IKPATKA XAPAKTEPHCTHKA HHA HPOJIYKTA



MINLAHUTENHA ATEHUMS N0 NEKAPCTBATA
. UME HA JIEKAPCTBEHHS! 1IPOJIYKT K8 3 x4 asmo0uC i s 7 e gy T

KowPoe . ROJLOOL Y
HMuocena 500 mg rabnerku g — e
Jperone Ne
[noseda 500 mg tablets
somame . 507G 0 1-04- 204
0.7 0", - l'*...,.../_ |

2. KAHECTBEH U KOJIMUECTBEH CHCTAB
Besxka rabierka ensibpxa 500 mg nnosun npanoOeke (inosine pranobex),

34 II'LJIHUY CITHCBLK Ha LTOMOUINHTC BCHICCTBRA BHAKTC TOUKA 0.1,

3. JIEKAPCTBEHA GOOPMA
Tabnerka.

Tabaerkure ca Genn Ha usst, ¢ upuTHpan Hajmme INQ, 003 Jieconrre:mna depra, Kphli, 1R IKH.

4. KJNHHUYHHA IAHHHA
4.1  TepaucsTuyniH 1HOKa3aIN

Muoce;ia 500 mg rabicrkn cia oKa3aIm 3a JICHCITHC HIH OB ITHEBAIC HA HOTHCHATHS HIIH
YBPCHCIT KICTHUCH UMYHUTCT M 1A KIIHYNATE CHMITFOMATHKD LIPH BUPYCHHE HICKITHA,
HALPUMCP:

~  I'PAI/BUPYCHH HHMCKIUY HA JIMXATCHIUTC IHTHITN,

—  XCPIECC CUMILICKC;

= XCPUCC 30CTCP;

- adrro3cu CTOMaTHT;

- LAHHIOMA BHPYC (KO IHIIOMAT 4KV MHHATA);

-~ BUPYCHH XCHATHTH,

- bpstein-Barr-supycanu nndexnnm;

- ITOMCIIOBHPYCHA HIN(PCKILHA,

—  HOJOCTHP CKUCPOIUPAIITL HAHCHICPAINT!

- pyOco;1a ¥ BapHILL:Ia;

- MopOuiu:

- 3aVIIKAa.

4.2 JOo3HPOBKA H HALHH 1A HDIIOKCHIC

Jlosuposka

JlosupoBKaTa ce OUPCHCIst OT TCHCCNOTO TCIT0 {6¢3 MACTHATA THLKAI) 114 Lal{UeiTa 1
TEWCCTTa 1Ha 3adoysBancTo. JlHesnust upuesm 1tpsdBa Jia ¢c paznpe)iciig 110 paBHo nupes
HACOBCTC Ha OyJ(yBane.

Buapacminn u nayuennii 6 Cmapiecrd 6b3daem

| penopbunreniara juienna jwsa ¢ 50 mg/kg reaceno oo (1 rabnerka sa 10 kp). ot

bd




3 g/JIHCBHO JIO HC HOBCYHEC OT 4 2 HHO3HI HPaHOOCKC JUICRIO, HIPKIArany 1epopaiio 8 3-4 1o
PABHO PA3jICHACHH JIO3H LIPCT JIClI.

Heduampuuna nonyiayus

Jlcta nan l-rosmmma sui3pact: S0 me/kg renceno rero (1 rabierka 3a 10 kg renecno rero).

L IpOABIDKHTEIHOCT HA JCHCHHCTO

Ocmpu 3a00as6anust IPK 3a00Jisisalus ¢ 0130 PA3BITHC, O0HYAHHATA IIPOJIBIDKHTCIIHOCT HA
JqeHcHHeTo ¢ 0T 3 10 14 i, Jlcuctuero tpsdnBa Jla npoJin ki 1 MM 2 i CIC)T 013y aBalg
HA CUMITTOMUTE HIIU 110-)UBII0, CIHOPE)T HPCIICHKATA 114 JICKapst,

Bupycnu 3aboasiganus ¢ YOBAICCHO PA3aumue. JICUCITHCTO TPpsdBa jla Upo bk 110 2 cejiMBIIH
CHCJL OTIBYHABAIIC ITA CHMIUITOMMITC HITH 1HO-)ILITO, CHOPC/L IPCIHCHKATa 11d JICKAPA.

