
36111PEH 1113BEWTAJ 3A OC06111HIIITE HA IlEKOT 

1. 3AWTIIITEHO IIIME HA ME.QIIIUIIIHCKIIIOT nPOIII3BO,Q 

• SIMULECT® 20 mg npawoK 1t1 pacTsopysa4 3a pacTsop 3a lt1HjeKL...llt1ja 1t1n1t1 lt1Hcpy31t1ja 

2. KBAiliiiTATIIIBEH Ill KBAHTIIITATIIIBEH COCTAB 

1 Blt1jana COAP)f(lt1 20 mg 6a31t1nlt1KC1t1Ma6* 
1 ml peKOHCTit1Tylt1paH pacTsop COAP)f(lt1 4 mg 6a31t1nlt1KCV1Ma6. 

*peKOM61t1HaHTHO rnys4eWK0/40Be4KO Xlt1MepHO MOHOKnOHanHO aHTit1Teno HaC04eHO 
HacnpOTit1 lt1HTepneyKit1H-2 pel...lenTOpHV10T cx-naHel...l (C025 aHTit1reH) KOj ce npOAYL...llt1Pa BO 
KneT04Hit1 nlt1Hit11t1 OA rnyBL...llt1 npeKy peKOM61t1HaHTHa TeXHOnOrlt1ja . 

3a nonHaTa nlt1CTa Ha eKCL...llt1nlt1eHCit1 , Blt1Ait1 CeKL...llt1ja 6.1. 

3. Cl>APMAUEBTCKA Cl>OPMA 

+ npaWOK lt1 paCTBOpysa4 3a paCTBOp 3a lt1HjeKL...llt1ja lt1nlt1 1t1Hcpy31t1ja 

4. KI1111HIII4KIII OC06EHOCTIII 

4.1 TEPAnEBTCKit11t1HIJit1KA/..llt11t1 
Simulect® e lt1HAV1l...llt1PaH 3a npocp111naKca Ha aKyTHO oTcppnal-be Ha opraHit1 no de novo 
anoreHa peHanHa TpaHcnnaHTal...lV1ja Kaj so3pacHit1 1t1 neAit1jaTplt1CKit1 nal...llt1eHTit1 (1-17 rGAit1Hit1) 
(B1t1Ait1 ceKL...llt1ja 4.2). Tpe6a Aa ce KOplt1CTit1 lt1CTospeMeHo co l...llt1Knocnoplt1H (MV1KpoeMyn31t1ja) 
1t1 KOpTV1KOCTepolt1A-6a3V1paHa 1t1MyHocynpec111ja, Kaj nal...llt1eHTit1 co noManKy OA 80% naHen 
peaKTit1BHit1 aHTit1Tena , lt1Jllt1 BO TpOjHa 1t1MYHOCynpeCit1BHa Tepanlt1ja Ha OAp)f(yBal-be KOja Ce 
COCTOV1 OA l...llt1KJlOCnOplt1H (M1t1KpOeMyJl31t1ja) , KOpTV1KOCTep01t1Ait1 1t1 lt1Jllt1 a3aTit10nplt1H lt1Jllt1 
Mlt1KOcpeHOJlaT MOcpeTit1Jl . 

4.2 1J03/t1PAibE lt1 HA LJHH HA YnOTPE£5A 
Simulect® Tpe6a Aa ce npen111wysa caMo OA neKaplt1 KOV1 lt1MaaT lt1CKYCTBO co 
lt1MyHocynpeclt1sHa Tepanlt1ja no TpaHcnnaHTal...llt1ja Ha opraHit1 . C1t1MyneKT Tpe6a Aa ce 
aAMit1Hit1CTplt1pa caMO nOA HaA30p Ha KBaJllt1cplt1KyBaH MeAit1l...llt1HCKit1 nepcoHan. 
Clt1MyneKT He CMee Aa ce aAM1t1Hit1CTp1t1pa OCBeH aKO He e anconyTHO Clt1rypHO AeKa 
nal...llt1eHTOT Ke ro nplt1Mit1 rpacpTOT 1t1 lt1CTospeMeHaTa lt1MyHocynpeclt1ja . 
Clt1MyneKT Tpe6a Aa ce KOplt1CTit1 lt1CTospeMeHo co l...l1t1Knocnoplt1H (M1t1KpoeMyn31t1ja) 1t1 
KOpT1t1KOCTep01t1A - 6a31t1paHa lt1Myocynpeclt1ja . Toj MO)f(e Aa ce KOplt1CTit1 BO TpOjHa 
1t1MYHOCynpeCit1BHa Tepanlt1ja KOja ce COCTOV1 OA l...llt1KJlOCnOplt1H (MV1KpOeMyn31t1ja) , 
KOpTV1KOCTep01t1Ait1 1t1 lt1Jllt1 a3aTV10np1t1H lt1Jllt1 Mlt1KOcpeHOJlaT MOcpeTit1Jl. 

,lJ,o3Hpalbe 
Bo3pacHu 
CTaHAaPAHaTa BKynHa A03a e 40 mg , AaAeHa BO 2 A031t1 OA no 20 mg . 
npslt1Te 20 mgTpe6a Aa ce AaAaT so TeK Ha 2 4aca npeA TpaHcnnaHTal...llt10HaTa onepal...llt1ja. 
BTopaTa A03a OA 20 mg Tpe6a Aa ce AaAe 4 AeHa no TpaHcnnaHTal...llt1jaTa . Co sTopaTa 
A03a Tpe6a Aa ce nplt14eKa BO CJly4aj Ha TeWKa peaKL...llt1ja Ha npe4yBCTBit1TenHOCT KOH 
Clt1MyJleKT lt1Jllt1 nOCT-OnepaTit1BHit1 KOMnJllt1Kal...llt11t1 KaKO WTO e ry61t1TOK Ha rpacpTOT (B1t1Ait1 
CeKL...llt1ja 4.4) . 

,[Jel.{a u aoonecl.{eHmu 
Kaj neAV1jaTplt1CKit1 nal...llt1eHTit1 co TenecHa Te)f(lt1Ha noMana OA 35 kg , npenopa4aHaTa sKynHa 
A03a e 20 mg, AaAeHa BO ABe A031t1 OA no 10 mg. Kaj neA1t1jaTplt1CKit1 nal...llt18HTV1 K01t1 1t1MaaT 
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TenecHa Te>Kit1Ha OA 35 kg 111n111 noseKe, ce KOp1!1CTI!1 npenopa4aHaTa ,Q03a 3a B03pacH1!1 , T.e . 
BKynHa ,Q03a OA 40 mg , ,Qa,QeHa so 2 ,Q031!1 O,Q no 20 mg. 
npsaTa ,Q03a OA 20 mg Tpe6a ,Qa ce ,Qa,Qe so TeK Ha 2 4aca npe,Q onepal...\1!1jaTa co Koja ce 
spw111 TpaHcnnaHTal...\1!1jaTa . BTopaTa ,Q03a OA 20 mg Tpe6a ,Qa ce ,Qa,Qe 4 ,QeHa no 
TpaHcnnaHTal...\111jaTa . Co BTopaTa ,Q03a Tpe6a ,Qa ce no4eKa aKo ce jasaT nocT-onepaTI!1BHI!1 
KOMnnlt1Kal...\1!11!1, KaKO Ha np. ry61!1TOK Ha rpacpTOT (B1!1,Qit1 CeKL\111ja 4.4) . 

nocmapu oco6u (265 zoouHu) 
nocTojaT orpaHI!14eH 6poj Ha no,QaTOL...\111 3a ynoTpe6aTa Ha Simulect® Kaj nocTap1!1 oco6111 , HO 
He nocTojaT no,QaTOL...\111 ,QeKa Kaj os111e nal...\111eHTI!1 e noTpe6Ha npoMeHa so ,Q031!1pal-beTo OA 
oHa npon111waHo 3a ,Qpyrlt1Te noMna,Qit1 nal...\1!1eHTI!1 . 

