHflapHO 
npeflH3BMKane KapuflMOBacKynapHu npoMeHM, kom ce cMeTaaT 3a cneumfcwHHH 3a KyMHhtaia. 
L|Phhot flpo6, 6y6pe3MTe, xenyflHHKOT, penpoflyKTHBHMTe opraHii, TwviycoT, cne3eHKaTa v\ 
nHMcjDHHTe ja3nn ce CMeTaaT 3a qenHi/i opraHi/i 3a tokcmhhoct Kaj Cynom oglus MajMyHi/i npi/i 
eKcno3ML(nja Koja e 3a 340 n a ™  noBi/icoKa ofl xyMaHaTa eKcno3Mqnja. ripw eKcno3nunja 
noroneMa 3a 100 n a ™  ofl xyMaHaTa, maBeH Haofl Kaj MajMyHi/iTe 6wna wpmauHjaTa Ha 
>KenyflHHKOT.

JlMHarnnnTHH w HeroBMTe MeTa6onnTM He MaHi/icfiecTi/ipaaT reHOTOKCi/ineH noTeHL4Mjan. 
Oparmaia 2 roflmuHa CTyflnja cnpoBefleH aKaj CTaopuw n 3ajai4n He noKa>Kana noflaToqn 3a 
KaHMeporeHOCT Kaj CTaopunTe v\nv\ myBLji/iTe. CMmncpuKaHTo noroneMa MHUMfleHMa Ha 
Mannmn ni/iMc)DOMi/i e pemcTpupaHa caMO Kaj xeHKHTe CTaopi4i/i co HajBMCOKaTa f l03a (> 200 
na™ ofl xyMaHaTa eKcno3Mi4nja) n He e SHanajHa 3a xyMaHaTa nonynai4i/ija (o6jacHyBahte: He e 
noBp3aHa co TpeTMaHOT nopaflM BucoKaia BapMja6 i/inHa MHi4i/ifleHi4a). B p 3  0CH0Ba Ha OBi/ie 
ncnmyBahta, nnHarnnnTi/iH He ce CMeia 3a KaHL\eporeH 3a xyMaHaTa nonynaunja.

BpeflHocTMTe 3a NOAEL 3a cjDepTi/ini/iTeTOT, paHHOT eM6pnoHaneH pa3Boj m TepaoTreHocia 
KajcTaopi-in n3HecyBane > 900 na™  Ofl xyMaHaTa eKcno3i/mi/ija. BpeflHOCTHTe 3a NOAEL 3a 
MajHMHaTa tokcmhhoct, eM6pi/io-c|)eTanHaTa tokcmhhoct m TOKci/iHHOCTa 3a HOBopofleHme 
CTaopMM M3HecyBana 49 na™  ofl xyMaHaTa eKcno3HL4nja. He ce perucTpwpaHi/i TepaToreHM 
ecjDeKTi/i Kaj 3ajai4M npn eKcno3m4nja > 1000 na™  ofl xyMaHaTa eKcno3HL4nja. BpeflHOCTu 3a 
NOAEL ofl 78 na™  ofl xyMaHaTa eKcno3ML4nja ce yTBpfleHn 3a eM6pMO-<£eTanHaTa tokcmmhoct 
Kaj 3ajaum, a 3a tokcm hhoct 3a MajKaTa NOAEL M3HecyBane 12 na™  ofl xyMaHaTa 
eKcno3Mi4nja. llopaflM  Toa, ce CM eia fleKa e ManKy BepojaTHO nnHarnnnTMH fla  Bnnjae Ha 
penpoflyKLjujaTa npn xyMaHa TepanncKa eKcno3mji/ija.

6.0 OAPMAUEBTCKM OCOBEHOCTM

6.1 JliiCTa Ha eKCUHniieHTM



Ja,qpo Ha T a 6 n e T a T a  
M a H m o n
ripe>KenaTM3npaH  CKpo6 (nMeHKapeH) 
nneH KapeH  CKpo6 
KoriOBHflOH 
M a m e 3nyM C T e a p a T

0 MnM-o6BHBKa
X n np o iv ien o3a
T m a H n yM  fli/iOKCHfl ( E 1 7 1 )
TanK
MaKporon (6000)
>K e ne30 okcm a upBeH  ( E 1 7 2 ).

6.2 klHKOMnaTM6 linHOCTM

H e ce  no3HaTi/i.

6.3 Pok Ha TpaeHbe

T p n  (3 ) rofli/iHH o fl flaTyM O T Ha np0M3B0flCTB0.

f la  He c e  Kopucri/i n o c n e  u 3MMHyBaht>eTO Ha p o k o t Ha y n o ip e 6 a  03 H aneH  Ha naKyBatoeTO.

6.4 HannH Ha s y B a tte

H e  c e  noTpe6H n noce6H i/i ycnoBM  3a MyBahte Ha neKOT.
J1E K O T  f lA  C E  M Y B A  H A  M E C T A  H E f lO C T A I lH M  3 A  f lE L 4A !

6.5 npupo,qa  m coflp>KMHa Ha naKyBatbeTO

llepc{DopnpaH anyMMHuyM / anyMUHMyM ( P A /A I/P V C /A I)  6nncTepn c o  noeflMHeHHn fl03M. 
flaKyBahbe:
30 c^nnM o6no>KeHM T a 6 n e T H  (3 6n n c ie p n  x 10) / K yTn ja .

90 cfDnnM o6no>KeHM T a 6 n e ™  (9 6n n c ie p n  x 10) / Kymja.