Perypenmnu 3abo steanus 3a naracimata hasa na JIcucHiero BaKaT ChUHTC HIPCHOPLKH, KaKTO
Hpd ocTpue 3abossiarivst. 13 X0 HA 1HO;UILPKANOTO JICHCIIC JI030Td MOKC Ad CC HAMAIH 10
500-1 000 mg (1-2 rad:erki) juuesuo. Tpn mosisa a nav@m npusnaiii ia peitium ¢
HCOOXOMMO 3ABPBIIAHC KBM JUICBIATA JOZHPOBKA, HPHUIIAIANG 1P OCTPH 3200 HBAISE, KA TO
TS Tpa0Ba J1a CC HPOILIDKK -2 2 co1cjL oy aanane ua cusrromure. Hpu ncodbxoummoct,
TO3H KYPC HA JICHCHHC MOXKC j1d CC NOBTOPH IHCKOIKOKPATHO, B CHOTBCTCTBHE € HPCIHCIIKATA Ha
KIMHHYHUSA CTaTyCc O1 JCKApPsS W 1O 1HCroBa HPCHOPLKA,

Xponuunu 3aboaseanust: S0 mg/Kg re:ecno Terio juiesio, pas e cH KakTo ¢orema:
- acuvnmosamiiin cryaan - 30-pnescn upueat, 00-;renno npeknLeBang:
- exko uspasenn cuapamonn: - 60-;uiescu npue, 30-UCRIO HPCKbCBAlL,
= MeXCKo w3paseni cuapumoaty: - Y0-;iencn pieat, 30-11eB10 HPCKheBANC.

Tasu jro3vposka Moxce J1a ObJIC HOBapsa HPH HCOOXOIIMOCT, 4 HAIMCHTLT TPAOBa j1a O
HPOCUC)ABAN, KAKTO IIPH PCKYPCIHTIH 3008 BAIIHS.

JlO3MpoBKA LIPH CHCIHHAIHE HOKAZAHMS

bpajfasuiy 114 BLHILHUTC HOJOBH oprani (condylomata acuminata) vt CLJIOHCPBHKAINO-
CHLP3AIH HHQEKIHKA € YOBCIHIKH NAITHI0MaA BUPYC (Tiiman papilloma virus. HPY): 3 g jmienno
(2 rabdierky X 3 101 JIHCBIOY 3a HCPHOJL o1 14-28 S, HpHIdrainn caMoCTos TeHo M KaTo
JIOIIBTHCHHC KDM KOHUBCHITMOHL NIHTC JIOKATHH I XHPYPIHYIH HPOLCIVPH, B CHOTBCTCTRHC
ChC CIIC/UTATC BPCMCBH I'PAHIH:

—  IHCKO-PUCKOBH HAIMCHTH (HMYUHOKOMIUCTCIITIH JWIQ WM HAIMCITTH ¢ HUCHK PHCK 34
PCIMJIMB); B HIPO/ILDKCHHC 1A 14-28 jutit, HO3BOJASBANKY HOCTHIAHC 1A MAKCHMAIHO
CHOTHOHICHHC U3UUCTRANC/PCITHJIMB HA JIC3HHTC 34 2 11 1HOBCUC MCCCIA CI)L
[PCKBHCBANC HA JICUCIMCTO, OC3 HIPHIAIAHC 1A JIPYLO JICKAPCTRO:

—  BHCOKO-PHCKOBH HAIMCITH (HAIIICHTH ¢ HMYUOCPHILNT M TAKIRA ¢ BHCOK PHCK 3
PCUHMMRB): S UM CCAMUYHO, B 2 HOCIIC/OBATCIITH CCJIMHITH T MCCCL, B HTPOLIDKCHUC
Hd 3 MCCCIA, HOCTHIAHKH MAKCHMANIO CHOTHOMICHHC HIMHCTRANC/ PCIIHE HA JC3HITC
J(O Kpasi Ha TPCTHH MCCCIL OT JICHCHHCTO.