Memoo Ha aiJMuHucmpau,uja 
PeKOHCTII1TYII1PaHI!10T Simulect® Tpe6a ,Qa ce a,QMI!1Hit1CTp111pa 111n111 KaKo 1!1HTpaseHcKa 
1!1HqJY3111ja BO TeK Ha 20-30 Mli1HYTII1 1!1Jllt1 BO 6onyc. 
3a 1!1HcpOpMal...\1!11!1 3a peKOHCTII1TYL\111jaTa , Blt1,Qit1 CeKL\1!1ja 6.6 . 

4.3 KOHTPAII1H,[JII1KAJ..lll1111 
npe4yBCTBI!1TenHOCT KOH 6a31!1nlt1KCI!1Ma6 111n111 ,Qpyrlt1Te KOMnOHeHTI!1 O,Q npenapaTOT (B1!1,Qit1 
ceKL\1!1ja 6.1 ). 
5peMeHOCT 111 ,QOel-be (B1!1,Qit1 CeKL\1!1ja 4 .6) . 

4.4 nOCE/5HII1 MEPKII1 HA nPETnA3flii1BOCT 111 nPE,[JYnPE,[JYBAibE 
nal...\111eHTI!1Te KOI!1 np1!1MaaT Clt1MyneKT MOpa ,Qa Ce 36p1!1HysaaT BO npOCTOp1!11!1 KOI!1 Ce 
eKI!1n1!1paHI!1 111 onpeMeHI!1 co a,QeKsaTHa na6opaTop111ja 111 cynopT1!1BHI!1 Me,Qit1l...\1!1HCKI!1 pecypc111 , 
BKny4yBajKII1 neKOBI!1 3a TpeTM3H Ha TeWKI!1 peaKL...\111111 Ha npe4yBCTBI!1TenHOCT. 
V1MyHocynpeCI!1BHI!1Te pe>Kit1Mit1 KOI!1 BKnyLJysaaT KOM6111H3l...\lt11!1 Ha neKOBI!1 ja 3roneMysaaT 
OCeTnlt1BOCTa KOH 1!1HcpeKL\1!11!1 , BKny4yBajKI!1 OnOpTyHI!1CTI!14Kit1 1!1HcpeKL\1!1111 , cpaTanHI!1 
1!1HcpeKL\1!11!1 111 cenca ; p11131!1KOT ce 3roneMysa co annlt1l...\1!1Pal-be Ha BKynHI!1Te 1!1Myocynpeclt1Bit1. 
Clt1MyneKT He CMee ,Qa ce a,QMI!1Hit1CTp1!1pa OCBeH aKO He e anconyTHO Clt1rypHO ,QeKa 
nal...\1!1eHTOT Ke ro np1!1Mit1 rpacpToT 111 1!1CTospeMeHaTa 111MyHocynpec111ja. 

