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1o [lopsuxy nposesieHHs eKCnepTH3n
peecTpallifiHux mMatepianiB Ha JliKapchKi
npenapaTy, 1o NoJAIOTLCS 1Ha JiepiKaBily
peecTpauiio (repepeecTpaiiio), a TaKoK
€KCNIEPTH3U MaTepialliB Mpo BHECEHNS
3MiH JI0 peecTpalliiiHuX MaTepianis
NpoTATOM Al peecrpauiifnoro
noceijuenns (nynkr 4, posain I'V)

3BiTH nNpo KokAiHiuHI TocaimKeN I

1. Haspa nikapcukoro npenapaty (3a
HAABHOCTI HOMEp peecTpauiiiHoro
NOCBIAtICHHS):

Cinpaiis (C1 idri6itop (ntoannu))

1) Tun nikapcbkoro npenapary,
CTOCOBHO AKOrO OYNO NPOBEIEHO UK
3411a110BaHO PEECTPALLIO

2) lMposeueiti pocnipxeHHs

CX rak C wi SIKWo Hi, o6rpyHTYBaTH

[?.. (apmakonoris:

|

1) nepsutina papmakosrHamica

Cheuianbhi papmakonoriuii aocigxenns in vivo is Cl INH (Cinpaiis) ne
nposoaunucs. Ipore o6uinpiii 3HaHHs B 06n1acTi (papMakoaMHaMitHUX
sracriBoctel inwmx npenaparis C1 INH € Takox 3acTrocosHumu 10
Cinpaiiz, i ysaranbheiio naseneli y peecrpauiiiiiomy nocbe.

2) wropuiia (apmakoannamika

JocnifkeHis cTOCOBHO BTOPHHHOT (papMaKOAHHAMIKH T1e MPOBOANINCS,
Lo BBAXKACTLCA NPWIHATHUM 3 Oraay Ha nassii snanns npo C1 INH.

3) (apmakosoris 6esnekn

C1 INH (Cinpaiis) — ue 3amiciia Tepanis enoreiiinM (epmeritom y
naiienTis 3i cnaukosum amrioneBporhunnmM Habpsakom (CAH). Ockinbin
1nopmanuui erporenni pieni C1 INH He cTBOpIOIOTh pU3UKIB BHHHKIICHHS

noGiunmx eheKTiB 3i CTOPOHK UCHTPALIIOT IHEPBOBOT CHCTEMH, ANXANLIOT
UM CepleBo-CYIMIIOT CHCTEM, AOKAIIUHI JOCNiKENI CTOCORHO
(hapmakosioriumnoi 6e3nein 1ie NPOBOANANCE, N0 BBAXKAECTLE MPHIIISTHIM
3 oy Ha nassii suauns npo CI1-INH. Jocnimwkenns tpomboreitnocti
HpeACTAICHT PaioM i3 nanejlelinm 0BroBOPEHIIsIM Y PO3/Lili TOKCHKONOT,

4) papmakopunamivii szaemonil

Cneuianbni dapmakonoriuii A0CAIMKEHIT CTOCOBHO (papMaKOAMHAMi4HOT
s3aemonii npenapatis i3 C1-INH (Cinpaiiz) ne nporoamnnrics na
MUIOCHANNX TBAPHIIAX, FPYHTYIOUHCH 11a TOMY, 1O TaKi JOC/i/pKEeH s
3arajloM € NEAONILHIAMHK JU1s GaPMAIEBTHUNNX NPEenapaTiB, ~0TpHMAaIHX
3 OpranizsMy JIONHIIN.

3. dapmakokinerhia:

) ananiruyni Meroar Ta 33iTH 1LOAO

IX1HBLOT Basigal’

PozpoGueno i saninosano ELISA pns susuaucnns gynxiionansiocri C1
INH y nnasmi iypie 3 Meroio nigkpinesns ouinkn rokcukokineriku Cl
INH (Cinpaiis) y noininiuniii rokenkonoriuniii nporpami (DDO010).

Joparkoso 6yii0 pospobiicho Ta BanifioBalio nariskiiskicunii ananis as

|




BU3HAYEHNSA JNOACLKHX alTUTin npoti imynornobyniny moannu Cl INH y
[IA3MI LILYPiB, SIKKH BMKOPHCTOBYBABCS JUIS NiAKPINICHIS AOCHIDKEHS
TOKCHUIIOCTi Ta TOKCHKOKIHETHKH NPH NOBTOPHHX BBEACINIAX BIPOAOBIN
14 anis (DDOO11).

2) abcopbutis

Dapmakokineruxa C1 INH 6yna reraniosnena y xoai gocnijpiens
TOKCHYHOCTI Y 1LypiB, ki otpumyBanu Tepaniio Cl INH (Ciupaiiz) y
nosax 20, 100 i 400 On/kr (DD0004). IMicas BuyTpimnbosenioro
BBe/elNs oAnict 1031 Jis npenapaty, 1k sigoGpadeiio nyomeio nij
KkpuBoio 3uavens "Konnenrpauis B nnasmi-uac" (AUC,,y), 36inbuiysanacs
nponopuiiino posi. Hafsuuwi suauenis AUCyg 6ynn gocariyti nicis
seesicHns 400 Op/xr, i six pesynuraT — 3naueinis 83452 i 75378
MOA-roa/mMn y ulypiB uonoBivof Ta xiHouoi crari Bianosinno. Kinniernii
nepioa nanissusenenns C1 INI koangases sin 6,5 no 8,5 roann. He 6yno
BHSBJCHO 3HAUNNX BiAMINIIOCTCH, ITOB'SI3a11MX 31 CTATTIO, Y CHCTCMHOMY
sactocysalini Cl INH, nakonnuensi, knipenci iiasmu ta o6’ emi
posnoniny CI INH,

3) posnoain

Cneuianbhi pocnimpients 3 Busnauenns posnoainy C1 INH (Cinpaiis) ne
nposoaravcs. Oanax, BpaxoByIOUuW Jati ZOCHiKENb TOKCHUHOCTI nicns
0J1HOPA3OBOro Ta NOBTOPHOIO BBEAEHHS Y IYpiB, 6yno npuiinaro
BBIICATH, (110 MAKCUMAIbII PIBHI KOULEHTPaLLT B Nna3Mi BiAnoBinaloTs
BUMIpANifi konuenTpauil BBeacIOf 1031 Ta 06'eMy KpOBi, 1110 BKasye 11a Te,
1o posnoain npenapatis C1 INH ginbysaernes B ocHoRioMy 8 Kpobi.

|

[4) meraGoniam

5) exckpeuis

Ak enporernmii 6inox nnasmn moamm, C1 INH ne ninnaernes
merabosiamy unToxpomom P450. He npoBoawiIocs skomux JOCHiuKel
merabonismy uM ekckpellii Hi B yMoBax in vitro, ui in vivo, ockinbiu
ouikysala nociiaoniicTs meraGoniamy raironporeiny BinGynaerses
BHACJLIOK PO3MA/Y 112 MaJI 1CNITHAKN TA OKPEMi aMillOKMCAOTH,

———

6) dapmakoxinernuni szacmonii

He npoBoanoCcs KoIMX CretlianbiMX JOCTiBKENb 100
(papmaroxineTuunoi s3aemoniit C1 INH (Cinpaiis).

(Jokstiniuni)

7) i (papmaxorineTHyIi focsiprenns

He nposopmnocs »oanux inmmx papmakokinetuunux gochimkeits iz C|
INH (Cinpaiis).

[d_.'l‘m(cn KoJioris:

1) Toxcuunicrs pazopoi no3u

Toxenunictis C1 INH (Cinpaiiz) 6yna Buanaucna y ©onoBiunx i xitounx
ocobnn urypis ninit Cnper-Zloyni B8 xoni asogasnoro (omiokparne i
nosTopite BeeAes) gocnimienns (DD0004). V (asi oxnokpatiioro
BBeieHHs typam soauirt Cl NI (Cunpaiiz) y aosi 0, 20, 100 i 400
On/kr B/p. He cniocTepiranocs ni kiiniunmux o3uak, ni BiAKBY 1a Macy
TiNa, CIOXHBAHHA DKI, NOKa3HUKK reMaro/iorii un 6ioximit. He BHgsieno
PKOUINX PE3YJILTATIB PO3THILY UM BIUIUBY 114 MAcy Oprafis, sici 6

BBAXKANKCA NoB'a3aiinmi 3 eejdchnsM Cl INH (Cinpaiis).




2) TokecuuticTs npr NOBTOPHNX
BBELEHIINX

Y (asi norropnux seeaeis gocnimkerns (DDO004) y mypin
sacrocosysain Cl INH (Cinpaiiz) y nosi ua omiie sseaetnts 400
Oun/xr/nens B/B nporsrom 7 puis. Sk i B dasi omiokpariioro seeaenns, Cl
INH (Cinpaiis) nope nepetiocnses rpu nosTopiioMy HI0ACHIIOMY
BREJEHI,

Y xoni 14-gennoro pocnipkenns tokenunocti (DD0002), mo sianosizae
siMoram GLP, mypu yonosiuoi Ta xkinouoi crari orpumysasn C1 INH
(Ciupaiiz) oann pas 1a nene y nosi 0, 20, 100 a6o 400 On/xr/nenn 8/8. He
BHSIBIIEHO CMEPTHOCTI, nopyuieHs 1iabopy Bary Tina, cioxuBaiiis pKi,
NOKa3HHKIB OPTAILMOCKONIT YK 3arajibHOr0 aHai3y ceyi, Nos’a3anux 3
repanicio. Ha remarosioriuni nokasunku (remornogiii, epuTpoLmTH,
reMaToKpHT, cepeitiii BMicT remornobiity B epuTpoLTi, cepetis
KonuenTpaitis remorsiobily B epurpouuTapniii Maci, Tpom6oITH,
perukynounTh, neiitpodinn, eosnnodinu, 6asodini, GpiGpunoren, I i
AUTY) nosn o 400 On/kr npn 0AHOKPATIIOMY HH NOBTOPIIHX BREACHIAX
tie Brmsany. Piscnb neiikonurie, 3okpema niM(GOUWHTIB | MOHOIHTIB,
CTATHCTHUNO MiABKHIIYBARCS Ha 15 fenib y ocobun xinouol crati npu Beix
JLO3YBAINIAX 1TOPIBHANIO i3 TBAPHHAMH 3 TPYNH KOHTPOIO PO3UMIIIIKOM,
Takwnii eexr 1e cnocrepirases B 0coGui HosioBiuoi crati i e 6ys
JI0303A1CKHUM.

le Gyno BUABIICIIO TOKCHKONONIUIO 31AaUYHIMX 3Mill IKOIONO i3
nokasnukis 6ioXiMiT NpK 0AHOKPATHOMY UM MOBTOPHIX BBEACHIIAX.

3uaurie 36inbenns Bijtocior MacH cenesiingm cnocrepiranocs B ocoGui
ofox crateii npu nozysanni 400 Op/kr. Hesnaune 36inbuienns simoctot
MAacK JIereliB crnocTepiraliocs pH TOMy  fosysaHiti. [ToMiTii sanaibii
IMITH B IeresiX § rineprpodis repMilaTiBHIX 1EUTPiR ceesilikm
criocrepiranucs npu nosyeanni 400 Op/kr.

Jlososanesxna nosutusiia peakitis na 1gG ra anrn-C1 INH cnocrepiranacs
y GinbiuocTi Teapun. Biamiueno nozutusny tenpenuilo y sianositi na
anrru-C1 INH B 3anexaiocti gin fo3n. Lii pesynsratu e 6ynu
HEOUIKYBANNUMH, BPAXOBYIOMH BHJIOBY BIMilTNICTD M0JCLKOrO Gilica, 110
BBOAHBCS utypam. Xoua Oyni BUSBNCHI FICTONATONOr I 3MITIM 8 NErelsX

| cenesinni npyu nosTopiomy toueHnomy sseaernii C1 INH (Cinpaiiz)
ypam sripoaosic 14 anie, ui edekrin Gyau nesuaunMu, a 1xis
TOKCIIKONOTIUIIA 31auyILicts 6ya HEOAN0311aUIoI0, MAKCHMAJIBIIOIO

tierokch4iioio n03010 (NOAEL) 6ysio sanpononosario 400 On/r.

3) Fenorokeurnicrn:
in vitro

in vivo (BIUIOYAI0UH JOKATKOBY OLiHKY
TOKCHKOKIHETHKH)

He Gyno nposeacto ocstiprelin reloToKCHIIOCT, 0cKkiiLKki
majioiimosipno, o C1 INH 6esnocepennno szaemoaie 3 JIHK uu inmum
XPOMOCOMIINM MATCPIasoM, 3rifl0 3 YHHITHMH HACTAIIOBAMH,
scsitneamn B ICH S6(R 1) (Mbkuapoana pasa 3 yaropkelns rexuiuimx
BHMOP 210 (haPMANEBTHYIIMX ITPENapaTiB JUIst JIOACLKOIO BHKOpIICTalNS).

—
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|,-‘ LOBIrOCTpOkon i Jloci i,[l)l(e His

KOPOTKOCTPOKORBI rocnimpkenis abo
JOCIHIIDKENNS cepejiiibol TPHBAIOCTI

JlU,’lil'!'I(U_I_ii A0CH iJ.l)l(ellHﬂ I

3rizno 3 ICH S6(R 1) pociripkeriis KanueporeiniocTi 1e 1posoanimcs,
BPAXOBYIOUH TC, L0 TAKI KOCHIRKEHITIA 3aTAI0M € HEAONIALITMMT JUTS
(bapmanesTHUHIX NPenaparis, ~OTPUMAITHX 3 IIA3MH JUOAMITH.