Ta3u jlo3uposka MoK j1a ObIC HOBTapsana tpy neodXOMMOCT, & HAIHCHTLT 1PsdBa j1a On1¢
[POCIC/ ABAH. KAKTO HPH PCKYPCHTIH 3a00.19BA1IH,

| .LIpodrinrre ma manMen 1irre ¢ BHCOK PHCK 38 PCIUHE HIIH ¢ HCPBHKAHA JICIITSISA. HITH ¢

IFCHUTAIIN OPAJIABHIIM Ca CXOUIH € TC3H HPH JIPYIH 3a00isiBalius ¥ BKINOYBAT:
. UMYHOICHPCCHA, JIBLIKALA ¢C 11a:

. anamiesa 3a XpoHnUuIH H PCKYPCHTHH HHMCKIUH 1211 JIPYIH CCKeYa

npeyasann dosecrn (sexually transmitted discase. S'TD):




2. HLPOTHBOPAKOBA XUMHOTCPaILH;

3. CWCJUICBIA 30Oy HOTPeOa ¢ AIKOXOL;

HPO)IBDKATC A YITOTPCOA HA 1ICP OPUHITH KOHTPAICITTHERY (110BCHMC OT 2 TOJHINT).
KoHnerrpanus na dosar (co/eerep Ha pozniesara KMCCIa) 8 CpUTPOIHTUTE
<660 nmol/!:

MHOPOOPORHN CCKCYA TN 1HAPTHLOPH HIIH HPOMSHA Ha HOCTOSIICH HAPTHLOP:
HCCTH BAMBAMMH CCKCYINH KONTAK Iy (2 2-6 ¢C/IMHUN0) HIIH aHA)ICH CCKCYICH
KOHTaKT;

A0S (BPOJICHO HPCIPABIIOAOKRCHIC KM CBPLNUY BCTRHTC,IIOCT);

HCJICKY Ban 3axapen jiader:

LHPOJULDKHTCIHIO TIOTIONOH Y HICHC,

FCHUTANIN OPAJIaBUIlM B NPOILIBKCITHC HA >2 FOjIMIN HIIH >3 HCYCHCHIIH JICHCTTHA,
OItHCAHH B allaMHC3aTa;

OTCHCTBHE 1A aHAMIICCTHUNIKN JEanni 3a Opa [@iiim 110 KOKaTa B /([CTerBo10.

Jlozvposxa upu cybaky e ckacposupant nancuicganmy (subacute sclerosing panencephalits.
SSPL): 100 mg/kg TeiaccHo rerio Jiesno, ;1o ne nHopeuc o 3-4 g, pojih:HKHTCIHO, HPH
PCIOBHO HPOCIC/IHBANC (1A CHCTOSITACTO HA HAIHCIITA H HA HCODXOIMMOCTTA O Y (HIKABANIC 1A

JICHCHHCTO.

| jJayun na HHPHAOKCHHLC

To3n aekapersen npo VKT ¢ NP U3naticnn W3k OUHTC, O 34 HCPOPATIHO HPHIOKCHHC,
JIHCBHUAT NPHCM TPAOBA 1@ CC PA3LIPCICIIH 1O PABIO HPCE MACOBCTC Na Oy 1y Batc.

3a yiiecHaBance na Hnorrninaiero TadICTRATA MOXKC JIQ €C¢ CHYITH 1 PATTBOPH B MK
KQIMUCCTBO OBKYCCHA TCHHOCT HO BPCMC HA HPHCMAIICTO,

4.3

(| POTHRBOHOKAIATINY

Mirocejia He tpsbBa Jjia ¢e npuiiara;

4.4

HPH HAIHCHTH € WIBCCTHA CHPLXUYBCTBRITCIIHOCT KLM JICKAPCTRCHHS PO (VKT
MK KM HEKOC OT HOMOUHHTC BCIICCTRA,

HPH HAIMCTITH, HHOHACTOSIIICM CTPAJiaIM O HOJLarpa,;