npe•wecmeumenHOCm 
TewKI!1 aKyTHI!1 (noManKy OA 24 LJaca) peaKL...\111111 Ha npe4yBCTBI!1TenHocT ce 3a6ene>KaHI!1 111 
np111 noLJeTHa eKcno31!1l...\1!1ja KOH Cli1MyneKT 111 np111 pe-eKcno3111l...\111ja Ha coo,QBeTeH pe>Kit1M Ha 
Tepan111ja . PeaKL\1!11!1Te ce cne,QHII1Be: aHacp1!1naKTOit1AH111 peaKL...\111111 KaKo wTo ce ypT1t1Kap111ja, 
npyp111Tyc, Klt1Bal-be , Xlt1noTeH31!1ja , TaXI!1Kap,Q1!1ja , ,Qit1cnHeja , 6poHxocna3aM, 6eno,Qpo6eH 
e,QeM 111 pecn1!1paTopHo OTKa>Kysal-be. nocTojaT HeKonKy peTKI!1 cny4alt1 Ha saKBI!1 peaKL...\111111 
Kaj nal...\1!1eHTI!1 KOI!1 np1!1MaaT Cli1MyneKT (<1/1 000 nal...\1!1eHT1!1). AKo ce nojas111 TewKa peaKL\111ja 
Ha npe4yBCTB1!1TenHOCT, Tepanll1jaTa co Cli1MyneKT Mapa TpajHo ,Qa ce npeKI!1He 111 ,Qa He ce 
a,QMI!1Hit1CTp1!1pa Hape,QHa ,Q03a. noTpe6Ha e npeTna3nlt1BOCT Kora nal...\111eHTI!1Te Ha KOI!1 
npeTXO,QHO 111M e ,Qa,QeH Cli1MyneKT ce nosTopHo eKcnOH111paHI!1 KOH Tepan111ja co neKOT. 
nocTolt1 no,QaTOK ,QeKa o,Qpe,QeHa no,Qrpyna Ha nal...\111eHTI!1 1!1Ma 3roneMeH p1!131!1K OA pa3soj 
Ha os111e peaKL...\111111 Ha npe4yBCTBI!1TenHOCT. Osa ce nal...\111eHTI!1Te Kaj KOI!1 no no4eTHa 
a,QMI!1Hit1CTpal...\111ja Ha Cli1MyneKT, 1!1CTOBpeMeHaTa Tepan111ja Ha 111MYHOCynpeCI!1Bit1 e TpajHO 
npeKI!1HaTa nopa,QII1 , Ha np1!1Mep, oTcppnal-be Ha TpaHcnnaHTaToT 111n111 paH ry61t1TOK Ha 
rpacpTOT. AKyTHI!1Te peaKL...\111111 Ha npe4yBcTBI!1TenHocT ce 3a6ene>KaHI!1 np111 pe­
a,QMI!1Hit1CTpal...\1!1ja Ha Clt1MyneKT 33 Hape,QHa TpaHcnnaHTal...\1!1ja Kaj HeK01!1 O,Q OBI!1e 
nal...\1!1eHTI!1 . 
TpaHcnnaHT1!1paHI!1Te nal...\111eHTI!1 KOI!1 np111MaaT 111MYHOcynpeCI!1BHI!1 pe>Kit1Mit1 KOI!1 BKny4yBaaT 
KOM6111Hal...\1111!1 CO 111n111 6e3 6a31!1nlt1KCI!1Ma6 Ce BO 3roneMeH p1!131!1K O,Q pa3BOj Ha 
n1!1Mcponpon1!1cpepaTI!1BHI!1 nopeMeTysal-ba (LPDs) (KaKo WTO ce n1!1McpOMI!1Te) 111 
onopTyHI!1CTI!14Kit1 1!1HcpeKL\111111 (KaKo wTo e l...\111TOMeranos1!1pyc, CMV) . Bo aHanlt13a Ha 2 
neTrO,Qit1WHI!1 CTYA111111 , He ce Haj,QeHI!1 pa3nlt1Kit1 so 111Hl...\1!1AeHL\aTa Ha Manlt1rHII1TeTI!1Te 111 LPDs 
nOMefy 111MYHOCynpeCI!1BHI!1Te pe>Kit1Mit1 CO 111n111 6e3 KOM61!1Hal...\lt1ja Ha 6a31!1nlt1KCI!1Ma6 (B1!1,Qit1 
ceKL\111ja 4.8). 
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4.5 IIIHTEPAKLJIIIIII 
Simulect® e 111MyHor.no6ym1H, na nopaA111 Toa He ce oLJeKy8aaT MeTa6onHII1 neK-neK 
111HTepaKL!II1111. 
KaKo AOnonHa Ha Tepanll1jaTa co L.1111Knocnop111H (M111KpoeMymll1ja) , cTepo111A111 , a3aTII1onp111H 111 
MII1KocpeHonaT MocpeTII1n , PYTII1HCKaTa aAM111HII1CTpat...~ll1ja Ha Apyra 111CT08peMeHa Tepan111ja 
np111 TpaHcnnaHTal...lll1ja Ha opraH111 80 Knii1HII1'-lKII1Te CTYA111111 He noKa>Ky8a 3roneMy8al-be Ha 
111HL!111AeHL!aTa Ha HeCaKaHII1 A8jCT8a . 08111e 111CT08peMeHO aAM111HII1CTp111paHII1 neK08111 ce : 
CII1CTeMCKII1 aHTII18111pyCHII1 neK08111 , aHTII16aKTep111CKII1 111 aHTII1MII1KOTII1'-lH111 neK08111 , aHanreTII1L!111 , 
aHTII1XII1nepTeH31118HII1 neK08111 KaKO WTO Ce 6eTa-6noKaTOp111Te 111n111 Kanl...!111YM08111Te 
aHTarOHII1CT111 , A111YP8TII1l...lll1. 
LJo8e'-lK111Te aHTII1Tena KOH r.nywet...~ (HAMA) ce HajA8HII1 80 Knii1HII1'-lKII1 111Cnii1Ty8al-ba Ha 172 
nat...~ll1eHTII1 TpeT111paHII1 co 6a3111nii1KCII1Ma6, 6e3 npeA111KTII18Ha 8peAHOCT 3a Knii1HII1'-lKa 
nOAHOCnii180CT. V1HL.1111AeHL.IaTa 6111na 2/138 Kaj nal...!ll1eHTII1 KOII1 He 6111ne 1113nO>KeHII1 Ha 
MypOHOMa-C03 (0KT3) 111 4/34 Kaj nal...!II18HTII1Te KOII1 np111MII1ne MypoHOMa6-C03 
111CT08peMeHO. YnoTpe6aTa Ha 6a3111nii1KCII1Ma6 He 111CKnyLJy8a MO>KHa np111MeHa CO 
npenapaTII1 KOII1 COAP>KaT r.ny8LJeWKII1 aHTII1n111McpOL!II1THII1 aHTII1Tena . 
Bo op111rii1HanHII1Te CTYA111111 OA cpa3a Ill 80 TeK Ha np8111Te 3 Mecet...~ll1 no TpaHcnnaHTal...lll1jaTa , 
Kaj 14% OA nal...!ll1eHTII1Te 80 rpynaTa Koja np111Mana 6a3111nii1KCII1Ma6 111 27% OA nal...!ll1eHTII1Te 
KOII1 6111ne 80 rpynaTa co nnat...~e6o , ce ja8111na enii130Aa Ha aKyTHO oTcppnal-be Koja 6111na 
TpeT111paHa CO Tepan111ja CO aHTII1Tena (0KT3 111n111 aHT111TII1MOL!II1TeH 
r.no6ynii1HiaHTII1nii1Mcpot...~II1TeH r.no6yn111H (ATG/ALG) , 6e3 3roneMy8al-be Ha HecaKaHII1Te 
ecpeKTII1 111n111 111HcpeKL.1111111 80 rpynaTa TpeT111paHa co 6a3111nii1KCII1Ma6 cnopeA6eHo co nnaL~e6o . 
Bo 3 Knii1HII1LJKII1 CTYA111111 e 111cn111Ty8aHa ynoTpe6aTa Ha 6a3111nii1KCII1Ma6 80 KOM6111Hal...!ll1ja co 
TpojHa Tepan111ja Koja 8KnyLJy8ana 111n111 a3aTII10np111H 111n111 MII1KocpeHonaT MocpeTII1n . BKynHII10T 
TeneceH Kn111peHc Ha 6a3111nii1KCII1Ma6 6111n HaManeH 3a npoceLJHo 22% Kora a3aTII10np111H 6111n 
AOAaAeH Ha pe>KII1M KOj ce COCTOen OA L!II1KnOCnOp111H (M111KpOeMyn3111ja) 111 KOpT111KOCTep0111A111 . 
BKynHII10T TeneceH Kn111peHc Ha 6a3111nii1KCII1Ma6 6111n HaManeH 3a npoceLJHO 51% Kora 6111n 
AOAaAeH MII1KOcpeHonaT MOcpeTII1n Ha pe>KII1M KOj ce COCTOen OA L!II1KnOCnOp111H 
(M111KpOeMyn3111ja) 111 KOpT111KOCTep0111A111 . YnoTpe6aTa Ha 6a3111nii1KCII1Ma6 80 TpOjHa Tepan111ja 
Koja 8KnyLJy8a a3aTII1onp111H 111n111 MII1KocpeHonaT MocpeTII1n He r111 3roneMII1na HecaKaHII1Te 
AejcT8a 111n111 111HcpeKL.1111111 80 rpynaTa TpeT111paHa co 6a3111nii1KCII1Ma6 cnopeA6eHo co nnaL~e6o 
(8111AII1 CeKL.1111ja 4 .8) . 

4.6 6PEMEHOCT Ill AOEibE 
CII1MyneKT e KOHTpa111HAII1l...I111PaH 80 TeK Ha 6peMeHOCTa 111 AOel-beTO (8111A111 CeKL!II1ja 4 .3). 
5a3111nii1KCII1Ma6 111Ma noTeHL.1111janHo pll13111'-lHII1 111MyHocynpecii18HII1 ecpeKTII1 80 OAHOC Ha 
recTal...!ll1jaTa 111 AOeHLJeTO KOe e 8KCnOH111paHO Ha 6a3111nii1KCII1Ma6 80 Maj'-lii1HOTO MneKO. 
>KeHII1Te 80 penpOAYKTII18HII10T nep1110A MOpa Aa KOp111CTaT ecp111KaCHa KOHTpal...!enl...!ll1ja 3a 
8peMe 111 16 HeAenll1 no 3a8pwy8al-be Ha TpeTMaHOT. 
He nocTojaT noAaTOL.III1 (Ha >K11180THII1 111n111 nyfe) KOII1 ce OAHecy8aaT Ha 1113naLJy8al-beTo Ha 
6a3111nii1KCII1Ma6 80 Maj'-lii1HOTO MneKO. CenaK, 8p3 OCH08 Ha 111MYHOr.no6ynii1HCKaTa np111pOAa 
Ha 6a3111nii1KCII1Ma6, 1113naLJy8al-beTo 80 MneKoTo Tpe6a Aa ce oLJeKy8a . nopaA111 Toa 
AOel-beTo Tpe6a Aa ce 11136erHy8a. 