5) Tokenuna jiia na penpoaykrusity

(PYHRIUIO | BHYTPINIILOYTPOB NI
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BUAWB 1A (EPTHABLIICTD | paliniii
emOpionaibHHii po3BUTOK

Jlocnimxeinist 3 C1 INH (Cinpaiis) ne nposoaunucs.

embpioTokcuunicrs,

Y xoai nocnimkenns em6pioderannioi rokcnunocti (DDO003), o
sinnosinae umoram GLP, uyypu otpumysanu Cl INH (Cinpaiis) & 103i 0,
20, 100 i 400 Op/xcr/neun. TRapuiam BBOIMIM 403y NpenapaTy
BHYTPIINLOBENNO, NOUMIIAIONHU 3 6 ang rectauii (M) no 17 T, i
nposounii egranasiio na 20 JII%, npu usoMy peectpyBasiu crad KOMHOT 3
iMotanTaitiii. Cxoxi pesyasrari Gyam otpuMani B Xo/i K Q0 imKeHIs 3
nindopy Jianasony J103, Tak i miACcyMKoBOro gochijpkents. [Tporarom
nepiojty Jikysas He Gy)0 OTPHMAHO KOMIMX KAINIUIMX CrocTepeNell,
400 pesysbTaTiB POITHILY, AKi 6 BBAXKANMCS NMOB'A3ANHMH 3 JIIKYBaHIIAM.
Cepenniii npupict maci Tina i cnoxunaanHs dici 6y oJIHAKOBUMN B YCix
rpyrax. Hoxasiuku nepebiry saritiocti Gyin oIaKOBHMH B YCIX rpynax.
BB ymoBax nincymxosoro pocsipkeins poza 400 Oa/kr/nens 6yna
Br3lIaveHa, Ik MakCHMaIIbIO 1IETOKCHUIIA ]103a CTOCOBHO BIUIMBY I1a

npenaTanbla i nocriaraibla
TOKCHUHICTD

Jlocnipkerms 3 CLINH (Ciitpaiiz) ne nposoumnucs.

Jlocniypieniis, B akux npenapat
BROJIITLCS NOTOMCTRY (He3pifnm
TBAPKHHAM), i/abo nocaimkens
HOBFOTPHBAIINX eeKTiR

Jocnipxenns 3 Cl INH (Cinpaiiz) e npopoannucs,

O) MicHeBa NepeiocHMIcTI,

Miciiesa nepenocumicTs oitimosanacs y 10cnipkenisx TokcHuiocT. B
oAl ocnipke, DDO002 ta DDO004 3 rictonaronoriuiot Toukn 3opy
ouitmosascs srne C1-INH (Cinpaiis) na cyauum y miciti seesenns y
XRBOCTOBY BCHY, i Oy/10 BCTatORICIO A06PY NEPEHOCHMICTS.
Crocrepiranues nesii nojpasnioBasbiti edekry, npoTe Le Mo
MOACIHHTH BBEACHIAM JIoACKKOro Binka mypam. Binbie Toro, € nocrynni
KNiniuni gani, SKi ASMONCTPYIOT! 1U3LKY UaCTOTY BHHHKIEHNS MiCLICBHX
peakiii,

l?) JIOUATKOBI JIOCHIIKEN IS TOKCUYHOCTI:

anrTurennicT, (yrsopenis anrHrin

tie cnpamoBani npori nenacrepizoBaioro 6iky Cl INH,

Jlociiipenia iMynoretnocTi B KpostHkis 3 BUKOPHCTaHIIM NOHEPE/IbOro
nokostinna npenapaty C1 INH (C1 esterasechemmer-high purity [C] INH-
HP]) noxasano, o nacrepusaitis 11in yac npouecy BupoGHUILTEA 11e
BNAKMBAA HA YTBOPEliNs 1icoenitonis na Monekysi 6iaka Cl INI
(DD000S). B ofox rpynax imynizosaiix kposuxis sinosias y surasai
yrsopernst atu-C1 INH 6yna susirnena uepes oaunii Txuctis nicas
o/wiopasosoi imynisauii. Hactynnuiii aeransimii ananis nopirusins
lenacreprsosanoro npomixinoro npenaparty Cl INH i kinnesoro
facrepusorarioro npenapaty Cl INII ne Buagus xoanmx anrmuria, sxi
Oysmn 6 cnetmditio cnpamorani npori nacrepuzonanoro Ginky C1 INI1 i




liMyllOTOKCHllI liCTh

[,uocni_mlceuml Mexanismis ail

‘M CIMKAMEIITO3HA 3aNIeXKHICTL
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TOKCHUIICT, MeTaboniTip

TOKCHUHICTL AOMILIOK

Hocanimxenns 3 C1 INH (Cinpaiis) ne nposoguscs.

e

[penapar C1 INH-HP pocaikysases na npeamer norenuiiinoi
TpomMboreocTi B ymosax sk in vitro, Tak i in vivo (DD0007).
Jlochimienns in vitro noxasanu, mo npenapar C1 INH-HP e mictuts
(hakTOpiB 3rOpTAHHS KPOBI, 3a€XHHX Bil AKTMBOBANOTO BiTaminy K-, ski,
SIK BBAXAETHCS, € NPUUNHOIO TpoMOorennx nobiunux edekris. B xoni
lochipkenis rpomboreniocti in-vivo (tect Becnepa) Takox i3
npenaparom C1 INH-HP tpomGoreniuii nopir 6yno sussiacno npu
BACTOCYBANIN 103, BHukx nivk 200 Op/kr.

B ocraimix pocniprenHsax ToKCHIIIOCTI 1a ypax He cnoctepiranocs
o3naK, AKi 6 Brkasysanu na noTeiuiiiyy TpomGoreinicTs, npy
3acrocysanti 103 1o 400 On/kr/pent C1 INH (Cinpaiis) nporsrom 4 anis
(DD0002).

Taknm unnom seaxkaeTsesl, two rpomboreni cdiekTi npu 3acTocyBani
npenapary 8 Mex<ax npHIfHATOro KNiNivHoro no3ysannis e
MaJIOHMOBIpIHMH.

JlocatipKkens

5. Bucuosiky mono nokniniuporo

Crietiansii papmakonoriani joesimkenns in vivo i3 npenaparos Cinpaiis
He nposofnnvcs. Tum e menne, oSuupni suanng s o6aacri
(apmakonnamMivnnx BracTHBOCTEH X npenaparie Cl1 INH rakox
MOy T 3acTocosysatiiea o Cinpaiis i ysaranuieno naseaeni y
peecTpantiiinonmy jlocke,

Papmakokinerika C1 INH Gyna seranonnena y Xoi jocnivkein
TOKCHMIOCT Y HYPiB, ki OTPUMYBaiM Tepanilo npenaparon Cinpaiis y
nozax 20, 1001400 Op/kr. iens snyrpinnmonsennoro gseacins ojuict
JLO3H s npenapary, sk Bo0paKkeno miomeio nia KPHEOIO 3HAYCH L
"Koienrpantis s nuaami-uac" (AUClast), s6imsuysanacs nponopitiiino
nosi. Haiisnumi snavenns AUClast Gynm pocariyri nicis sseacnns 400

O/, i s pesynirar — snavenng 83452 i 75378 mOn-ron/mn y iypin
4ostoBiuoi Ta xkinouoi crari sipnosinno. Kinuesuii nepion
nanissuseaenns C1INH kosnnanes sin 6,5 10 8,5 rojn.

Pesynwrari rocnizacennn rokeuunoceri npn GOPA3OBOMY | HOBTOPIIX
BREJICITHAX Y Illypii! He BHsgBrIn Hebesnevnix HOKABHIKIB B MEKax
J.I,OCJIE,!DI()’BEIIIUI'O ill'l'{.‘,pB{m}’ AOBYBAHI, MAKCHMAILIO HETOKCHMITON
103010 (NOAEL) npuiinsro jozy 400 On/kr,

Hpenapar C1INE ocnijukysases ta npeaser penpoiyksioi
TOKCHUIOCTI, Micuesol nepetioenmoceti ta rpomGorennoeri, i Oy
BU3HAINT, SK TAKNT, 1110 HEMAE BHPAKENOT TOKCH IO, Jlocsizprerns
INYHOTOKCHUHOCTT HE BHSIBIIN JLOJIATKOBOT iMY1IOFEHIOCT B nopisusnii 3
Henacrepuzopatiny C|INH.

o6 najarn opicirrosii Meski srugy 1a Qynxiionanuiy akrnsiic

HEPIojL Midg JOCADKCHISMI 12 Ly pax Ta Kinitidimnm jlosysaiiam, Gynn




BUKOPHCTalIi Aalli BIVIMBY Npenapary i3 KniHiunoro AocnimKenHs 3
npenapatom Cinpaiis, ke 6yno nposeuete 3a yuactio nawientis i3 CAH,
y skux 3actocosysanu no3y 1000 On s/s npenapaty Cunpaiis. B
Kniniuomy pocnimxenns (LEVP 2006-5) -6asosmii koperosaimnii
cepeaniit nokasnnk AUC,y cknapas 24,5 On -rop/mn. Y utypis pisni
(ynkuionanshoi akTHBHOCTI uepes 14-muis nikysannsa y 1o3i 400 Op/kr
C1 INH (Cunpaiis) sianoigasnu cepenrbomy nokasimky AUCq 107,4 i
94,6 On-ron/mn y uypis 10s10Biuo71 i xilouol crari Bignosino.
Bpaxosyioun ui kniniuni naui apmaxokinernkn, nosa C1 INH (Cinpaiis)
400 Opn/xr/nens y ypis cknanac npr6IN3HO 4-KpaTHy MEXy OUiKyBaHOro
Kniniunoro sy y nauienris is CAH npu omiopasosiii aosi 1000
On/ocoby. Buxonsun 3 103K, pesynbTaTH HOCHIHKEND TOKCHUIIOCTI HE
BUABKIIN NeGe3neunnX NoKasuKiB Npu BUKOPHCTAHHI 103, SIKi
NEPEeBRILYIOTL PEKOMENILoBaIlY s Jioaeii /103y 10 28 pasis (sxka cknanae
1000 MO), npu pospaxyiiky Ha cepejio Macy Tina gopocioi mopHim 70
K. TakHM KoM, i3 11ABEACIIHX OKNTHIYIHX AATIHX 1IE BHIIMKAE IKOJHHX
3atieniokoetn 1oao desnekn snikopuctanns Cl INH (Ciupaiis) y
BH31AYEHHX MeXaX J03yBalIs.

3asBHUK (BIACHHK ———
peectpalliiiiioro
NOCBiYEHHsT)

_ Pieter Huyghe

(ninnnc)

(IM’s Ta npizuuiil-(_:-)
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2o 1lopsucy npotesering exenepruau
peecTpaniiiinx marepianin ia sikapciki
HpENApaTH, 110 HOJIOTHLEY 118 JIepXKaRny
pecerpanilo (1iepepeecTpattiio), a Takoxk
CKCHCPTHIN MaTepianiB 1IPO BHECenHs 3min 1o
pecerpaniiinnx Marepianis nporarom i
pecerpaniiinore nocsijpiennsa (nynier 4, pospin
V)

3siT npo wainivne sunpoGynanns

I. Hassa nikapenkoro npenapary (3a nassnocti = . A

‘ ap e penap y (3a e Cinpaiis (CI inri6itop (nouumn))
Homep pecerrpantiinoro nocsiguemis):

2. 3aasnnk
3. Bupobimk

4. Hposeseni poenijprenns: - X Tax ni ko ni, 06rpyrrynary

I} tin sikapenkoro npenapaty, crocosio skoro  Biosoritnuii: inri6irop Cl-cerepasn [monciicnii]
Gyno nposejieno un sanuanosaio peecTpanito (CHNI-n1)
5. Homna nassa ainivioro suipoGyranns, koa

- . LEVP 2005-1/1acriia A
KITTHOTO BHOPOSYBanY

6. Wusa kiiniunoro sunpoGysainia ®asa 3, patomizonaiie, noagiiitic caine, niancGo-
KOITPONLOBANC BUIPOBY BaNI1Is

7. Hepion nposesennis kinivmoro BHNPOOYRata Jlata nouarky jocniprkenns: uepsens 2005 poky
Pesyanraru sucpuie najani: 17 Gepesun 2010 poky
Pesyanrati siepine ouyGaikonani: 2 uepsiis 2010 poky

8. Kpainu, jic nposogunocs kniniune

Cronyucii Nlvara
BHNPOOYBAINILA

9. Kinkicrs pocipicynarmx 83 cyb'cicrn 3 CAIL--- 71 panjyomizosani sa Ipynamu
(36 Cinpaiis, 35 nnaueo); 12 nume Y BilKpHTOMY

BHIPOGYBaANN

10. Ocnosna mera i Bropunni iini kniviukoro Leanexa 1 eekrunnicrs nicysanns rOCTpUX 1ana)in
BunpoOysats CALL
I Jlsasin kininiunoro BHpodyBatiig Postopin: Panjiomisoranuii

Mojieanb Brpysiaims: Metogt napasesnsimux 1pyn
Mackynain: | losithie (yuacink, JocHiunuK)
Ocuosta mera: Jlikysanns

12, Ocnorui kpurepit srumoneis Cy6'eicru sijuionipam kpwrepism sionoueins y
Jocaifuenna, Ko y uux 6yn HiATBEPJKENIN Aiarios
CAH 3 o3nakamu nusLx0ro pisna C4 Ta 260 1H3bKOrO
pirnst anrureny C1INHCT INTLL nuankoro
dymenionannnoro pisng C1INICH IND L a6o
nijrreepskenioro CAlL 1o smondicac myrauio C1
INHCTINIL ra sikom > 6 poxis., Kpuiepinmm
tewignotenns Oyinn: nusnkiii pisen, Cly; nassnicrn,



13, Jloesijekysanuii nikapebicnii npenapar,
cuoci6 sacrocysaig, cuaa uii

L1 Hpenapat nopinnsins, posa, ciiocié
TCTOCYBALLIS. crna it

I5. Cynyrms repanis
16. Kpirrepii oninen eexrunuocri

anamuiesi B-iniTHINoro oskicioro noroy rRopeIin:
nasnicth awrnria o C1 INHCI INH: nassuicrs, s
anamiiesi anepriunoi peaxuii na C1 INHCI INI1 afo
inun npojyicry kposi/niasmu; sariviicts, HaPKOTHYNA
BANCAHICTD, JACTOCYBANNS HAPKOTHUITHX ALANBICIHKI B
HPOTArOM 7 I )10 Banapy. lporsirom YOTHPBLOX I'OJAII
3 MOMCIITY HOSIBH "BH3IAYANLIONO CHMIrTOMY"
roerporo nosmipnoro abo saxkoro nanany CAll i
obuacti smunora (3 Goaem n o), obnnuus (6es
YPAKCHNS Xanbinax llIJl)IXiB) abo JOBHIUNIIX CTATCRHX
opranin (2 Habpsicom Momonc abo BYILEBH) -- cyb'ekr
nosien 0y 1poittH HoILINY ONiuKy 100
BIWOBUIOCTT KPHTCPISIM PAtOMIZaLLIT,

Biosioriviniiz inribirop Cl-cerepasu [moncnkmii
(CTINEE-n D). 1000 ojunmus (OJ) CHNI-n{ s
BUYTPIlILOBENNOrO (B/B) BReACIIA. Y pasi sijcyhiocri

'Gym. SIKOT BIAIOBIAT Ha sikysanis uepes 60 Xsri

e Hepioro Beejcs, Moxita Gyno Bsectu npyry
w3y s kinskocti 1000 OJ1.