HPHA LHAIHCITH ¢ HOBHIIICHH CTOHHOCTH Ha 1HKOMIATA KHCC IHIA B KPBRTA,

Cuennaiinm npe Ly HPCRACIS i IPC/UIASITH MCPKIH 1P yitorpeha

Mioceia MOXKE Jta HPHUYHLIA HIPCXONO HOBHINCHNC 1A HIXO, [HITC HHBA HA HHKOYHATA
KMCCIIMHE B CCPYMA U YPHUATA, KOHTO OOHUANN0 OCTaBat B HOPMAUINKTC I'PANKIIH (HPHCMAHKH
8 mg % win 0.420 mmol/l, chorseTio, Karo ropua rpanitia). ocodCHo HPH MTKCTC U
jacrapsBaliarta nomnysanud o1 jara noda. Hosnmmasanero na ¢rofHoCTHIC Ha ITHKOYIIaTa
KUCCIHUNA CC JIBJKYU A KarabomTHUs MCTabONHILM Ha HHOZMIIOBATE CLCTABKA HA IPOJIYK T4
HPH Xopata JIO HHKOUIA KUCCHHHA. 10 He CC JIBDKH HA OCHOBHHK JCKAPCTBCHO-HILY HPAHH
HPOMCHH B dKTURITOCTTA HA CHZHMHUTC HIIH B NpCHRCTBaaTa gyukitds na onopennice.
Carejrosaresmo, Mnocejia Mmoxe j1a ce npuiara ¢ moBHINCHO BHUMATHC HPH HAIHCITY ¢
AHAMHCCTHYNH JIAHHYA 34 110JIa1'PA, XUIICPYPHKCMHSL. YPOITHAZA U LIPH HAIMCHTH ¢
Hapyuicna onopeuna gpynknus. 1o BpeMc na icucuue o, CroiinocTiTe Ha HHKOUHATY KHCC A
IPU TC3K HAIMCHTH TPAOBA J@ CC HPOCHCIBIBAT PCJLIOBHO,

| Ipy NAKOM HIJIHBHIM MOXKC J1a HACTBLUST OCTPH PCAKIHE 1A CBPLXUYBCTBHTCIIOCT
(YpTHKapHs, anrnocjieM, adadgmnaxcens ). I3 resu cayuan. sicacnucero ¢ Mnoccesa mps
HPCYCTAHOBCHO.




| [py IPOJIBLIBKHATCINOG JICUHCHHC ¢ BLIMOKIIQ 0OPA3YBAIC 110 KAMLHH 1B OLOPCIHHTC.
CroHHOoCTHTE HA HUKOYHATd KMCCIIHHA B CCPYM U WK ypHuaTa, yepnoJipodune
(GYHKHHOHAIHN H3CIC/IBAHK, KPBBHATA KAPTHIA ¥ OLOPCHITHTC QY HKIHOTANTH H3CIC/IBAHWS
TpA0Ba 1a CC HPOBCPABAT PCIOBHO HPH BCHUKH HAIHCHTH 1A PO UBLIKHTCIHO JICUCHHC ¢
Mnocea.

4.5 Biaumojieitcrsue ¢ APYUH JICKAPCTBCHN UPOJIYKRTH 1 IpYER GOopMH 12
BIaUMO/ICHCTIBHC

JIekapCTBCHUSAT HPOIYKT 1TPAORA ;1a €C HBHTOIIIBRA ¢ HOBHIICHO BITHMAHHC UPH CLHOBPCMCHHO
HPHAATANRC ¢ MIXHOUTOPH N KCAHTHIHOKCH, 1a3d (A101IVPHIIOT) HDBT VPHKO3YPHUIE CPC/ICTBA,
JAUYPCTHIIH -~ THAZHWJUIY JIAYPCTHIM (KATO XHIPOXIOPOTHAIL L XAOP T ITHION, HIIalaMuL) HIlH
NUYPCTHIM, LHOBJIHABANY CKCPCIIHATA LIP3 OnOpemara OpisKka (Karo Py pos3es L, TOPA3ICMH,L,
CTAKPHHOBA KHCCIIHNA).