4. 7 EC/JEKTIII HA flEKOT BP3 YnPABYBAibE CO MOTOPHO B031!1fl0 lllfllll MAWI!1HA 
Simulect® He 9n111jae Ha cnoco6HocTa 3a ynpa8y8al-be co MOTOpH111 803111na 111n111 paKy8al-be 
CO MaW111HII1 . 

4.8 HECAKAHIII AEJCTBA 
5a3111nii1KCII1Ma6 e T8CT111paH 80 4 paHAOMII13111paHII1 , A80jHO-Cnen111 , nnat...~e60-KOHTpOn111paH111 
111cn111Ty8al-ba Kaj nat...~ll1eHTII1 co TpaHcnnaHT111paH 6y6per, KaKo noLJeTHa Tepan111ja 80 
KOM6111Hal...!ll1ja co cneAHII1Te 111MyHocynpecii18HII1 pe>KII1MII1 : L!II1Knocnop111H (M111KpoeMymll1ja) 111 
KOpT111KOCTepo111A111 80 2 CTYA111111 (346 111 380 nat...~ll1eHT111) , L.1111Knocnop111H (M111KpoeMymll1ja) , 
a3aTII1onp111H 111 KOpT111KOCTepo111A111 80 1 CTYA111ja (340 nat...~ll1eHT111) , 111 L!111Knocnopii1H 
(M111KpoeMymll1ja) , MII1KocpeHonaT MocpeTII1n 111 KOpT111KOCTepo111A111 80 Apyra CTYAII1ja (123 
nat...~ll1eHT111). noAaTOL.III1Te 3a 6e36eAHOCTa Kaj neA111jaTp111CKII1 nat...~ll1eHTII1 ce A06111eHII1 OA 1 
OT80peHa CTYA111ja (cpapMaKOKII1HeTCKa 111 cpapMaKOA111HaMCKa) KaJ nal...!ll1eHTII1 CO 
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TpaHcnnaHTLr1paH 6y6per (41 nal...llr1eHT) . 
t1HU,UOeHU,8 HB HBCBKBHU ecj:JeKmU: 80 CnOMeHaTLr1Te 4 nnaL.~e60-KOHTpOnLr1paHLr1 CTYALr1Lr1 , 
o6pa3el...IOT Ha HeCaKaHLr1 AejCTBa Kaj 590 nal...llr1eHTLr1 KOLr1 61r1ne TpeTLr1paHLr1 CO 
npenopa4aHaTa A03a Ha 6a3Lr1nlr1KCLr1Ma6 61r1n cnopeAnlr1B co Toj 3a6ene)!(aH Kaj 595 
nal...llr1eHTLr1 TpeTLr1paHLr1 co nnaL.~e6o . CesKynHaTa Lr1Hl...ILr1AeHL.Ia Ha TpeTMaH-nosp3aHLr1Te 
HeCaKaHLr1 ecpeKTLr1 noMefy Clr1Te nal...llr1eHTLr1 BO Lr1HALr1BLr1AYanHLr1Te CTYALr1Lr1 He ce pa3nlr1Kysan 
clr1rHLr1cpLr1KaHTHO noMefy rpyn1r1Te TpeTLr1paHLr1 co 6a3Lr1nlr1KCLr1Ma6 (7 , 1 %-40%) 1r1 nnal...le6o 
(7 ,6%-39%) . 

Bo3pacHH na'-'HeHTH 

Haj4ecTo np1r1jaseH1r1Te HacTaHLr1 (>20%) no ABOjHa 1r1n1r1 TpojHa Tepan1r1ja Kaj o6eTe 
TpeTLr1paHLr1 rpyn1r1 (6a3Lr1nlr1KCLr1Ma6 vs nnaL.~e6o) 61r1ne oncTLr1nal...llr1ja , Lr1HcpeKL.IIr1ja Ha 
ypLr1HapHLr10T TpaKT, 6oma, Hay3eja, nep1r1cpepeH eAeM , Xlr1nepTeH3Lr1ja , aHeMLr1ja, 
rnaso6onKa , x1r1nepKan1r1eMLr1ja , x1r1nepxonecTeponeM1r1ja , KoMnnlr1Kal...llr1ja Ha 
nOCTOnepaTLr1BHa paHa, noKa4yBal-be Ha Te)!(Lr1HaTa , noKa)!(yBal-be Ha KpeaTLr1HLr1HOT BO KpBTa , 
xlr1nepcpoccpaTeMLr1ja , ALr1japeja 1r1 Lr1HcpeKL.IIr1ja Ha ropHLr1Te pecnLr1paTopHLr1 naTLr1WTa. 

ne,QHjaTpHCKH na'-'HeHTH 

Haj4eCTO np1r1jaseH1r1Te HacTaHLr1 (>20%) no ABOjHa Tepan1r1ja Kaj o6eTe (<35 kg vs ~35 kg 
Te)!(Lr1Ha) rpyn1r1 61r1ne Lr1HcpeKL.IIr1ja Ha ypLr1HapHLr10T TpaKT, Xlr1nepTpLr1X03a, pLr1Hir1TLr1C, 
n1r1peKc1r1ja , Xlr1nepTeH3Lr1ja , Lr1HcpeKL.IIr1ja Ha ropMLr1Te pecnLr1paTopHLr1 naTLr1WTa, s1r1pycHa 
Lr1HcpeKL.IIr1ja, cenca 1r1 oncTLr1nal...llr1ja . 

t1HU,UOBHL/,8 HB M8flU2HU HeOnfl83MU." CesKynHaTa Lr1Hl...ILr1AeHL.Ia Ha Manlr1rHLr1TeTLr1 noMefy 
Clr1Te nal...llr1eHTLr1 BO Lr1HALr1BLr1AYanHLr1Te CTYALr1Lr1 61r1na Cnlr14Ha noMefy rpynaTa TpeTLr1paHa CO 
6a3Lr1nlr1KCLr1Ma6 1r1 KOMnapaTopHLr1Te rpyn1r1. CesKynHo, nLr1McpOMLr11nLr1McponponLr1cpepaTLr1BHLr1 
3a6onysal-ba ce nojas1r1ne Kaj 0,1% (1 /701) OA nal...llr1eHTLr1Te so rpynaTa co 6a3Lr1nlr1KCLr1Ma6 
cnopeA6eHo co 0,3% (2/595) OA nal...llr1eHTLr1Te KOLr1 nplr1Mir1ne nnaL.~e6o, o6aTa so 
KOM6Lr1Hal...llr1ja CO ABOjHa Lr1 TpOjHa Lr1MYHOCynpeCLr1BHa Tepan1r1ja . ,/J,pyrlr1Te Manlr1rHLr1TeTLr1 KOLr1 
ce np1r1jaseH1r1 ce noMefy 1,0% (7/701) OA nal...llr1eHTLr1Te so rpynaTa TpeTLr1paHa co 
6a3Lr1nlr1KCLr1Ma6 cnopeA6eHo co 1,2% (7/595) OA nal...llr1eHTLr1Te Ha nnal...le6o. Bo 36Lr1pHa 
aHanlr13a Ha ABe 5-rOALr1WHLr1 CTYALr1Lr1 , Lr1Hl...ILr1AeHL.IaTa Ha nLr1McponponLr1cpepaTLr1BHLr1 
3a6onysal-ba 1r1 Kapl...ILr1HOMLr1 61r1na eAHaKsa co 6a3Lr1nlr1KCLr1Ma6 7% (21/295) 1r1 nnaL.~e6o 7% 
(21/291) (Bir1Air1 ceKL.IIr1ja 4.4) . 