Havebo (disiosorinnmil posunn), Bijtosixie nnaieto
(isionorivinii posumin) ssoyun p/s. Y pasi
BijicyTiHoc Tt Gy i-nKkoT Bijonini na niicynannst uepes 60
XBIJIMIL ICIS 1ICPHIOTO BBEACINS, MO OyJ0 nrecTH
Apyry Josy nnanebo (pisionoritioro posunny).

Hicns indysit noenijocysanoro upenapary cyb'cicrn
HPOBOAMAN QUITKY THIKKOCT CROI'O "BIAHS LGN
CHUMITTOMY" KO |S XBistin nporrsirom 4 ropmn abo
JOTIOKN HE BHHAKAJIO ICTOTIE HOJACIIUCHI CHMIITOMIB,
:mlmpm rosyiotn nacrynny uicuy: "Bijcyiii i=l|l’]i i
partie", "Iluuymm 3apas, ade ipuey raiii panime",
“Hpueyruiii. nosi conrronn™. "Hpueyriii. nor ipret
CHMITTOMIR .li'n 1w cami® i "Hpoeyriii, nokpaierins
cunmirroMin®, [posejienns rakor oty
BHKOPHCTOBYBANOCS JUIS BU3NAUCHNS MACY /IO 1101aTKY
HACTALIBL SRNOTO NOSICTINCHIS (Hepuiina Kinnesa
TOUKA CPerTHRIOETT), IO BHIIAYACTLE 1 Hepime 3 3
HOCHIOBIHX HOBiAOMICHL NPo a0 " ||p||cynnn
HORPIIIE D CHMIrTomin®, abo "sijgcyriii supas, e
npucy T paninie”, aGo "sincy il 3apas i panime", uw
uuum,pma‘w Qaer icrornoro nonermenns.
Bropunni kinnesi rouku edercrusiocTi smouani:
= BIRCOTOK CYB'eIcTin i3 uacoM HacTalma asioro
HOHCTIHCHISE BHSQUAMIBIONO CHMITTONY
BHPOJORK 4 1ot nicas nouarcororo
PAIIOMIOBANOIO NiKyBAINS;
= HAC 10 HOBIOIO pospitIes nalaLy
(pecerpycrues nij vac 3-pemioro
CHOCTCPCHCINA B 1CCPOINIOMY PeKIMi):
- R pikysams na piscin, CL NI
KoatonenTy CA konuiemenry (uis. nacriny
BK pospiny "HoGivni peaknii™).



17, Kprrepit oninkit 6eanekn

8. Crarucrimi merojn

19. Jlemorpadpivinti nokasnmnku rocsipkysanot
Honyusit (Crath, Bilk, paca Touo)

Joparkoni ananizu 6ynu nposcaeni mojo:

= OIHIKH THTCHCHBUOCT CHMITTOAY Gommo
JOHOMOTOIO BISYAILHOT 41AN0TORAT 1TKAIIM
(VAS).

= rocniTamizaiy nicist NiKysanns 3a JINnoMoroo
Cinpaiis npu siapunrcansinx nanagax:

- BHKOPHCTANNS pesepuiol Tepanii (nanpukna,
Cinpaiis i naporonni sacoGir).

Jlani npo wac 20 nacranng 0ol nopismosanucs Min
IPYUAMM HIKYBAITI 32 JIOHOMOTOIO MOJICHI
nponopuiiino’ perpecii pusukis (PHR), o snousae
akropn "nikysanus" i "sMeurnmi nenp”, Eeren
NKYBANIS ONUCYBAIHCH 30 JIOHOMOIOIO BIUIONICHNY
PH3NIKIB, 1110 BIJIOUAC BUWIOBIIMI 95%-1ii jl0sipUnii
irrepuan. Mepiia uacy 1o nacrans o ra i 95%
JORIPIIH DETCpBII POIPAXOBYBAIMCH 30 JIOHOMOTOIO
oninkn Kannana-Meepa. Pesynsrari oninkn Kannana-
Mecpa Syan upeacrasacni rpadivno. Bewnepepsui a6o
HOPAJIKOBE NN NOPIBIIOBAIMCH MK METOJEMH

Ay BaIs 33 jonomororo abo auenepeifinoro anaisy
(ANOVA), o sionouac nikysantist i mejuriii uerrp,
abo kpurepito cymu panris Binkokeona. s
HOPIBUANINA IPYIN NIKYBAHIA 38 KATCrOPiaiLI 1M i
SMETIMAIH BHKOPUCTOBYBABCA KpyTepilt Koxpatta-
Mawrensi-lcusens (CMIE, crparudikosaimii i 3
HCI'TPON,

Jlojaricoso o naGopy pannx e i
npistauctoro wrpydam (1) 6ys sisnavcnnii na6ip
JAHHX CRCICTHBIOCTT. 1IN0 BHIGHONAE TPLOX LAICITIR,
SKI PETPOCHEKTHRNG Bysur onineni sk rki. 1 kKoro ne
Gyno "ictimmare™ wanay CALL Hepsinia kinnesa
rouka Oysa upoananizorana n naGopax ganux i 17, i
ctpekiuBOCT, B 1O vae sk G, ananisis
RTOPIINIOT KINEBOT TOMKIN HPOROULIICA HE NE OCTIOB
rabapy jannx I7T, o na ocnosi naGopy s

eert nBnoCT.

Jom anautisy nepruinol kinesor rouki ediercrimioct
cyG'cieri, i nulitnm 3 ocaikenng abo orpisin
repaniio pesepry, Gynu ieirsyponaini n Mosmerrr
BHXOJY/OTPHMANIS Tepanii pescpry. a cyB'ckTH. B SIKHX
1 DACTANIO ARIATO HONCIIICHIN IPOTHION 4 1oL,
Gy nensyporani vepes 4 rogunn.

Hlo erocyernes iy, cravi ra spocry, oGuusi rpyiu
nikysaits Gynn sGananconani. Hlo crocycrnen macrs
Tina, ey0'cicri, paujoMizoBani s rpyny sactocyranis
Crnpaiis, Mmaun aento Siasimy Macy tina, niwk mticin u,
patoMisoBan B rpyny nnaneGo (Mepinna mac e
Cripaiis 78,5 ki, numebo 69,6 k).



Tabmua 1: Jlemorpadini noxasiuiu (nabip naunx 171 aocaizpreins 1LEVP 2005-1/Yacriana A)

Hemackonannii
Cinpaiiy Haaneo CHNI-nf 1)

Suinna Crave rennii wpaMep (N=36) (N:-:35) {(N-12)

Bik pokin il 36 o 35 I 12 N
Lc_p:);u e | 36,8 Y 36.3
(‘rauur'.lp'muui;l:n;cmm R I:l_(rﬂ_ IR..’}(x _ 1902
Metism 365 Y R Y
mnnnmn I (775_ T 961 9-73

Crarn, 1 (") Hostonin 9 ('.';.5.()) 7(20.00 6 (50.0
Wivown 27(15.0) 20 (80.0) 6(50.0)

Lrnine |mx(.1-,luuc_|||;;|- rlg;t;}-l_CT'ﬂllllll.IT'H (_IEWW"_‘_a(‘)TII). . 32.(61..4_) N ;(%ﬁ()_]

n (%o} pacne
Hpercrmmn nepoii | 1@8 | 1ee | 2167
pac/adipoasiepukaimi
IL‘I;;I.I.IIlI:/JH.I‘;ml-.;mimi_ 1 l'(.TJi_)_ N ‘;7:7.) o l.-(g..")
T S I i 0
|I-I.Jliill-llll./h‘0_|\illlli;;_lp(;,;;l_l_ ! e T T N 0
Ansckn
k.lll)il.ll_li 'PINIIII_'L'Jli‘l‘illTal‘l"il‘.“l‘.‘l\‘_H;I N 0 - _() o _() -
ocrpasiniapo
Tnsookcieninx ocrposin
hoi 0 ] )

Mactvim, w 1 I s | W | 12
Cepesn muu:lmx I S(MT) B 77.().;’ - - -7?;.53
("I“‘III-JlinlIIl.'-Iii_.‘l.\l-l-J;:IIII)I e 27955 :’_7“]_()_'4 i .:‘(-).3-23
N T s 960 — Tilkien
Jisirsonn ' 24,5 1496 5261492 | 3491588

picnen |y o e s | B T
(L'-PC.-’II_II 'J]_I.'-IEI-JIIH S -_TﬁiTZQF i il _I;;7,0'I__' 1 160,83
("lllll)lll;)‘l"llc ll}/LTII‘J_I_CTII)I_m_ — _I:I‘(T()‘)_ 1 (I T():v(:()-__ o T(r-.(n(;?j .
f\lu-'li'.m;u - i i(i().l(; I I.\:(‘).‘IT—“_-” a I()I\_UG-—_

| Ao | ner-ms 7.3-2007 | 1283- 1908
JURepeno manms: o i e e 112 oo G p jo by
2. Pesyanrara edecrnsnoeti Comnie onopie jocniokenis 1LIEVP 2005-1/A, mo

HTBEPAAKYC nIOKa3AINA s JURYBAUNS FOCTPHX
vanapin CAlLL NPOACMONCTPYBLIO PESYNLTATH, AKI ¢
CTTHETInO neoAnesma s ws nadopy namns 101
(P O0.048). npore Ginar sickpani juim HABopPy Janux
ederruiocri (p=0,017). Y IWLOMY JloCiprenni
BACTOCOBYBABCS PCACHM (PIKCOBAIOT N0 B K NLKOCT]
1000 OJ1 (uesanewito sij macn rina). Ha nijerasi i
CHATHCTHINRO CHAOKNN pesvinrarax ra neobxiunocti
CTOCYBIN HOBTOPHOT 1osi uepes 60 xrunn i
HOJRUIBIIONO NIKYBAING PESCPBY NPCHApaTOM Cinpaiis
uepes A ronnnn y 67% i 42% cy6'exrin BIJUIOBI N0,
Kowmiter s ikapenicnx upenaparis s sesunmioro
scrocysating (CHMP) nocerasis nin cymnis
AOUABIICTL 3anpononosanoro PCIKRIMY NO3YBANIA.
BORPEM Y TRUGCTIETE 3 BGRKIMI R,

Ouinca poarcosux jamx OK ne mismsina ool



KOpessutT s napasierpamn MK i sac rocosysiniomo
JOSOL0, HOPAMANIBOBANMIO IO MacH T, 3rian0 3
JAITHMH, OTPHMAHMMH B X0 pochijpkenns LEVP 2005-
I/Macrina A e 650 BASBACIIO KOANOT KOPEHS T Mk
NO3010/KI | uaconm )0 aB10I0 pospitmenns nanajly CALl,
IO NO3BOAAC HPRUIYCTHTH, DO KHILKICTE BREACHOIO
inribiropa C1 6e3nocepe/inso ne RINBAC 1 HOUTOK
pospinicuns nanapy. CHijsasnauwrs, wio i siaucins
HaCy A0 HACTANUA HOACIIICHIS, S1c CTanoRNSTL Gilbine
OJUIET FOJMIM, NPOACMOICTPOBALIT 11 OCHOBI 3MilHAIHX
cyO'errin, sci orprMaiin oy abo jsi okpemi 031, i
TOALY BEDKKO HJUKNOTLES TIrreprperanii. 1lpore

BLACY (IC T OPEUT Cinrm, ma kopiern erpareriy
HPOCTOTO peaRimy 3 PIKCORAIDIO 03010 HCBICHKID Bij
MaCH T,

Takum aunon, Takoex Gepyui 0 ysar, mo

JACTOCY BN 3HUPOHONOBANOT JI03H HEMONCTPYC
Kainiuny edietusirierns. peskin fikcosanoi no Gyn
g CHIMP s nprdinsrrnnii, e sonarkoso
NIJUTREPJUKYCTHE JOKAZAM I TOI'0, 1O JOCAITICH1
iesnoi kounewrpanit C1INH e sasxgwm neobxiie 3
MeTolo 3anobiraiis abo nikysaims nanapis CAll,