Muoce i@ MOXKCE Jia ce npunara clicjl, 110 HC H CJUIOBPCMCHIIG € HMYHOCY HPCCHBHH CPCJICTRA, Thi
KATO ¢ BB3MOXKIIO YIHPAXKHABANC HA PAPMAKOKHICTHUIO HOBIMABAHC BEPXY WKCAAHHTC J1IcucOnn
CHCKTH,

l;iospeMcnnara yuorpeda ¢ asworumuimi (azidothymidine, AZT) viecimuasa odpasysancro
na AZT HyKICOTHIM ¥DPC3 MHOMCCTBO MCXANHAMH, BKIHOUBATIH HTOBHINCHA OHOIAINHIIOCT Hi
AZ1 B KphBtiara inaiMa 1 uosrnicna wirrpaneyiapna dochopriatiis B MOHOLHTITE 1
qOBCIIKaTa KpbuB. B pesynrrar na rosa, Muocei@a nosuinasa sb3citcrsneto na AZL.

1.6 Depriiimrer, OpeMennocT 1 KLpMmene

JIMesar Kowrpoimpanu HpoyBalHa., LPOCIICHBAIH PHCKA 30 DCTyea 0 HAPYINABANCTO 112
Gepruanrera Hpy xopa, He ¢ u3secimo Jant mnosi npanodeKke ¢ CKCKpeTHpa 8 Maituiinara
KbpMa. Lo samo, Muocesa ne rpadna jta ce upnaiara o speme na OpeMennoct HiiM KLpPMCHC,
OCBCH AKO JICKAPAT 11C HPCHCTH, 4C HOMHTC HAJIBHITABAT HOTCHIIRATHHH PHCK,

4.7  Edcexrn Bupxy ciiocofuoctra 3a modupane n padora ¢ Mammnn

Mitoceia ne HoBImnsBa M HORIWABA HPCHCOPCAKHMO CHOCOOHOCTTA 34 Iohupatie H padora ¢
MAIHHH.

4.8  Hexcenaun ackaperseny peaxkiHu

Ilo speMe na seucnviero ¢ Unocesia, epmucrsenara nocrosnnio nadinoasara JICKaperscHo-
CEbp3atia HCACCIIANY PCAKITMS 1IPH BHIPACTHH, KAKTO H B HCHATPHYIATE HOUYHAIHS, ¢
LHPEXOMHO HOBHIHCITHE {OOMUAHIIO OCTABAINO B IPANHITHTC HA HOPMaTa) Ha CToiiHOCTHTE N4
IIHKOYHATA KUCCIHMHA B CCPYMA M YPHIATA, KOHTO OOHKHOBCHO CC 3dBPbLIET KbM H3XOIHHTC CH
HABA HAKOJIKO JIHKW CICIL Kpast 1A JICUCHHCTO.

lewe: rann e peakind ca iIcpuuupany no aecrora ¢niziacho konseniusira na McdDRA: sHor0
qeen >1/10, veern >1/100 10 <1/10, neucern >1/1 000 0 <1/100. peaxn >1/10 000 110 <1/]
000, muoro pejiku <1/10 000, ¢ HeH3BCCTIA UCCTOTA (MCCTOTATA HE MOWC JIA CC OHPCACITH OT
HLIHYNIWTC JLAlTHH,
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4.9 Ilpesrozupane

[ lssma oumr ¢ HPCJOSHPAHIC € HHO3MI IIPEIII()GCKC. 3ce 1ak CCPHOZBIN HCACIIAHHE PCAKIIIH, OCBCH
HOBHIIICHHTC HHBA Hd ITHKOYHAG KUCCIHHEQ B OPratnizgd, ¢ MAIIKO BCPOSTHH, HHPC/IBHJ
PC3YJITATHTC OT 1HHPOYHBAIIMATA BLPXY TOKCHYHOCTTA ITPH JKUBOTHH. JIcucnucro 'I‘pHGHH a OnIe
OI'PAHHHCHO IO CHMITOMATHYHH H 11O RILPKAIIH MCPKH.