t1HU,UOBHLI,8 HB UHcj:JeKmUBHU enU300U." CesKynHaTa Lr1Hl...ILr1AeHL.Ia Lr1 npocp1r1n Ha BLr1pyCHLr1 , 
6aKTepLr1CKLr1 1r1 ra6Lr14Hir1 Lr1HcpeKL.IIr1Lr1 noMefy nal...llr1eHTLr1Te TpeTLr1paHLr1 co 6a3Lr1nlr1KCLr1Ma6 1r1n1r1 
nnaL.~e6o so KOM6Lr1Hal...llr1ja co ABOjHa 1r1 TpojHa Lr1MyHocynpeclr1BHa Tepan1r1ja e cnpeAnlr1sa 
noMefy rpyn1r1Te . CesKynHaTa Lr1Hl...ILr1AeHL.Ia Ha Lr1HcpeKL.IIr1Lr1 61r1na 75 ,9% so rpynaTa co 
6a3Lr1nlr1KCLr1Ma6 1r1 75,6% so nnaL.~e6o rpynaTa 1r1 Lr1Hl...ILr1AeHL.IaTa Ha ceplr103Hir1 Lr1HcpeKL.IIr1Lr1 
61r1na 26,1% 1r1 24,8% . V1Hl...ILr1AeHL.IaTa Ha Lr1HcpeKL.IIr1Lr1 co l...ILr1TOMeranos1r1pyc 61r1na cnlr14Ha so 
o6eTe rpyn1r1 (14 ,6% vs 17,3%) , no 1r1n1r1 ABOjHa 1r1n1r1 TpojHa Tepan1r1ja (Bir1Air1 ceKL.IIr1ja 4.4). 

V1Hl...ILr1AeHL.IaTa 1r1 nplr14Lr1HaTa 3a cMpT no AB~Ha 1r1n1r1 Tp~Ha Tepan~a 61r1na cnlr14Ha so 
rpynaTa co 6a3Lr1nlr1KCLr1Ma6 (2 ,9%) 1r1 nnaL.~e6o rpynaTa (2 ,6%) , co Lr1HcpeKL.IIr1Lr1Te KaKo 
Haj4eCTa nplr14Lr1Ha 3a cMpT so o6eTe rpyn1r1 (6a3Lr1nlr1KCLr1Ma6 1 ,3% , nnal...le6o 1 ,4%). Bo 
36Lr1pHa aHanlr13a Ha ABe 5-rOALr1WHLr1 CTYALr1Lr1 , Lr1Hl...ILr1AeHL.IaTa Lr1 nplr14Lr1HaTa 3a CMpT OCTaHana 
cnlr14Ha so o6eTe TpeTLr1paHLr1 rpyn1r1, (6a3Lr1nlr1KCLr1Ma6 15%, nnal...le6o 11 %) , np1r1 wTo rnasHa 
nplr14Lr1Ha 3a cMpT 61r1ne nopeMeTysal-ba nosp3aHLr1 co cpL.~eTo (6a3Lr1nlr1KCLr1Ma6 5%, nnaL.~e6o 
4%) . 

noCTM3pKeTir1HWKir1 HeC3K3Hir1 ecpeKTir1 

3a speMe Ha noCT-MapKeTLr1HWKO Lr1CKYCTBO co Clr1MyneKT np1r1jaseH1r1 ce 
Xlr1nepceH3Lr1TLr1BHLr11aHacpLr1naKTOLr1AHLr1 peaKL.IIr1Lr1 KaKo wTo ce KO)!(eH 1r1c1r1n , YPTLr1Kap1r1ja , 
Klr1Bal-be , 6pOHXOCna3aM, 6enOAp06eH eAeM, Cpl...leBO OTKa)!(yBal-be , peCnLr1paTOpHO 
OTKa)!(yBal-be Lr1 Clr1HAPOM Ha "Kanlr1napHO Te4e1-be" (Bir1Air1 CeKL.IIr1ja 4.4) , KaKO Lr1 Clr1HAPOM Ha 
ocno6oAyBal-be Ha l...ILr1TOKLr1Hir1Te . YecTOTaTa He e no3HaTa (He MO)!(e Aa ce YTBPALr1 oJ h 
AOCTanH•Te noAaTOW•). 
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4.9 nPE,[l03111PAibE 

5.0 

5.1 

Bo Km1HII1YK111Te CTYA111111 Simulect® e a,QMII1HII1CTp111paH Ha nyfe Bo noe,QV1HeYHV1 A03111 go 60 
mg 111 noBeKeKpaTHV1 ,[103111 ,QO 150 mg BO TeK Ha 24 ,QeHa, 6e3 nojaBa Ha aKyTHII1 HecaKaHII1 
ecpeKTV1 . 
3a V1HcpOpMa~V1V1 BO 0,[\HOC Ha npeTKnV1HV1YKaTa TOKCV1KOnOrV1ja BII1,QV1 CeK~V1ja 5.3. 

<l>APMAKOilOWKlll OC06EHOCTlll 

ct>APMAKO,[lii1HAMCKII1 CBOJCTBA 
<t>apMaKoTepaneBTCKa rpyna: 111HXII16111TOp111 Ha 111HTepneyKV1HV1Te, ATC KO,Q : L04AC02. 

MexaHiit3aM Ha AejcTBO 
Simulect® e XII1MepHo (rnywel..lfYOBev) MOHOKnoHanHo aHTV1Teno (lgG1K) , Koe e HacoYeHo 
HacnpoTII1 V1HTepneyKV1H-2-pe~emopcKV10T a-naHe~ (CD25 aHTV1reH), Koj ce eKcnpec111pa Ha 
noBpW111HaTa Ha T-nV1Mcpo~II1TII1Te KaKo o,QroBop Ha aHTII1reH npe,QV13BV1K. 
Simulect® e (rnywe~/YOBeK) XV1MepHO MOHOKnOHCKO aHTV1Teno (lgG1K) KOe e HaCOI..feHO KOH 
111HTepneyKII1H-2 pe~emopcKV10T a-naHe~ (CD25 aHTII1reH) , KOj e eKcnpec111paH Ha 
noBpW111HaTa Ha T-nV1Mcpo~V1TV1Te 3a O,QroBop KOH aHTV1reHCKV10T npe,QV13BV1K. Simulect® 
cne~V1cpV1YHO ce Bp3yBa 3a CD25-aHTV1reHOT, MaHV1cpecTV1pajKV1 BV1COK acpV1HV1TeT KOH 
V1HTepneyKV1H-2 pe~emopoT 111 co Toa npeBeHV1pa Bp3yBal-be Ha V1HTepneyKII1H-2, Koj e 
CV1rHan 3a npon111cpepa~111jaTa Ha T-KneTKV1Te. KoMnneTHO 111 nocTojaHo 6noK111pal-be Ha 
111HTepneyKII1H-2 pe~emopoT ce o,Qp>t<yBa ce ,QO,QeKa cepyMcKV1Te KOH~eHTpa~ll1111 Ha 
6a3111nii1KCII1Ma6 Ha,QMV1HyBaaT 0,2 ~Lg/ml (4-6 He,Qen111). KaKO WTO onafaaT KOH~eHTpa~II1111Te , 
eKcnpecV1jaTa Ha CD25 aHTV1reHoT ce BpaKa BO TeK Ha 1-2 He,QenV1 Ha Bpe,QHOCTII1Te OA 
npe,Q TepanV1jaTa. Simulect® He npe,QII13BII1KyBa MV1enocynpec111ja. 