21 Pesyssraren Gesnenn Onikycrnest, wo inri6ivop C1upi upssiaveini » skocri
HAMICHOT Tepaliil fie NPOJIEMONCTPYE HECHPH FIMBO IO
Npoiuno Gesneri, KPIM BOMIS 1oTCHTinx
NpoGACM, HOB'SHINX 3 BY/AL-9KHM LPCIAPITOA-
HOXTU N Kpont, ta moacansnx P, shacrisns jus
Oysn-skoro C1INLL a came inynorennoceri i
pomGorennocri,

22 Buenosox Hlastisni s apo ederiminic n, o npisiasicins
nikysmms narain CALL orpinvani s pesynnrari
QHOPUOIO JLOCHTERCITIL JIEMONCTPYIOTL HEQJUIO3HATIY
nocroripiictn, Hpore, Gepyun 2o yuary rakow
JOJETKOBE HITREPIBICAINS 3 GOKY NOAAILUIIX Auatisin,
icHye JIOCTaTino pokasis edekrusnocti. Biauacrnes.
HLO SAFAITHIT BHEHOROK HWOJ0 JIOSIE HE ¢ O1ITHMAILITHM.
onnak CHMP wnakac, ipyiryionnen ua cykyimocri
JAUNHX, 1o (hikconana jo3a, nesancana sijx nach Ting. ¢
NPURNATHOI0. OCKiNbIK choCTEPiranacs ehekrriicth, i
HEMAC WOJLUNX JIOKAFB TOro, 1o i s Gy 6
edieicrisninman,



I. Hassa nikapeskoro npenapary (3a uassiocri
HOMED peecTpatifinoro noceijuenus):

2. 3aunnnk

3. BopoGung

4. Tlposeyeni poeniyoketns:

[} Tum nikaperkoro upenapary, crocoBio skoro -

ﬁ_\’jl() HPOBCJICHO UM 3211IAN0BALIO |)C(£C’I'DillliI0

5. Howna nassa iinivoro sunpoGysanns, Kon
Khikivoro supoGyBals

6. Wasa kniniunoro sunpoBysars

7. Lepiop uposeacins kainivinoro sunpoSysaiis

8. Kpiiun, e uposojimnocs kiiniune
PO 0y Bt

9, KiskicTy, joenijucy sannx

L0, Ocnonna sera i rropaint nini kaininnoro
srnpulysas

L. Jlnsaitn kainitnora sripo6ysaiis

12, Ocoorni gpieeepii sironoucis

I3, Jlocniprynanii nikapeskuii npenapar,
CHociod racTocyBans, cuma v

Cinpaiiz (C1 inribitop (Jnoaunu))

- X rak oo Slkugo ni, ofrpyrysiru

Liosorinmit: inriGirop Cl-cerepasi [mopcnruii]

(CIINI-nD)
LEVP 2005-1/bacrnna B

(aza 3, paiioMiszonane, nojsiiine cuine, nuancho-
KOITIPOIILOBATIC, nepexpeciic BHINoGyRrantis

Jlra nouarky noenimceinn: sepecenn, 2005 poky
Pesynuratit sucpine sauani: 17 6epesnst 2010 poxy
Pesynvrarn suepmie onyGiconani: 3 uepnis 2010 poky

Cuonyueni Hlrarn

20 ey0'cwrin it CAHL 25 panjomisosani sa rpynamu
(Cinpaiis/naancbo: 12, mianedo/Cinpaiis: 12, 1
paLOMisoBaNnil e oTpuMyBas aikysauns): | nne y
BiAKPUTOMY BHIIPOGYRANINI

besiieka it edeicruBiictn jus upodinakrukn nananis
CALl

Posnonin: Paypiomizosannii

Monenn srpyuainis: Merop riepexpeenux rpyn
Mackysaimnis: | loasiine (yuaciuk, jocnimimx)
Ocuopna mera: TIpoginakrika

Bei cy®'cieri. sanoueni s vacriny B, Gyan nonepenno
qanyueni B uacruny A ao Bijnoninanu kpirepism
MJIOYCIISE B uacTriy A jlocnijpein. Y eyb'eicrin,
BAOPANIX JuIs yuacTi g uacTuni B, cnocrepivaimes
BIANOCHO WaCTi IANAJU1 anioHeBpoTHIIoro nabpaky (i
CePLULOMY 1IC MeHITIC 2 pasis na MicHiw). IXiii sik
CRIOBHE = 6 pOKRis. 3 gopMatLHns pisies Clg.
seranosieism CAN (nosbindi pisens CA4 i oyuur is
HACTYUDNS KPIrepive: mshruii pisein, anvurenis CINI
abo nopmanbuni pisens avrnrenin CUINIL niesskii
Gyukidonansniii pisein, CHINHCT INIT a6o sijoma
syraiis CHINHCT INTL no enprmmnoe CAH). Hepen
Bronotenisv g uactiny B eyl'eior snony onimonsanncs
12 RJUOBLOICTE KPHTCPISM BKIIOUCIHS | HCRKINIOUECINY
2o Hacrnnm A,

Lxkenepumesrrantnaii: cnepiny CHNIH-nf noia
itanebo

100U ajuiman, (OJ1) CHNI-nT ssopser,

suy rpinmsoneino (/i) kouni 3-4 juii (pudiiino iasa



[, Hpenapar nopisnsns, josa, cnoci
SICTOCYIMINGL ¢ Wit T

IS, Cynyrns repanis

Vo, Kprreepii oniukn ediexrnsnocti

17, Kpimepit onivicn Geznen
IR, Cavreriuni sicrogn

pas Ha 'I'I‘l)l\')lCIH;) Hpovsron 12 THHIR. nicas HOrQ
siALeBiUIC 1anedo (disionorivmii POBIHIT) BBOJATE
W ko 3-4 i uporarom 12 micnin,

Brpysanns;

Bioxoriunmii: riGirop Cl-cerepasn [smoncLkuii)
(CTINH-nD)

Hpenaper: inane6o (disionorisintii posaim)
Lxenepumenrransingi: ciepmy nnane6o, sovis CHINI |-
nl

Bijmosiuie unaneho (hisionorivmmii posunn) BBou LM
W8 ko 3-4 i (puGaisno jwivi na e
nporsros 12 risknis. a noris 1000 OJ1 CHNI-nf
BIOIULTH B/ k0% 3-4 i nporsos 12 Tk,
Brpyuanns:

Bionoriumiiz inviGirop Cl-cerepasi [nosenkuii|
(CHNII-n0)

Hpenapar: iiane6o (disionorianmii pozaimi)

Onneanii mnne

Jlosa 1 7-annda-ankinnosanmx anjiporenis abo enciion-
AMITOKAIPOLOBOT KHCNOTH nOBHINY Gyaa Oyrn
crabinsno suposoni Yacrism 13, ae atora Oym
sMeena o nouatrky samnouciis B Hacruny 13
NOCHVRKENIAL § B WLOMY BINEKY BEHOUCH Oy
BULIRYICIO 112 MiCHI b,

CyO'cicran Oy siani ok nanicirra 1o oy
HRJENO TICTPYRIGT 3 0linK ensirronis HPOTHIOM
novepesnix 24 roumn.
Hepsinnono ginnesoio rovmkaio eeriimnocri Gyna
REHETC Y 1B CATE porsion kosnoro 4 HEPIO B
repanit (Ciupadis nopisnano 3 wianeto). Kinbkicts
IR BHINaTanacs 1 wicrani sanncis eyd'ekTin y
HIOACIHIHIGN HAIICITD | JO0AaTKOBO npHaiinmi
HOTIKICBOIO 0HiNKOIO 3 Goky nepeonany jocnijpeis,
Bropuimi cinmeni vouk cdexrmpnoeri somou:
= Cepestino esrkicr nanadins nporon koo
3 nepioLin repanii
Cepesuno rpusaicrs nananin HPOTSITOM
KOMNOre 3 nepioin repanii
- Kimskiers nesamackonanmx inysiii Cinpaiis
HPOTITOM ROKNOIO 3 nepiofin repanii
= Kinsicry anis. nporsiroa sk crocrepirancs
nipak

byssr pospobaena ysarwanneua siniiing o, Jus
NOPIMSHI KIOLKOE 1T s AHUTOHCBRO PTG 0
HIOPSHEY PO TIION KOmHOLO 4 NP T RY
HOPMESTSOBII 38 KLALKICTIO Ui, HPOTHEOM HIKHX
ey@'cier Opan yuacrn v 1homy tepiond. |epentanaioun
CIEHONCHIELILIMTT posioin ganmy, Oyt wnkopueTinmii
MCTOJLYsarantienux onimoransin pisnsm, (GIEI5),



peinisoBail B eraruernanii nponeaypi SAS PROC
GENMOD,

B1opriti 110Ka30HKH HOPIBIORAINCS 30 LOHOMOIOIO
OO0 Kprrepito Mimepa (Kinskicrn ev0'ekrin. i
RHOYJIH B KOMCH 4 nepiojtis nikysanin) abo 3HaKoROI0
patrosoro kprrepio Binkokcona y Bunajky
Oesnepeprinix abo nopscoBUX SMinnix (nanpiial,
CCPCAS TIKKICTE HANAJIB, CCPE/II TPUBANICTI,
nasianin),

Habip ranux edernsnocti cmpuanes 5 yeix cyv'exria,
PATYIOMIBOBAIMX B OJULY 3 ABOX HOCHJIOBHOCTCH
repanii, sxi sasepiisin upuiion s | i lepioi i
OIPHMANH IPHOAIRMET OJULY JI03Y JOCHBRYBALIOTO
npenapary s nepexpeenifi gasi 8 2 lepiogi.

19. Jlemorpadyitmi nokazimn gocniypkysanot
NORY. BT (e, BTK. paca To1e)

Tabanus 1: Jlemorpadiuni noxasiuin (nabip pannx eekrrsioeri gochijaenis LEVE 2005-1/Macivma 13)

[YIITNE]

Bik powin

Crnte i (%)

n %)

Maci i K

$pivr. e

Jbwpe s

Ennune nixoawenin,

-|

Hocainonniens aivy s

Cinpalisfiancdo Haaaedo/Cinpaiis Beuote
Crarnernmmii unpararerp (N 1) (N-*11) (N 22)
n o 1 . N | I T
Cepesunc um-;cjlin__ ] K} ) 1—l—i 1
Z'l‘al;l.’llq"l.I.IL.‘_II_iJ-l_x;lJICIIII-).I T 1927 ' I:ll.-7(; T
Meiun B a0 - 500 TR
/li:lll:l-}(.)ll- i 14173 ) . :)/Ei 9173
Hoianina - YT ST ) 0 2001
Kt 9813 1 (100.0) 190.5)
“]h‘;lcl.‘-llllll-ll\‘ll(llj)IlL‘?’,‘lI;;i' N l_l )(‘)().‘). S -___-ITil-l-iE)-.;;‘) ?I_(‘)S.;)._
paci
|||-1\;ll'|il|llllll\‘ll ncrpn:l‘.'l-llor o 1.0 0 ! (fl-.ii
pacnfadpoaxiepiicanni
e i gnoasepisong 0 4] 0
Aviii - 0 0 0
Kopinai wme |.n;|i_;ii-t’-hl\'_ll-._V . o 6 n
ocrponinduipo
IHxOOKCUNCLKNN oerposin
|II,‘liilIll;i/l\'np_ilII-I_I'»I_HI|;:\;[-I|-““—_ 0 0 n
AMFTUNT]
i 0 o 0
i 9 Y 18
Ceperin SO . i TR 7034 7341
('ul_lEm'ruc 1_;i:l..\|-|ux;|.ix-x_u-——ﬂ - ‘I.;‘.:-I.S- _ 7.-5.(‘)-I7- o H-\".IS:'I'I
Mo T 7050 (130 (9.25
Sl o N SK.1/37.1 T 31135 A13.9
w1 U] ’ I 9 ||;i”
Copesne e 166,17 163.17 161,07
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I. Name of the medicinal product

Annex 29

to Procedure for Conducting Expert
Evaluation of Materials Pertinent to
Medicinal Products, which are Submitted
for State Registration (Re-Registration)
and Expert Evaluation of Materials about
Introduction of Changes to the
Registration Documents during the
ValiditysPeriod of Registration Certificate
(clause 4, section V)

Non-Clinical Trial Reports

(number of registration certificate, if ~ Cinryze (C1 Esterase Inhibitor [Human])

available):

1) type of the medicinal product, by
which registration was conducted or
planned

2) Trials conducted

2. Pharmacology:

1) primary pharmacodynamics

2) sccondary pharmacodynamics

3) safety pharmacology

CX yes C no If not, substantiate

No specific in vivo pharmacology studics were performed with
C1 INH (Cinryze). However, the extensive knowledge of the

pharmacodynamic properties of other C! INH preparations, is also
applicable to Cinryze and summarized in the application dossier.

No secondary pharmacodynamic studies were performed, whic
considered acceptable in view of the existing knowledge about
INH.

h is
Cl

CI INH (Cinryze) is an endogenous enzyme replacement therapy in

patients with hereditary angioedema (HAE). Since normal

endogcnous levels of C1 INH do not pose risks for adverse effects in
the central nervous system, respiratory, or cardiovascular systems, no
nonclinical safety pharmacology studies were conducted, which is

regarded acceptable in view of the existing knowledge about C

1

INH. Studies on thrombogenicity are presented and discussed in the

toxicology section.