5. ODAPMAKOJOITHYHHU CBOUCTBA
5.1  (apmMarkoAHIAMHYHN CROIICTBRA

DapMakoTcpaleBTHIHA IPYHA: AHTHBHPYCHH CPCICTBA 3d CUCTCMEIO HPHIOKCHHC,
AHTHBHPYCHH CPCJICTRA C LIPSKO JICHCTBHC,
ATC ko1 JOSAXOS.

HM1o3un npanodeKe ¢ CHHTCTHYHO TYPHITOBO LHPOH3BOIIO CHMYHOMO) LY JIMPALILI U aHTHBUPYCITH
CBOHCTBA, KOH'TO Ca PC3ylrrar o1 SBHO {71 vivo YCHIBANC 11d UMYIHHA O1TOBOP 1A HIPHCMAHLHS,
BCIICJICTRHC HA JICKAPCTRCIOTO JICHCTRHC,

KIMHASHITC 1TPOYUBANHS HOKAZBRAT, UC HHOZHIT HPATODCKC HOPMAIHINPA HCIOCTATLUINS HIIH
HAPY HICH KIJICTLYHO-MC/IMHPAN HMYHHTCT (IO HINOUIHA 38 OPIalKEMA), Upes HPC;IH3BHKRANCTO
ia THl Thl orrosop. koo uumimmpa vipssaneto 1 jwdepetnimpancro na 'l ansdonmrirre, i
LHOTCANUPANCTO HA HEJYITRPAHWS AUMQPONPOIIPCPATHBCI OTTOBOP B MHTOVCH- HIIH QHTHICI-
AKTHBHPAHHTC KICTKK. 110 110,100C1 HAauHIT ICKapCTBOTO MOJLY. P IHHTOTOKCHYHOC T na |-
JIMMOPOIHTHTC H Ha CCTCCTBCHHIC KICTKH-YOURIM, (pyukimmnre na '8 cyupecopumre 1 na 14
XCIUICPHHTC KIICTKH, & CbIIO nosuinana oOpost ta [l H KOMIICMCIHTT-LHOBBPXIOCTIHTC MAPKCPH,
Mno3un HpanodCKe ynelMuana Hpou3so/lctBoro na iirokui L1 v nojnosMara poJiyKiHsiia
Ha l1.-2, karo pery.mpa wo3xosino ekerpecksita na H.-2 penciropa in vitro.

Tor ysesmuana snauwrenno cijiorennara cekperst na [EN-y i namacsisa in vivo npo,ty kinsra
na -4, Cnino raka ¢ noxasano, ue 1o HoTeHinpa Garonnrosara i XeMoTakcHea HpH
HCYTPOQHIINTC, MOHOIMTIIC N Makpodarure,

BB wscicimsanst in vivo MIlo3ui npanodCeKe HOJUOMara HOTCIIMPANCTO Na HOTHCHATHS CHITICS |
Ipanciannonna cruocodioct na uudopyatonmara (vMarpiqana) PHK (mRNA) na
JIHMOOUHTHTC, KATO CHINCBPCMCHHO HHXHONPA curresa na supyenara PHK nocpeiersos see
OUIIC HCHIACIHICHH CTCHCHH 1A

1) MILIO3HTI-MCIHHPAHO BRIFOUBAIC 11 OPOTOBA KHCCIIHIIA B HOJHPHOOIOMUTIC!
2) HIIXHOMpAKIC 1d 3AaBMICTO 1A HoJHa ICnniosara kueemna kM UPHK na supvea;
3) MOJICKYJISpHA pCOPranu3anus Ha i MO TIHTC BLIPCMCEMOPATIITH 11143MCHH HaCTHIH

(intramembranc plasma particles, IMP), K0¢ro BOJH JIO HOUTH TPHKPATIIO YBCHHUCHUC 1A
IPBTHOCTTY UM,

Muosui npanodexke uuxudupa Qocdojmecrepasara na nKinanms ryanosun 37, S sonodgocdar
(cyclic 37, 57-guanosine monophosphate. cGMP) caMo 1pit BHCOKH KONIICHTPAILHI i1 Vilro U
LIPH HABA, HCBKINOYUCHHK B IIPOSBHTC LIa HMYRODAPMUAKOI0IINITC CRCKTH in vivo,