6.6 HHCTpyKUMM 3 a  y n o T p e 6 a , p a K y B a it e  n f ln c n o 3 n m ija

H e yn 0 Tp e 6 eH H 0 T ne K  nni/i OTnaflHHOT M aT e p u ja n  T p e 6 a  fla c e  OTCTpaHM co rnacH O  
n o K a n H a ia  perynaTM B a.

7. HOCMTEJ1 HA OflOBPEHHETO 3A nPOMET
3 E r H H  f lO O  C ranje  yn.HapofleH O poHT 6 p .5 - 3 / 1 , 1 0 0 0  CKonje, P . MaKeflOHMja. 

nPOM3BOflMTEJl

B o e h rin g e r In g e lh e im  P h a r m a  G m b H  & C o . K G
B in g e r S t r a s s e  1 7 3 , D - 5 5 2 1 6  In g e lh e im  a m  R h e in , fe p iv ia H n ja .

8. BPOJ H flATYM HA OflOBPEHMETO 3A flPOMET it

9. flATYM HA flPBATA PErHCTPAUMJA/ OBHOBA HA PErMCTPAUMJA



JaHyapi/i 2013

10. flATYM HA PEBM3HJA HA TEKCTOT
JaHyapn 2013



TR A JE N TA  / T P A JE H TA  (Jjhjim o G n o w e H a  T a 6 / ie T a  5mg
linagliptin
C o c T a B : E flH a  cfcunM o6no>KeHa T a 6 n e T a  coflpw n 5m g n n H a m n n T M H . 
r io M o iiiH H  c y n c T a H u m i :  JleK O T c o flp w n  M a H H To n .

O cTaH aTm e noMOLUHM cyncTaHui/in ce Ha6pojaHH b o  npmioweHOTO ynaTCTBO. 
llaKyBaHbe: 90 cJdhjim  o6no>KeHM Ta6neTM (9 6n n cie p n  x 10) / KyTi/ija.
H a n n H  H a  y n o T p e 6 a :  3 a  n e p o p a n H a  y n o T p e S a .

JleKOT e HaMeHeT 3a B03pacHM.
ripefl ynoTpe6a Ha neKOT, BHMMaTenHO nponnTajTe ro npnn0>KeH0T0 ynaTCTBo! 
H a m iH  Ha n yB a ib e : H e c e  noTpe6HH n o c e 6 HM ycnoBH 3a nyBafce Ha neKOT. 
JleKOT fla  ce nyBa Ha MecTa HeflocTanHH 3a fleLia!
P o k  H a  y n o T p e 6 a :  o G e n e w a H  H a  H a f lB o p e i i iH O T o  naKyBatt> e .

Bpoj Ha cepHja: o 6 en e> K aH  H a  H a f lB o p e iiJH O T O  naKyBa i-foe .

HanMH Ha H3AaBaHse: JleKOT Mowe fla ce M3flaBa caMO co neKapcKH peueriT (P). 
H o cM Te n  Ha 0 f l0 6 p e H iie T 0  3a CTaBahbe Ha jie K O T b o  n p o M e T :
3Eri/IH flO O  CKonje yn.HapofleH O p o H T  6p.5-3/1, 1000 CKonje, P. MaKeflOHMja. 
Bpoj m .q a T y M  Ha 0 f l 0 6 p e H M e T 0  3a n p o M e T :

AT14 KOfl: A10BH05 
EAH KOfl: 8606103075642.



TR A JE N TA  I TP A JE H TA  cJjmjim o6no>KeHa Ta6neTa 5mg
l in a g lip t in

CocTaB: E flH a  cJdhjim o 6 no>KeHa Ta6rieTa coflpwi/i 5mg n n H a rn n n TM H . 
rioMOLUHM cyncTaHumi: JleK O T coflpww M aHM Ton.
O c T a H a T H T e  noMOLUHM  c y n c T a H u n n  ce H a O p o jaH M  b o  n p w i0 > K e H 0 T 0  y n a T C T B o . 

llaKyBaHbe: 30 c{dmjim o6no>KeHM T a S j ie m  (3 O nucTepw  x 10) / K y m ja .

HanMH Ha ynoTpe6a: 3a nepoparm a ynoTpe6a.
JleKOT e HaM eHeT 3a B03pacHM.
(Ip e fl y n o T p e 6 a Ha ne K O T, BHi/iMaTeriHo n p o n n T a jT e  ro  n p n n 0 >KeH0 T 0  yn a TC TB o ! 
HaMMH Ha HyBatbe: He c e  n o T p e 6 HM n o c e 6 HM ycnoBM 3a nyBahbe Ha neK O T. 

JleK O T fla  ce MyBa Ha M e c Ta  H e flo c ra n H H  3 a fleuia!
P o k  Ha y n o T p e 6 a : o 6 ene>KaH Ha HaflB0 peLUH0 T 0  naKyBatoe.
Bpoj Ha cepuja: o6ene>KaH Ha HaflBopeuuHOTO naKyBahte.
HanMH Ha M3,qaBaifee: JleKOT MO>Ke fla ce M3flaBa caMO co neKapcKH peuenT (P). 
HocMTen Ha o flo 6 peHMeTO 3a CTaBafte Ha neKOT b o  n p o M e T:
3 E T 1/1H flO O  CKonje yn .H a p o fle H  O p o H T  6 p .5 - 3/1 , 1000  CKonje, P. MaKeflOHnja. 
Bpoj m flaTyM  Ha 0 fl0 6 peHw eT0  3a n poM eT:

ATM KOfl: A10BH05
EAH KOfl: 8606103075635_________________________________________________
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