4) pharmacodynamic interactions

3. Pharmacokinetics:

[) analytical procedures
on their validation

and reports

2) absorption

3) distribution

4) metabolisim

5) excretion

6) pharmacokinetjc interactions (non-
clinical)

7) other pharmacokinetic studies

4. Toxicology:

1) Single dose toxicity

No specific studies on pharmacodynamic drug interactions with

CI INH (Cinryze) were performed in animal models on the basis that
such studies are generally inappropriate for human-derived
pharmaceuticals,

An ELISA for determination of functional C1 INIT in rat plasma was
developed and validated to support the toxicokinetic evaluation of
CLINH (Cinryze) in the nonclinical toxicology program (DDOO10),
Additionally, a semi-quantitative assay was developed and validated
for detection of anti-human CI INH 1gG antibodies in rat plasma an
was used to support a l4-day repeat-dose toxieity and loxicokinetic
study (DDOOT 1),

Pharmacokinctics of ¢ INH were assessed as part of the toxicity
studics in rats treated with CLINH (Cinryze) at dose levels of 20,
100 and 400 Ulkg (DD0004), Following single |v administration,
the exposure as reflected by area under the plasma concentration-
time (AUC) values, increased dosc-pmpm'tinnaHy. The highest
AUCy. values were achieved after administration of 400 Ulkg,
resulting in values of 83452 and 75378 ml-h/ml. in males and
female rats, respectively. The terminal half-life of C| INH ranged
between 6.5 and 8.5 hours. No major gender-related differences in
systemic C[ [NF| CXposure, accumulation, plasma clearance and
volume of distribution of C| INH were noted,

No specifie studies assessing distribution of C| INLL(Cinvyze) were
conducted. | lowever, from the single- and repeat-dose toxicity
studies in rats, the maximum plasma concentration values were
considered to be in accordance with the measured coneentration of
the injected dose and blood volume, indicating the distribution ol Cl
INFE products was mainly in the blood,

plasma protein, C 1 INH s not subjeet Lo
metabolism by Cyfochrome P450. No in vitro or in vivo metabolism
ar excrelion studics were conducted as the expected consequence of
metabolism of g glycoprotein is via degradation to small peptides
and individual amino acids.

No specific studies on pharmacokinetic interactions of C| INH
(Cinryze) have been performed, »

No other pharmacokinetic studies with C INH (Cinryze) have been
performed.

As an endogenous human

The toxicity of CJ INH (Cinryze) was assessed in male and female
Spmgue-Dzlwicy rals in a two-phase (acute and repeat dosing) study
(DD0004). In the acute dose phase, rats were administered C| INH
(Cinryze) at doses ol'0, 20, 100, and 400 U/kg IV. There were
neither elinieal signs nor effeets on body weight, food consumption,




2) Repeated dose toxicity

3) Genotoxicily:

in vitro

in vivo (including additional
assessment on toxicokinetics)
4) Carcinogenicity:
long-term studics

hematology, or clinical chemistry. No necropsy findings or effects on
organ weight were allributed to the administration of C1 INH
(Cinryze).

In the repeat-dose phase of the study (DD0004), rats were treated
with C1 INH (Cinryze) at a single dose level of 400 Urkg/day 1V for
7 days. As in the acute-dose phase of the study, C1 INH (Cinryze)
was well tolerated following repeated daily dosing.

In a definitive GLP 14-day toxicity study (DD0002), male and
female rats were treated once daily with C1 INH (Cinryze) at doses
of 0, 20, 100, or 400 U/kg/day IV. There was no treatment-related
mortality, alterations in body weight gain, food consumption,
ophthalmoscopy, or urinalysis. FHematology parameters (Hb, RBC,
HCT, MCH, MCHC, platelets, reticulocytes, neutrophils,
cosinophils, basophils, {ibrinogen, PT, and APT'T) were not
influenced by doses up to 400 U/kg following acute or repeated
dosing. White blood cell count, particularly lymphocytes and
monocytes were statistically increased compared to vehicle control
animals at Day 15 in female animals at all doscs. This finding was
not observed in males and was not dose-dependent.

There were no toxicologically significant changes in any clinical
chemistry parameters following acute or repeat dosing.

A significant increase in relative spleen weight was noted in both
sexcs at 400 U/kg. A slight increase in relative lung weight was
noted at the same dosage. Notable inflammatory changes in the lungs
and spleen germinal center hypertrophy were noted at 400 U/kg.

A dose-dependent positive IgG and anti-CI INH response was
observed in most animals. There was a positive trend in anti-C1 INH
response as a function of dosc. These results were not unexpected
basced on the species dissimilarity of a human protcin administered to
a rat. Although histopathology flindings were noted in the lungs and
spleen following repeated daily administration of C1 INH (Cinryze)
in rats for 14 days, these effects were minor and the toxicological
significance of these was equivocal, thercfore the No-obscrved-
adverse-cffect-level (NOAEL) was considered to be 400 U/kg.

No genotoxicity studies were performed as Cl INI is unlikely to
interact directly with DNA or other chromosomal material, in
accordance with current guidelines outlined in ICH S6(R1).

In accordance with |CH S6(R 1), no carcinogenicity studies were
performed on the basis that such studies are generally inappropriate

short-term studies or mid-term studies for human plasma-derived pharmaccuticals.



additional studics

5) Reproductive and developmental
toxicity:

effects on fertility and early
embryonic development

embryotoxicity

prenatal and postnatal toxicity
studics in which medication is
administered to the offspring
(immature animals) and/or long-term
clfeets arc asscssed

6) local tolerance

7) additional toxicity studies:

antigenicily (antibody response)

immunoloxicity
study of the mechanisms of action
drug dependence

No studies were performed with C1 INH (Cinryze).

In the definitive GLP embryo-fetal toxicity study (DD0003), rats
were dosed with 0, 20, 100, and 400 U/kg/day of C1 INH (Cinryze).
Animals were dosed intravenously from gestation day (GD) 6 until
GD 17 and cuthanized on GD 20, and the status of each implantation
was recorded. Similar results were obtained in both dose range-
finding and definitive studies. There were no clinical observations
during the treatment period or necropsy findings that were
considered to be treatment related. Mean body weight gains and food
consumption were similar in all groups. Pregnancy performance
values were similar in all groups. Under the conditions of the
definitive study, 400 U/kg/day was identified as the NOAEL for both
maternal and fetal cffects.

No studies were performed with CI INH (Cinryze).

No studies were performed with Cl1 INH (Cinryze).

[.ocal tolerance was cvaluated in toxicity studics. Within studies
DD0002 and DDO004, vascular cffects of C| INH (Cinryze).
application were evaluated histophathologically at the site of Lail vein
administration and revealed good tolerability. Some irritant cffects
have been observed, but can be explained with application of human
proteins in rats. Furthermore, clinical data is available and show low
incidence of local reactions.

An immunogenicity study in rabbits with an carlicr generation

CI INH product (C! esteraschemmer-high purity [C1 INH-FIP])
determined that pasteurization during the manufacturing process did
not result in the formation of neo-epitopes on the Ct INH protein
(DDO0O0S). In both groups of immunized rabbits, anti-C1 INH
responses were detectable alter one week following a single
immunization. Subsequent detailed analysis comparing non-
pasteurized Cl INH intermediate product and pasteurized final C
[INH product did not detecl any antibodies that were specifically
directed against pasteurized C1 INII protein and nol to non-
pasteurized Cl INH protein.



toxicity of metabolites

toxicity of impurities

other

5. Conclusions on non-clinical study

No studies were performed with C1 INH (Cinryze).

The C1 INH-HP product was evaluated for potential
thrombogenicity both in vitro and in vivo (DD0007). In vitro tests
indicated that C1 INH-HP did not contain activated

vitamin K-dependent coagulation factors, thought to be responsible
for thrombogenic side effects, Within the in-vivo thrombogenicity
testing (Wessler test), using also C1 INH-HP, a thrombogenic
threshold was defined at doses greater than 200 U/kg.

In more recent rat toxicity studies, no signs of thrombogenic
potential were observed at doses up to 400 U/kg/day C1 INH
(Cinryze) administration for a period of 14 days (DD0002).

Thercfore, the potential for a thrombogenic effect is considered
unlikely at the clinical dose ranges.

No specific in vivo pharmacology studies were performed with
Cinryze. However, the the extensive knowledge of the
pharmacodynamic properties of other C1 INH preparations, is also
applicable to Cinryze and summarized in the dossier.

Pharmacokinctic of C1 INFI was assessed as part of the toxicity
studics in rats treated with Cinryze at dose levels of 20, 100 and 400
U/kg. Following single-dose [V administration, the exposure as
reflected by area under the plasma concentration-time (AUClast)
values, increased dose-proportionally. The highest AUClast values
were achieved after administration of 400 U/kg, resulting in values
of 83452 and 75378 mU-h/mL in males and female rats,
respectively. The terminal half-life of C1 INH ranged between 6.5
and 8.5 hours.

Results of single dose and repeat dose toxicity studices in rats
revealed no safety signals over the dose range tested. the NOAEL
was considered to be 400 U/kg.

C! INH was tested for reproductive toxicity, local tolerance and
thrombogenicity, and was found to be without notable toxicity.
Immunotoxicity study revealed no additional immunogenicity as
compared to nonpasteurized C1 INF.

To provide an estimate of functional activity exposure margins



between the rat studies and the clinical dose, exposure data from a
clinical study with Cinryze completed in HAE patients using a dose
ol 1000 U 1V Cinryze were used. In (he clinical study (LEVI 2006-
5), the basclinc-corrected mean AUC,,, was 24.5 U-h/ml.. In rats, the
functional activity levels after l4-day treatment with 400 U/kg C|
INIT (Cinryze) corresponded to a mean AUC ;001074 and

94.6 U-h/mL. in male and female rats, respectively. Based on these
clinical pharmacokinetic data, the 400 U/kg/day dose of C1 INF
(Cinryze) in rats provide an approximate 4-fold margin to the
expected clinjcaf exposure in HAFE patients following a single 1000
Ulperson dose. Based on dose, the results of toxicity testing revealed
no safety signals up to doses corresponding to 28-fold the
recommended human dose (which is 1000 1U), based on an average
adult body weight of 70 kg, Thus, from the presented nonclinical
data no safety concerns arise against the use of C1 INtI (Cinryze) in

the intended dose range.
L -

Applicant (Marketing . Tsignaun -
Authorization Holder) _/z/ 52///5)):2[@__

(full n.z:ae)



Annex 30

to Procedure for Conducting Expert
Evaluation of Materials Pertinent to
Medicinal Products, which are Submitted
for State Registration (Re-Registration)
and Expert Evaluation of Materials about
Introducfion of Changes to the
Registration Documents during the
Validity Pcriod of Registration Certificate
(clause 4, section 1V)

Clinical Trial Report

I. Name of the medicinal product (number of
registration certificate, if available)

2. Applicant
3. Manufacturer
4. Trials conducted: CX yes C no If not, substantiate

Cinryze (C1 Esterase Inhibitor [Human})

1) type of the medicinal product, by which
registration was conducted or planned

5. Full name of the Clinical Trial, clinical trial

Biological: C1 esterase inhibitor [human] (C1INH-nf)

LEVP 2005-1/Part A

code

6. Clinical trial phase Phase 3, randomized, double-blind, placebo-controlled
Study start date: June 2005

7. Period of the clinical trial Results first submitted date: 17 March 2010

Results first posted date: 2 June 2010

8. Countries where the clinical trial was

) United States
conducted

83 subjects with HAE — 71 randomized (36 Cinryze, 35
9. Number of study participants placebo); 12 open-label only

10. Goal and secondary objectives of the clinical ~Safety and efficacy for the treatment of acute HAE

(rial attacks

Allocation; Randomized

Intervention Model: Parallel Assignment

Masking: Double (Participant, Investigator)

Primary Purpose: Treatment

Subjects could be eligible, if they had a confirmed

12. Main inclusion criteria diagnosis of HAE with evidence of a low C4 level and
either a low C1 INHCT INH antigenic level, low C1

11. Design of the clinical trial



I3. The investigational medicinal product,
method of administration, strength

14. Comparator, dose, method of administration,
strength

I5. Concomitan( therapy

16. Efficacy evaluation criteria

INHCI INII functional level, or a known HAE causing
ClLINHCI INH mutation and age > 6 years, The
exclusion criteria included: low Clq level; history of a
B-cell malignancy; presence of an anti-C1 INHC| INH
antibody; history of allergic reaction to C1 INHC] INH
or other blood/plasma products; pregnancy: narcotic
addiction, narcotic pain medication within 7 days prior to
the attack. Within four hours of experiencing an
“defining symptom” — acute moderate or severe HAL
attack of the abdomen (with abdominal pain), face
(without airway involvement), or external genitalia (with
swelling of scrotum or vulva) the subject was to be
further evaluated for eligibility (o be randomized.
Biological: C1 esterase inhibitor [human] (C1INH-nf).
1,000 Units (U) of C1INH-nf administered intravenously
(IV). If there was no response to treatment 60 minutes
after the first dose, a second 1,000 U dose could be
administered.

Placebo (saline). Matching placebo (saline) administered
IV. If there was no response to treatment 60 minutes
after the first dose, a second placebo (saline) dose could
be administered.