KlllitHiitltKiit CTYAiitlit 
Ecp111KaCHOCTa Ha 6a3111nV1KCV1Ma6 BO npocp111naKca Ha oTcppnal-beTo Ha opraHII1Te Kaj de 
novo TpaHcnnaHTa~V1ja e noKa>t<aHa BO ,QBOjHo-cnenV1 nna~e6o-KOHTponV1paHV1 CTYA111V1. 
Pe3ynTaTII1Te OA ,QBe n111noT 12-MeceYHVl MynTII1~eHTpV1YHII1 CTYAV1V1 (722 na~ll1eHTV1 BKynHo) 
np111 WTO ce cnope,QyBaHV1 6a3nV1KCV1Ma6 co nna~e6o, noKa>t<yBaaT ,QeKa 6a3111nii1KCII1Ma6, 
KOp111CTeH 3aegHO CO ~111Knocnop111H (MV1KpOeMyn3111ja) V1 KOpTV1KOCTepOV1,QV1, 3Hal..fii1TenHO ja 
pe,Qy~V1pa V1H~V1,QeH~aTa Ha aKyTHV1 enV130,QV1 Ha oTcppnal-be Kaj o6eTe rpyn111 BO TeK Ha 6 
Mece~ll1 (31% vs 45%, p<0,001) 111 12 (33% vs 48% , p<0 ,001) no TpaHcnnaHTa~ll1jaTa. He 
nocToena 3HaYajHa pa3nV1Ka noMefy 6a3V1nV1KCV1Ma6 111 nna~e6o-TpeTV1paHV1Te na~ll1eHTII1 BO 
O,QHOC Ha npe>t<V1ByBal-beTo Ha rpacpToT no 6 111 12 Mece~V1 (Ha 12 Mece~ll1 32 ry6V1TO~V1 Ha 
rpacpToT BO rpynaTa Ha 6a3V1nV1KCV1Ma6 (%) 111 37 ry6V1TOKa Kaj nna~e6o-rpynaTa (1 0%)) . 
lt1H~V1,QeH~aTa Ha enV130,QV1 Ha aKyTHO OTcppnal-be 6111na 3Hal..fV1TenHO nOHII1CKa Kaj 
na~V1eHTV1Te KOV1 npV1Mane 6a3V1nV1KCV1Ma6 111 TpojHa V1MyHocynpecii1BHa Tepan111ja. 
Pe3ynTaTV1Te OA 2 MynTV1~eHTp111YHII1 ,QBOjHo-cnenV1 CTYA111111 np111 wTo e cnope,QyBaH 
6a3nV1KV1CMa6 co nna~e6o (463 na~V1eHTV1 BKynHo) noKa>t<yBaaT ,QeKa 6a3V1nV1KCII1Ma6 
3HaYV1TenHO ja pe,Qy~111pa V1H~V1,QeH~aTa Ha enV130,QV1 Ha aKyTHO OTcppnal-be BO TeK Ha 6 
Mece~V1 no TpaHcnnaHTa~V1jaTa, Kora ce KOpV1CTV1 V1CTOBpeMeHo co ~V1Knocnop111H 

(MV1KpOeMyn3V1ja) , KOpTV1KOCTepOV1,QV1, V1 V1nV1 a3aTV10npV1H (21% VS 35%) V1nV1 MII1KOcpeHOnaT 
MocpeTV1n (15% vs 27%). ly6V1TOK Ha rpacpToT ce jaBV1n Kaj 6% OA 6a3111nii1KCII1Ma6-
TpeTV1paHV1Te V1 1 0% Kaj OHII1e Ha nna~e6o BO 6-Te MCe~V1. npocpll1nOT Ha HeCaKaHII1 ,QejCTBa 
ocTaHan ocTaHan KOMnapa6V1neH noMefy ,QBeTe TpeTV1paHV1 rpyn111. 
80 36V1pHa aHanll13a Ha ,[\Be 5-rO,QV1WHV1 OTBOpeHV1 CTY,QV1V1 (586 na~ll1eHT111) CTanKV1Te Ha 
KOM6111H111paHO rpacpT V1 npe>t<V1ByBal-be Ha na~V1eHTV1Te He 6111ne CTaTV1CTV11..fKV1 pa3nV1YHV1 3a 
6a3V1nV1KCII1Ma6 111 nna~e6o rpyn111Te. 0BII1e CTYAV1V1 V1CTo TaKa noKa>t<ane geKa Kaj 
na~V1eHTII1Te KOV1 V1Mane enV130,Qa Ha aKyTHO oTcppnal-be BO npBaTa rog111Ha no 
TpaHcnnaHTa~ll1jaTa 111Ma noBeKe ry6V1TO~V1 Ha rpacpToT 111 cMpTHII1 cnyYall1 BO 5-ro,QII1WeH 
nep1110A Ha cne,Qel-be OTKOnKy na~ll1eHTV1Te KOII1 HeMane oTcppnal-be. 0BV1e HacTaHII1 He 6111ne 
nag Bnll1jaHII1e Ha 6a3nV1KCII1Ma6. 
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neoujampUCK8 ynompe6a 
6a3V1m'IKCV1Ma6 e KOpV1CTeH V1CTOBpeMeHO CO L\V1K.nOCnOpV1H (MV1KpOeMyJl3V1ja) V1 CTepOV1AV1 
BO HeKOHTpOnV1paHa CTYA~a Ha 41 neA~aTpV1CKV1 de novo 6y6pemHV1 TpaHcnnaHTaHTV1 . 
AKyTHO oTcppnaH:>e ce jasV1no Kaj 14,6% OA naL\V1eHTV1Te 6 Mecel\V1 no TpaHcnnaHTaL\V1jaTa , 
V1 Kaj 24,3% no 12 Mecel\V1 . CesKynHo npocpV1noT Ha HecaKaHV1 AejcTsa 6V1n nocTOjaH so 
onwTaTa npaKca Kaj neAV1jaTpV1CKV1 naL\V1eHTV1 co TpaHcnnaHTV1paH 6y6per V1 V1CT co 
npocpV1nOT Kaj KOHTpOnV1paHV1 CTYAV1V1 Ha B03paCHV1 naL\V1eHTV1 . 