5.2  (DapMaKOKHHCTHYIIM CBOIHCTBA

ADcopbims

| [pritoken nepopaivo pH Xopa, HHOZHI HPANtOOCKe ¢¢ adcopOrpa OLp30 1 nannmo (>90%) or
CTOMAITHO-UYPCBHUS TPAKT W IpcMUIIana 8 kpbira. CLINo raka clic;1 1CPOPAIHO HPHIOKCIIHC
lIpyU MaUMyYHH o1 pojia Macacus rhesus 94-100% o HINTPABCHOZNATC CTOMHOCTH [T
koMmiouerryre na DIP | N N-jmsernnasmio-2-npotanon| v PACBA |p-ancramuioternizocena
KHCCJIMHA] CC OTKpHUBAT B YPHLIATA.

Pasipeelienue

Ce;L UPHIIAranero na ICKapCrBCHS PO IVET 3 HCIOBH KOMIBOHCH I LPH MAIINMVHI ¢
YCTAHOBCHO pajiHo0CiA3alio KOJHUCCTBO B CIC/UIHTC THKANN - 110 Pe/1a 1a HHU3X0/BHIaTa
circnupuana akrusnoct: Ondpentn, 6cim jpodone, ucepen JApod, ChLPHE, JIAK, TCCTHCH,
HAHKPECAC, MO3LK U CKCIICTIIA MYCKYJIaTypa.

bruorpanchopmalius

Clte)l HepOopICHE IPHCM A PAIMOAKTHBIO MAPKUpaHa 1034 o1 | g 03U npanodeke 1ipH xopa
YyCTAHOBCHUTE 11a3MeHn nuBa 3a DIP u PACBA ca Omnt enorrerno: 3.7 pg/ml (¢cnen 2 waca) v
94 pg/ml (cuer 1 uae). B upoyusannst BLpXy HOHOCHMOCTTA 1A 103a1d HPH XOPd HHKOBOTO
HOKQUBAHC HA HABOTO HA HTHKOMIA KHCCIMHA CIICIUHPHEMA, KATO MIPKa 3a BHCCCHHS ¢
JICKAPCTBCHUS HPOJYKT UNIO3HILL, HC € JIMICHRO 1 MOKC J(a sapupa ¢ +10% s pamgure na 1-3
qaca.

L IMMHHK palIC

| Ipy JicesHa j103a 01 4 g B yCHOBHSTA 114 PABITOBCCHO CHCTOSNINC, 24-04C0BATA CKCKPCIH B
ypuuara na PACBA v neinns ocionsen Merado e Jloctnra 10 0ko10 853% o1 upiiokenara
1038, 95% o1 yeranonenara pajiHoOAK THBHOCT B YpHITA, [ (huxan c¢ na DIP, wmsa or
nemerabossupanus DIP v nerosust N-okcm, Bpemero 3a noanycanMunpante ¢ 3,5 vaca 3a DIP
1 50 Muny e 3a PACBA. 1lpu xopata ocnosnusit merabonut na DIP ¢ N-okenjt, a o3 na
PACBA - o-anm:mnokypotn . QNHTHITC ¢ PAJIHOH3OTOIM Ca HCHONXOJHITH 1IPH XOpa, Thil KaTo
HHO3ZHHOBATA ChCTABKA CC KaTabOJMIUPA 11O 1L HA HYPHIOBOTO PUA3IPANANC JIO HHKOME
kucesnna. Clie)L HepopaiHo HpHIIOKCITHC Ha 1abIcTKa 1PH HKHBOTHH )10 0K0J10 70% o
HPHIOXKCHHS HIIO3MI MOXKC J1a OLC YCTAOBCH 10T hopMaTa 11l IHKOH Y KHCCIHIG, &
OCTATLKDLT - KATO HOPMAINHTC MCTA00 IITH KCALTHIT B XHHOKCAITTHII.

buonannuaoct/L Lo uo) kpusara (AUC)

I3 yCoBrsTa 1a pasHoBCCHO CHCTOSIHC CIONIOCTHTC B ypHuard 3a cheraskara PACBA i
neiuus Meraboltny ca >90% o1 ouakBande 3a pazrsopa. Crofnocrire 3a oneraskatra DIP o
neHnus Merabonur ca >76%. 13 msiasmara wonera nojr kpusara (AUC) ¢ >88% sa DIP u >77%
30 PACBA.