Aller infusion with study drug, subjects evaluated the
severity of their “defining symptom” every |5 minutes
lor 4 hours or until substantial relief o ['symptoms
oceurred by using the following scale: “Absent now and
before™, “Absent now but present before”, “Present,
symptoms new”, “Present, symptoms worse or the same”
and “Present, symptoms better”, These assessments were
used to identify the time to the beginning of unequivocal
relief (primary efficacy endpoint), defined as the first of
3 consecutive reports of either “present, symptoms
better” or “absent now but present before” or “absent
now and before” verifying substantial relicf
Secondm'y‘c!'r'lcacy endpoints included:

- pereentage of subjects with beginning of
unequivocal relief of the defining symptom
within 4 hours following initial randomized
treatment;

- time Lo complete resolution of the attack
(recorded at the 3-day telephone follow-up);

- clTects of treatment on C1 INH and complement

; C4 levels (see PK part of AR).
Additional analyses were performed an:



17. Safety evaluation criteria

18. Statistical methods

19. Demographic characteristic of study
population (gender, age, race, etc.)

- rating of symptom pain intensity using a visual
analog scale (VAS);

- hospitalization following treatment with Cinryze
for laryngeal attacks;

- use of rescue treatment (i.e., Cinryze and
narcotics).

Time-to-event data were compared between treatment
groups by means of a Proportional Hazards Regression
(PHR) model including factors ‘treatment’ and ‘centre’.
Treatment effects were described by means of the hazard
ratio, including the corresponding 95%-confidence
interval. Median time to event and its 95% confidence
interval were calculated by means of the Kaplan-Meier
estimator. The Kaplan- Mcicr estimates were displayed
graphically. Continuous or ordinal variables were
compared between trealments either using an analysis of
variance (ANOVA) including treatment and centre or a

"Wilcoxon-rank sum test. The Cochran-Mantel-IHaenszel

(CMH) test, stratified by centre was used to compare
treatment groups for categorical variables.

In addition to the I'I"T" datasel an Efficacy datasel was
defined excluding three patients who were
retrospectively assessed as not having had a “truc” HAE
attack. Primary endpoint was analysed in both I'T'T and
Efficacy datasets, while most secondary analyses werc
not performed on the ITT dataset but on the ‘E{Ticacy
datasct’.

For primary efficacy endpoint analysis, subjects who
withdrew [rom the study or received rescue treatment
were censored at the lime of withdrawal/rescue
treatment, and subjects who did not achieve unequivocal
relief within 4 hours were censored at 4 hours,

_With respect to age, gender and height, both (reatment

groups were balanced. With respect to weight subjects
randomized to Cinryze were slightly heavier than those
randomised to placebo (median weights: Cinryze — 78.5
kg, Placebo — 69.6 kg).



Table 1: Demographic characteristics (ITT Dataset Study LEVP 2005-1/Part A)
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20. Efficacy results

Techa 14 Taile 14

2 Zard Aroens

CAE L e 16 4

The single pivotal study LEVP 2005-1/A supporting the
indication for the treatment of acute HAE attacks
showed result which are statistically borderline for the
I'TT datasel (p=0.018) while more pronounced for the
Efficacy dataset (p=0.017). In this study a fixed dose
regimen of 1000 U (irrespective of body weight) was
applicd. Based on these statistically weak resul(s
logether with the need for a second dosc at 60 minutes
and for further rescije Cinryze treatment at 4 hours jn
67% and 42% ol‘suhjccts,‘respeclivcly, the ClIMP
questioned the appropriateness of the proposcd dosing



21. Safety results

22, Conclusion

1. Name of the medicinal product (number of

regimen, particularly for patients with severe attacks.
Evaluation of additional PK data showed no correlation
between PK parameters and applied dose normalized to
body weight. No correlation between dose/kg and time
to unequivocal relief of HAE attack was found in data
from study LEVP 2005-1/Part A thus suggesting, that
the amount of C! INH administered does not directly
influence the start of resolution from an altack. It has to
be noted that for relief times more than one hour, the
data represent mixed subjects having reccived a single or
two separate doses and are therefore difficult to
interpret. However, the lack of correlation supports the
strategy of a simple, fixed dose regimen independent
from body weight.

Therefore, taking into account also that clinical efficacy
is shown for proposed dosage, a ixed dose regimen was
considered acceptable by the CHMP. This is further
substantiated by evidence that reaching certain
concentration of C1 INH is not always necessary in
order to prevent or treal HAL altacks.

C1 INH when given as replacement therapy is not
expected to have an adverse safety profile other than the
known potential problems associated with any blood-
derived product and possible AEs specilic to any C1
INH, namely immunogenicity and thrombogenicity.
Available eflficacy data (or the indication of treatment of
AL attacks from the pivolal trial is of borderline
significance. Taking inlo account also the additional
support by further analyses there is however sufficient
evidence of cfficacy. It is noted that the overall dose

 finding is not optimal, however the CHMP considers

based on the totality of the data that a fixed dose
independent from body weight is acceptable, since
efficacy is shown and there is no evidence that other
dosing would be more efficient.

Cinryze (C1 Esterasc Inhibitor [Human|)



registration certificate, if available)
2. Applicant
3. Manufacturer

4. Trials conducted:

1) type ol the medicinal product, by which
registration was conducted or planned

5. Full name of the Clinical Trial, clinical trial
code

6. Clinical trial phasc

7. Period of the clinical trial

8. Countries where the clinical trial was
conducted

9. Number of study participants

10. Goal and secondary objectives of the clinical
trial

1. Design of the clinical trial

12. Main inclusion crileria

13. The investigational medicinal product,
method of adminisl'rati_{)n, strength

L X yes - ho If' not, substantiate

Biological: C1 esterase inhibitor [human] (C1INH-nf)

LEVP 2005-1/Part B

Phase 3, randomized, double-blind, placeho—wnlmlled,
crossover

Study start date: September 2005

Results first submitted date: 17 March 2010

Results first posted date: 3 June 2010

United States

26 subjects with HAE - 25 randomized
(Cinryze/Pacebo: 12, Placebo/Cinryze: 12, | randomized

‘hot treated); | open-label only

Safety and efficacy for the prevention of HAF

atlacks

Allocation: Randomized

Intervention Model; Crossover Assignment

Masking: Double (Participant, Investigator)

Primary Purpose: Prevention

All subjects enrolled in Part B had been cnrolled in Part
A or met the inclusion criteria of Part A, The subjects
seleeted for enrollment in Part B were those with
relatively frequent angioedema atlacks (at least 2/month
on average), age > 6 years, normal Clq level,
documented HAE (low C4 level and one of the
ihﬂn“ﬁngtrhcﬁn:kuv(f!Nllaanenwlcvclonlunn1m
CIINIT antigenic level and alow CI INHCI INII
functional leve| or, a known HA E-causing C| INHC
INH mutation). Before inclusion in part B3, the subjects
were again assessed for the inclusion and exclusion
criteria of Part A,

Experimental: CIINF-nf First, then Placebo

1,000 Units (U of C| INH-nf"administered inu'zwcnously
(IV)every 3 10 4 days (approximately twice weekly) lor
12 weeks, lollowed by matehing placebo (saline)



14. Comparator, dose, method of administration,
strength

15. Concomitant therapy

16. Efficacy cvaluation criteria

17. Safely evaluation criteria

18. Statistical methods

administered IV every 3 to 4 days for 12 weeks.
Interventions:

Biological: Cl esterase inhibitor [human] (C1INH-nf)
Drug: Placebo (saline)

Experimental: Placebo First, then CIINH-nf

Matching placebo (saline) administered 1V every 3 to 4
days (approximately twice weekly) for 12 weeks,
followed by 1,000 U of CIINII-nfadministered 1V every
3 to 4 days for 12 weeks,

Interventions:

Biological: Cl esterase inhibitor [human] (C1INH-nf)
Drug: Placebo (saline)

Described above

Dosc of 17-alpha-alkylated androgens or epsilon-
aminocaproic acid had to be stable during Part B but
could be decreased before entry in Part B of the study, in
which case the entry was postponed for a month.

Subjects were given diary cards and instructed Lo
evaluate symptoms over the prior 24 hours.
Primary cfficacy endpoint was number of HAE attacks
during cach therapy period (Cinryze vs. placebo).
Number of attacks was determined based on entrics in
diary cards by subjects and additionally by at Icast
weakly evaluation by study personncl.
Sccondary cfficacy endpoints included:
- Average severity of attacks during each therapy
period
- Average duration of attacks during cach therapy
period
- Number of open-label Cinryze infusions during
cach therapy period
- Number of days of swelling

A generalized linear model was planned to compare the
number ol attacks ol angioedema during each treatment
period, normalized for the number of days the subject
participated in thal period. Anticipating Poisson
distributed data the GEE method as implemented in the
SAS statistical procedure PROC GENMOD was used.
Secondary parameters were compared by means of

-Fisher’s exact test (number of subjects dropping out at

cach treatment period) or a Wilcoson Signed Rank test in
casc of continuous or ordinal variables (c.g. average



severity of attacks, average duration of attacks).
The Efficacy Dataset consisted of all subjects
-randomized into one of two therapy sequences, who
completed dosing in Period | and received at least one
dose of study drug in the crossover phase, Period 2.
19. Demographic characteristic of study
population (gender, age, race, etc.)

Table I: Demographic characteristics (Efficacy Dataset Study LEVP 2005-1/Par( B)
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tean sl 7
a0 1927 75
Median A& E
Range i a7
Gender, n (%) Male | 210 h
Female V1 {150.0) 20 () oy
Ethnie Origin n (%) | WhitesCaucasian I 16a.0) i
Black/Alr:can il N
Arrencan
w"-‘s,':n.:mic-"Lamo v J o o
Azian 0 J ‘ C
MNati-e Haveatian or 0 J K
Facific Is.ander
Amenican Indian or i T _T - e
Alaska MNative
Cithen o T
Wezight (k) _ r ~_::" i
Mean 6.8 [ 7340
So D245 20,647 (PIREX!
Median 70 EC B2 30 G4 25
Range IR 37 A w4 IR
'Heigh( LCIY 1 1 ' g 19 -
Mean 155 17 EREE N
3D T S 7 7%
Wedian ' 166 17 A0 00 BATEN
Range 152077 % | a7 g [0 0177 R
Tv;:_,_:_i'—’.u e _r_lell Taloe td 22 anaddpnongs 5. o |Tr'» e T T

20. :fficacy results



Risk of thrombosis within indwelling catheters in situ
for long-term prophylaxis corresponds to the normal risk
of indwelling cannulae. The Applicant will monitor
thrombotic/thromboembolic events in clinical studies
and post-marketing and report them regularly. In any
21. Safety results case, the decision to start long-term prophylaxis has to
be balanced very carefully in each individual case and
should be restricted Lo scverely affected patients who are
intolcrant to or insufficiently protected by oral
prevention treatments or patients who are inadequately
managed with repeated acute treatment.
FFor long-term prophylaxis cfficacy has been
demonstrated to be statistically significant in all
endpoints. In view of the limitation of the data, the
indication was restricted to the most severely affected
patients, who arc intolerant to or insufTiciently protected
22. Conclusion by olher, less invasive prophylactic treatments, or
patients who arc unsuitable for on~-demand therapy.
Additional data from an ongoing dose-cscalating study
in long-term prevention will become available and are
requested to be provided post-licensure to further
explore the optimal dose regimen.

Applicant (Marketing = gnature)
Authorization Holder) a3 T Lh;?'_s'_l-_\;‘,_ (AR,
([ull name)



Iloparok 30

Mo TMopsiuky npopeaenns excnepTusu
peecTpauiiiiux maTepiasis 11a tikapebKi
npenapaty, 1140 NOAAIoTLES 1A Aepikanty
peecTpauiio (nepepeecTpaliio), a Takosx
CKCMEPTH3M MaTepialliB 11po BHECENHA 3MiH 10
peeeTpauiiiiimx matepianis nporarom giv
peecTpanifinoro nocsiauens (nynicr 4, pospin
V)

3BiT npo kuinivne BunpoGyrans

I. Hasma nikapcikoro ripenapaty (3a HassHocTi
Homep peecTpauifinoro nocsinuenns):

2. 3anBHuk
3. Bupobuui

4. MNposeneri nocniprenis:

I) Tun nikapenkoro npenapary, ¢TocoBHo sKkoro
Gyno nponesieno um sannanonano peectpauiio

5. MNosia Ha3ea kniniunoro sunpo6yranus, Kon
KNNIYHOro BMNPOBYBRANHS

6. ®aza kniniunoro sunpobysaniis

7. Hepion nposenenus xninivioro BHNpo6yBaHHs

8. Kpaiiim, ne nposoauiiocs kniniune
Bunpobyrans

9. Kinnkicrs nocnipxysaimx ~

10. Ocnosna mMera i Bropunnii wini Kninivnoro
BHNPOBYRAKHIIS

L. Jusadin kniniunoro sunpo6ysanis

12. Ociiorni kpurepii BkAOUE IS

Cinpaits (CI inriGitop (moaumim))

= X Tak ~ ui Sxino ui, obrpyirrynaru

Bionoriuumit: inri6ivop Cl-ecrepasu [moackinii]
(CIINH-nf)

LEVP 2005-1/Macruna A

“@asa 3, panomisonatie, noasiiive cnine, niaiebo-

KOHTPOJIbOBAHE BHI] p06y Baltisn

Hara nouarky pocnixenns: uepnenn 2005 poky
PesynnTari Bnepwe nagani: 17 6epesun 2010 poKy
Pesyantartu siepuite ony6nikonani: 2 uepnns 2010 poky

Cronyvciri lratu

83 cyb'ewcrn 3 CAH —- 71 panjiomizosani 3a rpynaMm
(36 Cinpaiis, 35 nnaue6o); 12 jmume y BiAKPUTOMY
Brunpobynanmi

- & . . . .
Besneka # edeicrnsnicti nikypanns FOCTPHX Nanaiin
CAH

Poznopin: PaiiomMisorarmii

Mojteib Brpyuanns: MeTo napascibimx rpyi

‘Mackysanus: |loagifine (yuaciux, gocnim Hic)