11MyHOceHOCm 
OA 339 naL\V1eHTV1 co TpaHcnnaHTV1paH 6y6per TpeTV1paHV1 co 6a3V1nV1KCV1Ma6 V1 TeCTV1paHV1 
3a aHTV1-V1AV10TV1n aHTV1Tena , 4 (1 ,2%) pa3BV1ne aHTV1-V1AV10TV1n aHTV1Tena . Bo KnV1HII1LJKO 
V1CnV1TysaH:>e Ha 172 naL\V1eHTV1 KOV1 npV1Mane 6a3V1nV1KCV1Ma6, V1HL\V1AeHL\aTa Ha xyMaHV1 
aHTV1-rnysLJeWKV1 aHTV1Tena (HAMA) Kaj naL\V1eHTV1 co TpaHcnnaHTV1paH 6y6per TpeTV1paHV1 
CO 6a3nV1KCV1Ma6 6V1na 2/138 Kaj naL\V1eHTV1 KOV1 He 6V1ne eKCnOHV1paHV1 Ha MypOHOMa6-C03 
V1 Kaj 4/34 OA naL\V1eHTV1Te KOV1 npV1MV1ne V1CTOBpeMeHO MypOHOMa6-C03. ,/J,OCTanHV1Te 
K.nV1HV1'-IKV1 nOAaTOL\V1 3a ynoTpe6aTa Ha MypoHOMa6-C03 Kaj naL\V1eHTV1 npeTXOAHO 
TpeTV1paHV1 co 6a3V1nV1KCV1Ma6 cyrepV1paaT AeKa V1CTospeMeHa ynoTpe6a Ha MypoHoMa6-
CD3 V1nV1 APYrV1 npenapaTV1 OA rnysLJeWKV1 aHTV1-nV1McpOL\V1THV1 aHTV1Tena He e V1CKnyLJeHa. 

5.2 ct>APMAKOK/11HETCK/11 CBOJCTBA 
Bo3pacHu 
<t>apMaKOKV1HeTCKV1 CTYAV1V1 co npV1MeHa Ha noeAV1HeLJHa V1 MynTV1nnV1 A03V1 ce V13BeAeHV1 Ha 
B03pacHV1 naL\V1eHTV1 KOV1 noAnemaT Ha TpaHcnnaHTaL\V1ja Ha 6y6per. KyMynaTV1BHV1Te A03V1 
ce ABV1mene OA 20 AO 60 mg . MaKCV1ManHV1Te cepyMCKV1 KOHL\eHTpaL\V1V1 no V1HTpaseHCKa 
V1Hcpy3V1ja Ha 20 mg 80 TeK Ha 30 MV1HYTV1 6V1ne 7,1 ±5, 1 mg/1. nocTOV1 nponOpL\V10HanHO 
noKaLJysaH:>e so CMAX V1 AUC OA 20 AO 60 mg, onceroT Ha TeCTV1paHV1Te noeAV1HeLJHV1 A03V1. 
BonyMeHOT Ha AV1CTpV16YL\V1ja npV1 COCTOj6a Ha steady-state 6V1n 8,6±4, 1 l . KonV1'-IV1HaTa V1 
CTeneHOT Ha AV1CTpV16YL\V1ja BO pa3nV1'-IHV1 KOMnpaTMaHV1 OA TenOTO He e BO noTnOnHOCT 
V13yLJeHo . In vitro CTYAV1V1Te co KOpV1cTel-be Ha xyMaHV1 TKV1Ba yKamysaaT AeKa 
6a3V1nV1KCV1Ma6 ce Bp3yBa CaMO 3a aKTV1BV1paHV1Te nV1McpOL\V1TV1 V1 MaKpocparV1/MOHOL\V1TV1. 
TepMV1HanHV10T nonymV1BOT Ha enV1MV1HaL\V1ja 6V1n 7,2±3,2 AeHa . BKynHV10T TeneceH 
K.nV1peHc 6V1n 41 ±19 ml/h . 
He e 3a6ene)!(aHo KnV1HV1'-IKV1 penesaHTHO snV1jaHV1e Ha TenecHaTa TemV1Ha V1nV1 nonoT sp3 
AV1CTpV16YL\V10HV10T sonyMeH V1nV1 KnV1peHc Kaj so3pacHV1 naL\V1eHTV1 . EnV1MV1HaL\V10HV10T 
nony)!(V1BOT He 6V1n 3acpaTeH OA so3pacTa , nonoT V1nV1 pacaTa. 

neoujampUCKU nau,ueHmU 
<t>apMaKOKV1HeTV1KaTa Ha 6a3V1nV1KCV1Ma6 e pa3rneAyBaHa Kaj 39 neAV1jaTpV1CKV1 naL\V1eHTV1 co 
de novo peHanHa TpaHcnnaHTaL\V1ja . Kaj V1HcpaHTV1Te V1 AeL\aTa (so3pacT 1-11 rOAV1HV1 , 
n=25) , sonyMeHOT Ha AV1CTpV16YL\V1ja BO COCTOj6a steady-state 6V1n 4,8±2, 1 l , nony)!(V1BOTOT 
6V1n 9,5±4,5 AeHa V1 KnV1peHcoT 6V1n 17±6 ml/h . BonyMeHOT Ha AV1CTpV16YL\V1ja V1 KnV1peHcoT 
ce HaManV1ne 3a oKony 50% cnopeA6eHo co so3pacHV1Te naL\V1eHTV1 co peHanHa 
TpaHcnnaHTaL\V1ja. <t>apMaKOKV1HeTCKV1Te napaMeTpV1 He 6V1ne nOA BnV1jaHV1e AO KnV1HV1'-IKV1 
penesaHTeH oncer 3a so3pacTa (1-11 rGAV1HV1) , TenecHaTa TemV1Ha (9-37 kg) V1nV1 
TenecHaTa nospwV1Ha (0,44-1 ,20 m2

) so osaa so3pacHa rpyna. Kaj aAonecL\eHTV1Te 
(B03paCT 12-16 rGAV1HV1 , n=14) , BOnyMeHOT Ha AV1CTpV16YL\V1ja BO COCTOj6a steady-state 6V1n 
7,8±5,1 L, nonymV1BOTOT 6V1n 9,1±3,9 AeHa V1 KnV1peHCOT 6V1n 31 ±19 ml/h. 
,lJ,V1cno3V1L\V1jaTa Kaj aAonecL\eHTV1Te 6V1na cnV1LJHa co Taa Ha so3pacHV1Te naL\V1eHTV1 co 
TpaHcnnaHTaL\V1ja Ha 6y6per. nosp3aHocTa noMer'y cepyMCKV1Te KOHL\eHTpaL\V1V1 V1 
caTypaL\V1jaTa Ha peL\emopV1Te e cneAeHa Kaj 13 naL\V1eHTV1 V1 Taa 6V1na cnV1LJHa co oHaa Kaj 
so3paCHV1Te naL\V1eHTV1 co TpaHcnnaHTaL\V1ja Ha 6y6pe3V1 . 

5.3 nPETKfl/11H/114K/11 nOJIATOl..l/11 3A Cll1rYPHOCTA HA flEKOT 
He e 3a6enemaH TOKCV1LJeH noTeHL\V1jan Ha 6a3V1nV1KCV1Ma6 Kaj Rhesus-MajMyHV1 KOV1 
npV1Mane V1HTpaBeHCKV1 A03V1 OA neKOT AO 5 mg/kg 2 naTV1 HeAenHO BO TeK Ha 4 HeAenV1, 
cneAeHo co 8-HeAeneH V1HTepsan Ha npeKV1H V1n V124 mg/kg 6a3V1nV1KCV1Ma6 HeAenHo so 
TeK Ha 39 HeAenV1 cneAeHo co 13-HeAeneH V1HTepsan Ha npeKV1H Ha TepanV1jaTa . Bo 39-
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HeAenH8 CTYAlllj8 , H8jBliiCOK8T8 A038 pe3ynTlllp8n8 CO CliiCTeMCK8 eKcn03llll...llllj8 OA OKOny 
1000 n8Tlll H8A OH88 386ene~8H8 K8j n8l...lllleHTlll KOlll r111 npliiM8ne npenop8Y8Hl11Te A03lll 
38eAHO CO liiMYHOCynpeCliiBH8 Tep8nlllj8 . 