5.3  Hpeagymmmsany jrannn 3a dezonacnocy

Mnosun upanodexe Hokasna HHCHK HPOGM:T Ht TOKCHTIHOCT HPH MY ITHBAPHAITUHH LPOYUBAIIHA
BHPXY OCTPA. 11O, 10CTPA M XPOHHUTIA TOKCHHIOCT HPH MINUKH, 1LFBNOBC. KYUCTY, KOTKH 1
MaHMYHH B o34 J1o 1 500 mg/kg/;mesiio v jana naii-nuckara epeua acrasina jio3a (1.1Dsg) 3a
OCTpa TOKCHYHOCT CJIC)L HCPOPAJIIO HPUHILOKCHUE, Ha)BHIIasaimna S0-kpariio MakcuMaiata
repantestTrytia Jiosza o1 100 mg/ke/yinesno.

|.Ip[)il1:£l}KH'I'CJIIIH TOKCHKOAOTHHIIH ITPOVHBAHHS HPH MHITKH 1 ILTLXORC HC 1TORKAIBAT
KAPIIHHOT'CHICH HOTCHITHAJI.




CrratjtapTiHy Wi3cIeBating 3a MY TAUCIIOCT H /47 VIVO LIPOYUBALINS LIPH MHIITKH W ILTBXORBC, KAKTO
W in vilro Hpoy4vBaiuuy BLPXY JIMMQpOIHTHE 07 HOBCHIKA nepidepiia KPLB HC HOKABAT adepal iy
CBOMCTRA.

Isama jannu 3a nepyuaraiina TOKCHRHOCT, CMOPHOTOKCHYIIOCT, TCPATOICHIOCT MK HapyLICHA
PCHPOJIYKTURBIA (byul{lmu HPH MHITIKH, 10ILXOBC H 3aHI LPH HPOYYBAHHS C HPOJIBIKHTCHIO

[IAPCHTEPAIHO [IPUIIAIANC 1A JI03H, Ha/iBHIasai 20-kpario MakcHMamara npciopbLUHTe/na
repanesTuyia j103a 11pn xopa (100 me/ke/uerno). (8. onimo rouka 4.6),

0. ODAPMAIIEBTHYHHA JAHTHHA
6.1 ChiienK HA HOMOITHITTE BCHLCCTRI
| lapeBHYHO HUITICCTC

| Tosujon K-90

MHUKpoKpucTa:ma uejiviosa

CrreapuioBa KUCCIIMIG

Martcsudes creapar

l [pcuncrena Boa

6.2 HecnsmecTumoctn

[ [cnpusiouMo.

6.3  Cpox ua rojnocr

> I'0JINIiH.

6.4  Crennasjn yeJosist Ha ¢cnLxXpaicie
Jla ce cnxpansna 1oy 25°C

6.5 Buja 1 enjrbparanie Ha OHAKOBKATA

Mnocesa 500 mg raGiierkn ca 0cint na nwsir, ¢ npuirrapan na;uide INO, 6¢3 jiemresna uepra,
Kpnuiiy, riajiku, Onaxkosanu ca i3 nenpospaunn PVC — PVDC /7 Alu Gutnerepn, ehynpxan 10,
20, 40 nint 100 radicrku.

He BCHUKH BHIOBC OITAKOBKH MOTAT jla OB1aT 1IYCHATH B 1POJLaKGa.
0.6 Cucima v upe/tnasmg Mepict ipn i3XBbLPisIe
Hewnsnonspanust Jickapernen HPOIYKT WIIH OTIHILUIHIC MATCPHAIM 01 NCro Tpsadna J@ ¢¢
H3XBBLRIAT B CLOTBCTCTBUC ¢ MCCTHHUTC U3HCKBAIINS.

7. [IPHUTEXATEJI HA PASPEHHNEHRETO 3A YIHOTPEBLA
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8. HOMEP(A) HA PASPEHIEHHUIETO 3A YIIOTPEBLA
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