Ocnosia Mera: Jlikysauns

Cy6'eicrn sianosinanu kpurepism BToUCH I y
NOCHIDKEHIS, AKIO Y Hix GYR niaTBepOKENHi iarios
CAH 3 osnaamu iusskoro pisia C4 ta a6o HM3bKOro
pisrst anrureny CHINHCI INH, unankoro
yvxnionassioro pisis C1 INICH INH, a6o
nigracpsukenoro CAH, wo suicsinkae myrauiio C 1
INHCT INH, ra ikom > 6 pokis, Kpuiepismu
nepksoucnust Gyin: nusnkuit pisens Clq; nassiicrs s



13. Rochijpkysainil aikapehkuii npenapar,
croci6 sacrocysanns, cuna Ail

14, I'lpenapar nopisusiins, p103a, cnoci6
3acrocynatiis, cuna Jit

15. Cynytus Tepanisi
16. Kpurepii oniticn epexrusiioeri

atamnesi B-nitHiioro 3505Kiclioro HoBOYTROPEHIIS;
nassricts arrutin go C1 INHCI INH; nassnicTs B
anamuesi aneprivunof peakiii na Cl INHCI1 INH abo
il NpoAYKTH KPOBI/NNa3Mu; BariTIicTb; HAPKOTHUHA
3a)1€N1ICTh, 3ACTOCYBAIIS HAPKOTHUHHX aHAABICTHKIB
npoTarom 7 AHiB 1o Hanaay. [1porsarom 4oTHpLOX roAnH
3 MOMEHTY MOSIBK "BH3NAUaNLIOro cHMiTomy" -
roctporo nomiptioro abo Baxioro nanany CAll s
objiacti scuBoTa (3 6osiem B aKHBOTI), 00JMuus (bes
ypaxeHs JuxanbiuX Imsxin) abo 30BHiLINIX CTaTEBHX
opraiiis (3 nabpsKomM MOIIOHKKM a60 BYJILBHM) — cyb'eKT
nosunen 6ys NPoiTH 110/1a1bUTY OIIHKY NIOAO
BIJUIOBIANOCTI KpUTepisM parioMizailii.

biosoriunnii: inriéirop Cl-ecrepasu [moacsknii
(CTINH-nf). 1000 opmnmub (O) CUNH-nl ans
BUYTpilnmLosemioro (B/) Beeaetiis. Y pasi sijacyriocti

‘Oyib-acol BiAnoBifi na nikysanss uepes 60 XBumu

nicis nepuioro BBeACHs, MOXCHA OYJI0 BBECTH APYTY
Jo3y B kiyiskoceri 1000 OJ1.

T'nane6o (pisionoriunmii pozunn). Bianosinne nnaue6o
((pisionoriunmii posumin) seoaunnn s/s. Y pasi
BiACyTIOCTI OYNL-1KOT Bi/IOBIAE Na nikyBanis uepes 60
XBHIHII 11iC/9 NEpUIoro BBEACHHS, MOXKIA Byno BrecTH
Apyry no3y nnauebo ((pizionoriutioro posuiiny).

ITicas ingysit locnimyratoro upenapary cy6'ekru
HPOBOHIH OLLTHKY THIKKOCTI CBOI'O "BH3HANLILHOIO
cHMITOMY" KON 15 XBHItMH NpOTAroM 4 rojui abo
JONOKH 1IC BUHUKANO iCTOTHE TIONICTILCH IS CHMITTOMIR,
BHKOPHCTOBYIOUHW nacTyriy uikany: "Bijcyriiii 3apa3 i
paniue”, "Biacyrniii 3apas, ane npucyTiiii paniwe",
"Mpucyruiit, nosi cumnromu™, "Tpucyriiit, noripieniis
cumnromMis abo 1i a cami” i "Tpueyriil, nokpatesins
cumnromir". [Tposeaenis rakoT ouiniwm
BHKOPHCTORYBAIOCA JUIS BH3IAUEIINS Uacy JI0 NoYaTKy
nactariis sIBHOro moneriiels (nepsuiia Kiitiesa
TOUKa CPEXTUBHOCTI), 110 BU3HAUAETLCS SIK liephie 3 3
[OCJJIOBHKX MORIfOMIICHE MPO abo "npueyriiii,
nokpatictis cuMmromis”, abo "Bincyrnii sapas, ane
npucyTHil paniwe", abo "Rifcyriiil 3apas i panime", wo
niareepyokye Gakr icToTIoroe nojermenis.

Bropunni kinnesi rouxu eexTMBHOCTI BKINOUANH:

- Bijicorok cy6'ekrin i3 vacom nacrannis sioro
TIOJICTHICIHS BH3HAUANBIOIO CUMITTOMY
BHPOJORIK 4 rOJudH 1HCIIs 110YaTKOBOTO
palieMisoBaloro NiKysanus;

- uac JI0 HOBIOTO po3piluctiis nanajy
(peecrpyeriea nig vac 3-pennoro
crocTepexels B TejedoiiomMy pekumi);

- pnaus aikysarist na pisen, C1 NI
komronenty C4 komnaementy (I, uacriy
@K pozpiny "MNobiuni peariit™).



17. Kpurepif oninku 6eaneky

[8. Crarucruuin meToam

19. Hemorpaditii nokasnny 10caipKkyBaHot
nonyJisitit (crars, BiK, paca TO1L0)

Jlosarkori ananizu 6ysn nposeseni noa0:

- OWINKA inrrencHBHoCTi cumirromy 600 3a
JIONOMOI0I0 BizyallbiloT AHAJIOTrOROT HIKaNH
(VAS);

- rocnitasizauii nicns niKkysanHs 3a I0HOMOroI0
Cinpaiis npu napunreajibinx nanajax;

- BMKOpHCTanis pe3epsioi Tepanii (Hanpuiia,
Ciupaiiz i naproruuni sacobn).

Hani npo uac a0 nacraiis HoAiT nopisiioBaincs Mix
rpynamu JlikyBanils 3a A0OMOrolo Mo el
nponopuiinot perpecit pusnkis (PHR), nwo pimouae
(hakropu "nikyranns" i "meanunnii nenrp”. Edexru
NiKyBals onUCyBasncs 3a 0NOMOrolo Bijlomiels
PH3KKIB, LLLO BKIIOUAE BiNORILKNH 95%-uil nosipunit
inrepsai. Meaiana vacy o nacranns nogit ra i 95%
JOBIpUKIE IHTEPRAN PO3PAXOBYBAJIMCS 38 JONOMOT0I0
ontinkn Kannana-Meepa. Pesynwratn oninkn Kannana-
Meepa Oyiin npescrasieni rpagitio. besiiepepsni abo
HOPSAKOR 3MIITHI TOPIBIIOBAJIMCS MK METOAAMY
nikyRalus 3a jornoMoroalo abo sAuclepciAnoro anatizy
(ANOVA), nto skiouac Nikysanns i MCJIMYIHI LeTp,

-abo kpurepiio cymu panrin Binkokcona. [l

NOPIBNANNS TPYN AIKYRAIHS 33 KaTCropiaihliuMu
SMIIIMMK BHKOpPHCTORYRARCS KpHTepif Koxpaita-
Marrrensi-Censens (CMI), erparndikoBanmii sriano 3
HEHTPOM,

JlojaTioro jio nabopy saiiux 3aneimno i
npusnauenioro srpyvanns (ITT) 6y rusnaueimii nabip
JAIHX CHCKTHBITOCTI, 1O BUKIIOUAE TPLOX 1AILICHTIB,
K PeTPOCHCKTHBIO BYJH oltileH K Taki, B KOIO He
Oyno "icrvimoro” nanany CAH. Nepsuima kinnesa
Touka 6yna upoananizorana p nabopax janux i I'T7T, i
cpeKTURITOCTI, B TOH uac sik GisblicTs ananisin
BIOPHHNOT KilIEBOT TOMKH 1TPOROIMIIMCA 11E 11a OCHIOBI
nabopy sanmx I'TT, a na ociioni naGopy janux
edrerruniocTi.

Jlis ananizy neprrnnol inensol Toukn edekruipiocT

a . - '
'C)’6’{‘.K’I'I4, skl BHALIH 3 Jlocsipkenng abo OTPpHUMaJIH

‘epanito pesepny, Gyau Lensyporalli B MoMelT
BUXOJ1y/OTpHMAalIA Tepanit pesepry, a cy6'ekTH, B sticnx
[iC HacTaNo AMIOro NoNerietns npoTaromM 4 rojui,
6ysin 1iensyponaii uepes 4 rojunim.

o crocyernes Biky, crari Ta 3pocTy, 0OuUABI rpyIiu
Jikysans 6ysn 36anancosani. [1lo crocyerses macn
risa, cyb'excri, panjloMizoRaHi B rpyny 3acrocysatiis
Cunpaiiz, masin Jleuto bty Macy Tita, nik naiierr,
panaoaMisoBani B rpyny nnaicoo (mejtiana macu Tisia;
Crnpais- 78,5 kr, nuaicbo 69,6 xr).



Tabmnua 1: Jlemorpadhiuni noxasumkn (na6ip panux I'TT pocnipkenns LEVP 2005-1/Yacruna A)

Hemaerosannii
Cinpaiis Inaneho CHINH-nf{1]
3atiuna Craruerinnii napaserp (N=36) (N:=35) (N=:12)
Bik, pokin n 36 35 12
Cepeanc suadcuis 36,8 37,0 o - ‘1?:,3_‘
Cramaprue ni;lxuncu;m 17,68 B -_-"IR.?.()_-—- T |i)',72“ T
Meniaima 365 38.0 [ 365
Jlianason 6-175 9-64 = ;-;g ]
Crarn. na.) lT())I()ll.i'I:I B 9 (?..5-:())- .7-(50.())_ I 6 (S(-).())
Witoua 270750y 20000 | 6500y |
Ernivine noxojoicenn, | Vpeacranminen caponeoijmot 34 (94,4) 32.(91,1) 5(75.0)
n (%) pacu .
I fpeserasnmin nerpoianoi I (2,8) 1(.9) 2(16.7)
pacu/adgpoayeprkai
lewamii/marnnoasepincant 1(2.8) 2.7 ‘_'T_(_ii_.g)__-_
Asiiini 0 0 0
llmiuuui/l\‘opin;;inapo;lu 0 0 0 ]
Asscku
Kopitmi xwreni Nanaiicninx o | o | 0
ocrporin/naposn
IIxOOKRCICHINN 0CTPOBIN
i T T 0
&4;|-c_n'|'inn. KT n_ o 35 o 35 12
Cepesne siaicr 8049 77,63 7853
(.."r'.m);d;vrnc BN e B 27955 | 22.103 30,323
Metdaw T 78s0 0960 | 7133
Juamson | 245-14906 | s2.6-1492 34,9 158.8
§p-ic'|'. o n 35 —“55 12
Cepennie suauci 163.29 167,67 I()(),X-?a“ T
Crangaprie sinxunenns 14,009 10,360 16.692 — |
-Mc,'limm 166.10 136.40 168.00
Jliaeson o N6I-1778 | 1473-2007 | 12831905

JUrepeno sanux: pasaio HEorad e 11221 ook 16, nepestin 162

20. PeaynvraTu edekTririoc

Cautic onopiie socijokeniis LEVP 2005-1/A, nio
HIITREPJLKYC TIOKa3alis ISl JAKYBaHIS FOCTPUN
nananis CAH, npouemoncrpysaiio pesysrary, axi €
CTATHCTHUNO Nneoano3naunymMu g nabopy nanux 17T
(p=0,048), upore Sinbu sickpasi juist naGopy naiux
cexrusiocri (p=0,017). Y nusomy socaimpxenni
3aCTOCORYBABCA PCIKMM (piKCOBANOT JIO3H B KiJILKOCTI
1000 OJ1 (nezanexciio 8ij macn risia). Ia nigcrasi unx
craTHeTHuloe cnabkux pesysinrarax Ta icolxiiocti
CTOCYBANIS HOBTOPHOT 103K vuepes 60 XBrimIL i
noJ@iLIioro fikysanns pesepsy npenaparom Cinpaiia
uepes 4 rojuun y 67% i 42% cy6'exris siuiosintio,
Komirer 3 nikapebkux npenapartis juns Memioro
sacrocysanmis (CIIMP) nocrasis iy cymnin
JOUIIBLITCTL 3a1PONGHOBATIONO PEKUMY JLO3YBAITIS,
30KPEMA Y DAIIEHTIR 3 BUKIKHMH HAHAJAM M,

Ouinka jioparkosux aanux OK e jUsBUIA X0 U10T



21. Pesynbrati 6esnexn

2

2

. Buchonok

KOS LT mis Hapamerpamu MK i sacroconysaon
AO30I0, HOPMANTIZOBAIOI0 10 Macy Tina, 3ripno 3
JQITHMH, OTDHMaNMMI B XOAT Jtocai ke g LEVP 2005-
I/Macrina A e Byno susigneno woanof KOPEISIT Miak
A03010/Kr | wacom 10 sanoro pospienus nanany CAH,
1O JIO3BONAC NpHITYCTUTH, 1110 KinbKicTs BREJLEHOIO
inriiropa C) besnocepejuino He snauBac 1 nouaToK
pospitens nanany. Ciij 3A3NAUHTH, 1O Jlani 3nauen
"HACY )10 nacranua noneriieims, s CTANORASTL Ginine
OMIET rojwim, NPOACMOLICTPOBANI 1A OCHORT 3Mi a1 X
cybecrin, i orpumani ojuty abo /igi okpemi joam, |
TOMY BOXKO nijmaiorses inrepnperaniy, Ipore
BIACYTHICTS Kopens i CBIMHTE 1 KopueT, crparerit
POCTOro peaknmy 3 (hikcoranoio 1osoio HEBANCIKIO BiL
MAaCH Tina,