He e 386ene~8H8 TOKCIIIYHOCT 38 M8jK8T8, eM6pliiOTOKCliiYHOCT lllnlll Tep8TOreH nOTeHL...llllj8n , 
KOr8 683lllnliiKCliiM86 e 8nnllll...lliiP8H H8 l...lliiHOMOmyc M8jMyHlll BO A03lll AO 5 mg/kg 2 n8Tlll 
HeAenHo 38 speMe H8 nepliiOAOT H8 opr8HoreHe38T8 . 
He e 386ene~8H MYT8reH noTeHL...llllj8n H8 683lllnliiKCliiM86 in vitro . 

6.0 <l>APMAUEBTCK111 OC06EHOCTII1 

6.1 flfltCTA HA EKCL/fltnfltEHTflt 
npaWOK 
K8nllljyM AliiXliiAPOreH cpoccpaT 
AliiHaTplllyM cpoccpaT, aHXliiAP03eH 
HaTplllyM xnopliiA 
cyKpo3a 
MaHliiTOn (E421) 
rnllll...lliiH 

PacmeopyeaLJ 
BoAa 3a liiHjeKL...lllllll 

6.2 fltHKOMnA Tflt6fltflHOCTflt 
5111AejKlll He nocTojaT noAaTOL...llll 3a KOMnaTlll6lllnHocTa Ha Simulect® co APYrlll cyncTaHLllll 38 
liiHTpaseHcKa ynoTpe6a , 6a3lllnliiKCliiMa6 He Tpe6a Aa ce Mewa co APYrlll neKOBl/1/cyncTaHL...llll 
OCBeH OHllle KOlll Ce CnOMeHaTlll BO CeKL...llllja 6.6. 

6.3 POK HA TPAEibE 
np8WOK: Tpi11 (3) rGAliiHlll OA AaTyMOT Ha npOlii3BOACTBO. 

XeMliiCKaTa Ill cplll3liiYKaTa CTa6lllnHOCT Ha peKOHCTliiTylllpaHliiOT paCTBOp ce 3aAp~ysa BO TeK 
Ha 24 Yaca np111 TeMnepaTypa OA 2-8°C lllnlll so TeK Ha 4 Yaca Ha co6Ha TeMnepaTyp8 
(BliiAlll CeKL...llllja 6.6) . 

6.4 HA LilitH HA liYBAibE 
,Qa ce Yysa 111 TpaHcnopTlllpa Ha naAHO (2-8°C). 
flEKOT .QA CE l!YBA HA MECTA HE.QOCTAnHt13A .QEL/A! 

6.5 nAKYBAibE 

6.6 

CuMyneKm npawoK 
B111jana OA 6e36ojHo cTaKno Tllln I, CliiB cpnyop-pe3liiH ryMeH 3aTsopaY, YysaH Ha MecTo co 
anyMliiHYMCKa TpaKa , nnaso nonlllnponlllneHCKO KanaYe , Koe COAP~lll 20 mg 6a3lllnliiKCliiMa6 
KaKO npaWOK 3a paCTBOp 3a liiHjeKL...lllll/1 lllnlll l11Hcpy3lllja. 

PacmeopyeaLJ 
AMnyna OA 6e360jHO CTaKnO Tllln I, KOja COAP~lll 5 ml BOAa 3a liiHjeKL...lllllll . 

CVIMyneKT e AOCTaneH Ill BO Bllljanlll CO 10 mg 6a3lllnliiKCliiMa6. 

nOCE6Hflt MEPK!It HA nPETnA3flfltBOCT nPflt PAKYBAibE !It IJPYrO PAKYBAibE 
PeKoHcmumyu,uja 
3a nplllnpeMal-be Ha pacTsopoT 3a l11Hacpy3lllja lllnlll liiHjeKL...llllja , ce AOAaBa 5 ml BOAa 3a 
liiHjeKL...lllllll OA aMnynaTa-pacTsopys8Y so WliiWeHLleTo Koe COAP~lll npawoK 6a3lllnliiKCliiMa6. 
Ce npoTpecysa BllljanaTa He~Ho 3a pacTsapal-be Ha npawoKOT, co lll36erHyB81-be Ha 
C03AaBal-be neHa. Ce npenopaYysa Aa no peKOHCTliiTYL...lllljaTa , pacTsopoT Koj e 6e36oeH, 
6liiCTap AO onaneCL...leHTeH ce KOpliiCTlll BeAH8W. PeKOHCTliiTYlllpaHliiOT p8CTBOp Tpe6a 
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81113yenHo Aa ce 111HcneKT111pa 3a napT111KYilll1 npeA aAMII1H111CTpal...\111jara . ,D.a He ce ynorpe6y8a 
aKo ce np111cyrH111 crpaHII1 napT111KJlll1 . no peKOHCTII1TYL\111jara , pacr8opor MO}I(e Aa ce Yy8a Ha 
reMneparypa OA 2-8°C 80 reK Ha 24 yaca 111Jlll1 Ha co6Ha reMneparypa 80 reK Ha 4 yaca . 
AKO peKOHCTII1Ty111paHII10T paCT80p He ce 111CKOp111CTII1 80 TeK Ha 24 Yaca , TOj rpe6a Aa ce 
cppn111! 
PeKOHCTII1Tyll1paHII10T pacr8op e 11130TOHII1YeH 111 MO}I(e Aa ce AaAe KaKo 6onyc 111HjeKL\111ja 111Jlll1 
pa3peAeH 80 80ilyMeH OA 50 ml 111Jlll1 no8eKe cp11131110Jl0WK111 paCT80p 111Jlll1 80 5% AeKCTp03a 
pacr8op 3a 111Hcpy3111ja . 

5111AejK111 He nocrojar noAaTOl...\111 3a KOMnarii16111JlHocra Ha Simulect® co APYrll1 cyncraHl...\111 3a 
111HTpa8eHcKa ynorpe6a , 6a3111Jlii1KCII1Ma6 He rpe6a Aa ce Mewa co APYrll1 neK08111/cyncraHL\111 
111 rpe6a ceKoraw Aa ce Aa8a npeKy noce6Ha 111Hcpy31110Ha Jlii1HII1ja! 

lf1ME lf1 A.QPECA HA nPOif13BO.Q~1TEnOT 

NOVARTIS Pharma AG, 5a3en , W8ajl...\ap111ja 

6POJ lf1 .QATYM HA PEWEH!f1ETO 3A nPOMET 

.QATYM HA nPBOTO O.Q06PEH!f1E/06HOBA HA O.Q06PEH!f1ETO 

.QATYM HA (.QEnYMHA) PEB!f131f1JA HA TEKCTOT 

A8rycr, 2009. 
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