Takum unnom, rakosic Bepy u jlo yraru, mo

JACTOCY BN 3aUPONONOBANOT Jo3H nemarieTpye
Kninivny ederrusiicr,., PeAHM (hikconanoi o Gyn
st CHMP s upwiinsern i, Lle sosarkono
MiTBEPICYCTLES JOKA3UMM TOIQ, 10 Jocsrneniy
nernot konuerrrpaiii C| INH e 3aBMAH HeobXiie 3
MeTolo sanobiranis abo sikysay nanatin CALL,
Ouikyernes, 1o mriGirop C1 npuy HpHsHavenni n akocrti
samicnai repanii e HpojemoneTpye necupusrinnoro
PO imo esuexu, kpiv wigomiix HOTCHI AN
tpobuem, nos'ssanmx 5 Oy t-sicHm lpeiaparom-
HOXIUIHM KPORI, 18 MO BHX P, Bnacrusux juig
byns-akoro C1 INH, a came iMyHorenoer i
tpomborennoer,

asisui pani npo edercruniicn, AU PITAYC s
NIKYBANS Hanapin CA L orpumani s pesyniprari
QUoPHOIa JoCHijBKeHIS, JCMONCTPYIOTH Neoosnay iy
Aocrasipuicrn. Ipore, Gepyun Jo ysaru takou
AONATIKORE 1ijTBEpLICCIIS 3 BOKY NojaBIIIX ananisin,

-lenye jloctarine jokasi eerrunnoeti, Bijgnavacries,

HIO 3ATQILIII BHCHOROK 11L0)10 J03H 11e ¢ OITHMEI BT HM,
ounak CHMP nraxac, IpyIrrylounes lia cykynmocri
AGUHN,. IO (hikconatia nosa, Hesaneina BIJL MacH rina, ¢
HPUIENATHO0, 0cKi, i crocrepiranacs eerri BHICTE, |
HEMAC IKOJUIX J0Kasin o1, 1o inni josu Oynu 6
elherruniinmmn,



1. Hasga snikapchkoro npenapary (3a HasBHOCTI
HOMCp peecTpatlifilioro noceinuetius):
2. 3asBnui

3. Bupobuuk

4. Tpogeneiti pocnipkeltns:

[} TN NiKapcLKOro fipenapary, CTOCOBIO AKOTo
6)’J]O npoBeNcHO YK 3annaanonaso pcccrpauilo

5. lNosHa na3ga kninivHoro BUNPoOyRaniis, KOA
KninivHoro BHNpoOyBaniis

6. Maza kiniunoro sripobyRanHs

7. llepioj nporesienns iiidivnoro sunpobysanis

8. Kpaitu, nic ripoBojwiiocs kniniune
BUHPOGYBatHsI

9. KinbkicTi, pocitijprysaiinx

[0. Ocnonrna mera i BTopuii wini kiitivHoro
CETIDRIERHIE

1. inzaitn kaniniunoro sunpo6yearis

12, Ocnosni kprrrepii Brinaueiis

13. Hocnizxkysanuii iikapenknit npenapar,
cnoci 3acrocypalns, cuia ait

Cinpaiiz (C1 inribitop (suoamnnu))

~ X rak T o Slkuo i, obrpylrrynatu

-Biosorimmii: inribirop Cl-ecrepasn [moackkuii]

(CIINH-n)
LEVP 2005-1/Mactuna B

daza 3, panomizoralie, noasiie cnine, niaucbo-
KOITPOJILOBAlIE, lepexpeciic BHnpobynaHis

Mara novarky pociimprenns: sepecerb 2005 poky
PesynbraTi Bnepuie napani: 17 6epesns 2010 poxy
PesyniTaTi Bnepuie onybnikosati: 3 uepsng 2010 poky

Cnonyueni Hlratu

26 cyb'exrin i3 CAH ~-- 25 panjomizoaiti 3a rpynamu
(Cinpaiis/nnane6o: 12, nnaunedo/Civpaits: 12, |
paiomizoBanmii e oTpUMyBaB Jikysanns); | e y

BiiKpuTOMY BRITPOGYRani

besneka i eekruBnicTs s Lpodinakrukn nanaiis
CAll

Poznonin: Paiylomizosalnii

Mogens Brpyuanits: Meroj, riepexpectux rpyn
Mackypams: IToasitine (yuaciui, JJochijiiuk)
Ocniosna mcra: INpoginakrrka

Bcei cy6'excrn, Bianoucni B uacruny B, 6ynu nosepeiso
3anyueni B uactuiy A abo BiiNORinaM KpUTepism
pKIoucHIs 8 uactuy A jocnizpkenns. Y cyb'ekrin,
BiNiGpanux jua yuacTi 8 uacruni B, ciocrepirasimcs
BIAHOCHO YacTi nanaau anrionesporrunioro uabpsky (s
cepeliLoMy Tie Meritie 2 pasie Ha Mics i), ixnii pik
Cranosni > 6 pokin, 3 nHopmalbuiM pisiiem Clq,
seranonneltum CAH (nusnkuii pirens C4 i ojuan i3

-HACTYNHWX KPHTCPiTB: HM3LKMIT pisens anrurenin CINH

abo nopmaibiiii pigeis anrrurenins C1 N ninsnicuii
dynxuionansnuii pisens C1 INHCT INIH a6o sigoma
myTanis C1 INHCI INI, no cupuunimioe CAH). Mepejy
BKsmouennam B yactuny B3 cyG'ekru 31108y orniniosanues
Ha BUIMOBIAINCTL KPUTCPIAM BKJIIOUCTHS | HEBKITIOUEIIHS
Jto Hacruim A.

Excnepumenransimii: cieputy CHNEH-n{, norim
ianebo

1000 opinune (O)1) CHNIE-nF ssossiTh

By Tpinmbosento (B/8) koxni 3-4 i (Npubinsio asa



14, Tlpenapar NoOpiRNAIHKS, A03a, cnoci6
3acrocysauns, cuna it

I5. Cynyrus repanis

16. Kpnrepii oninkn edexrunnoct

I'7. Kpurepii oninkn 6esneicu
I8. Crarueruuni meroan

PasK na THIIEIL) NPOTATroM 12 TR, ticts voro
BLAOBI e 11a1edo ((isionorivimii PO34HIN) BBOAAT
B/B koxcHi 34 ani npoTarom (2 Trxnis,

Brpyuaiins:

Bionoriunuit: inri6irop Cl-ectepasu [mosnchkuii]
(CIHNH-nf)

Hpenapar: iaie6o (pisionoriunuii pO3IHI)
Likeuepumerrranbimii; cnepury nnanebo, noviv C1INIH-
nf

Bijmosijne nuane6o (hisionorivnmii posunu) sro MM
/B Kot 3-4 i (npubnnuszno apivi na THICIEND)
nmporsrosM 12 rsknin, a norim 1000 OJL CIINI-nf
BROJWIH B/ 1coeni 3-4 i nporsirom 12 riknin,
Brpyuanns:

Bionoriunni: inri6irop Cl-ecrepasn [mojichknii|

(CTINH-nf

Hpenapar: nnanebo (pisionorivinuii posUMII)
Onucanmit siine

HNosa 17-anbda-ankinnosanmx anaporeuis abo encuiol-
aMitOKANIPOIIOROT KHCHOTH NOBHIINA Oyna 6yru
craGineiolo Biposor Yacrunm B, ane moria Oyru
3MCIHIIEIA JI0 OYaTKy BIJIOUCIIIS B Uacruny 3
NOCHIJDKEINIA. | B 1LoMY BUNAJIKY BIIHOUEHs Gyo
BIJUCHJLCHO 1A MiCs L,

CyG'eicram Gynm sujiani nonet i nkm Haitierrra ra 6yJio
HAZANO HICTPYKIT 3 ONilKH cHMIrToMiR NpOTAIrOM
nouepeunix 24 rojtuit,
Hepaunnow kinnenoio ronkoro edercrnsiocri byna
KLALKICT Hanaiis CAL uporsroM komiioro 3 lepiojin
repanii (Cinpaiis nopisusno 3 mrane6o). Kinskicrs
HarafiB RU3NANANAcS 1A NijeTaRi 3anucin cy6'ekrin y
Lo/ieHIlHkax nauicirra i J0AaTKORO HpHaimI
HOTHKINCBOIO O1LiNKOIO 3 BoKky nepconany aocnijokenns,
Bropuuni kinneni rouy eeTHBIOCT BIoOuANM:
- Cepesuno rsxxicrn vanayin HPOTSIOM KOOI
3 niepioin repanit
~ »Cepeuno rpusanicr nanajin HPOTSIOM
KOXTIOro 3 nepioatin repaniy
- Kinskiers nesamackonannx indpysiii Cinpaiis
HPOTArOM KOXKNOI0 3 nepioin repanii
- Kinkicrs jwmin, uporsrom sicux cnocrepirases
naGpsii

Bysa pospobicna ysarannieia niniiing MOJIEI b JUs
HOPIBHSING KINLKOCT panain QHETOHEBPOTHY O

HABPAKY HPOTIIOM Kouoro 3 nepiojtin nikysais,

Hopmanisosana 3a kinskicrio juin, HPOTHIOM SICHX
eyb'excr Gpan yuacrs y oMy repioji. epenbavaronn
crenonenimLImi posnonin Janux, 0ys sukopHeran i
METONLYSaranbiennx owdmosanbimx pinnsig (GIil2),



peanizoanuii 8 crarnerdiiii npoueaypi SAS PROC
GENMOD.
Bropuniti nokasimkn nopisiioRannes 3a 010Moroio
rounoro kpurepilo inepa (Kiaoiicrs cyb'ekrin, siki
BHOYNIM B KOXKEI! 3 Hepiogdie NikyBaiis) abo 311aK0B0OI0
panroporo kpurepito Bisikokcona y Bunanky
‘6esnepepaiirx ado 1OPsIKOBMX 3MItIMX (HalpHKIaL,
cepe st TAKKICT Hanaain, cepeiisl TpPUBaticTh
nanauin).
Habip panux eexrusiocti cihajancs 3 yeix cyd'exris,
panIoMizoRalnx B oJUly 3 JIBOX MOCHIJIOBIOCTCH
Tepanit, siki 3asepiiuau tpuiiom B 1 Iepioai i
OTPHMAITH NTPHTIAIRMIN OJU1Y JO3Y HOCTIJRKYRAIION0
npenapary B nepexpectiii gasi g 2 lNepiogi.

19. Jlemorpadyitnii noxkasiKH gocnijpkysaHot

nonyssit’ (erars, BiK, paca Touo)

Tabanug 1: Jlemorpagiuni noxasiuiu (1abip ganux cdexrusuocti goenipkeinist LEVP 2005-1/Yacruna B)

Hocainonuicrn fivysanim
Cinpaiis/maanedo tanedo/Cinpaiiy Benoro
Barinin Crarnernanuii napamerp (N=11) (N=1t) (N\::22)
Bik. pm;u n I I 22
(ﬁmﬂa( e - ZT; | 34.5 38.1 -
Cramuapric sigxunenist 19.27 1 ——lfl::I-(; AT
Meniana 0.0 0 | s
Jliauason 14773 ) /61 9173 o
(,"IILI.II..I_I ('3-4-.)-_ I Li;)}l()nillil 2 (|sh.25' I 0 N A 2 (‘)._I-)__ B
WKinoua ] ‘)(81.3_)" o II_(I_()—(i.(); N 27)_(:)-([5)_
Ii'lllillllc II()X()}[H\'CI_II_I;... lipc;l(-r:m;uvmu cupoiicoianoei 10 (‘)().-‘)-) 11 (100.0) - 21 (95.5)
n (%) pacH
Hpeacraningu uerpoiuioi | (‘).-l.) - .-__-_-.--(—)——---——-- o |_ (lI‘.S-;-“
paci/adpoasepaini
leim/ JI‘(l'llIlI-()-':l.\_I;pIII\".IIIIIi.. o 0 1]
/\lllTl_l - N _-l)_ L 1] ”()
|<_()_|;il-lll_i — Ianaiichens 0o 0 T
acrponis/ipo
THXOOKCAHCHKIX 0CTPOBIE
|II,‘l_i‘-III_Il_i/I\’0|)iIIIli 11 o | 0 I R ) _
AISICKI
lllllli - - - H_I)- I ()- ) () -
Macirina. & |n D 9 9 T
-(_:CPC,!lII;' Jual;u-'ml_u T 70,fI;€ = _ﬂ‘_'/_(),?;fl o _-__._73..:!.-1__-
Craaprie pijix e . 9,245 - 25,647 | 18,544
Mt 70.50 w30 | eas
Siwson S8BT | anei3s | 3760139
'3p.i-c1‘. e e o 9 - 9 - 18 _
Cepenne 'nmu-cnu;l‘ B | l()().i:] ] _TGEF a ' I"()fl:‘(ﬁ
Cramaprie wiaximenm 6.892  wm X
MC,’liilII;l a N 165.10 T Y R R TY AT
Jliwrion o O s2anis 14900753 | 14901773

Jlaepeno s pos i i o e B osimor 1002 nepe nn i |




20. Pesynnrary eekrupniocti
21, Pesynnraru 6esncku

22. Bucronok

3asBimnK (BIACHHK
peecrpaniiinoro
Hocritens)

(nmnuc)

lﬂ* v HLLY

Pusnic pomBosy nocriftimix karerepis in situ as
TPHBaJIOT NPORINAKTHIKH RIANORILAE 1IOPMANILHOMY
PH3KKY NOCTIAIMX KauioNh. 3aBHKK BIICTCKYBATHME
TpomboTHUti/TpoMBoeMBONiuNT noaiT B KainiuHX
AOCHILKEINAX | nocTpeecTpalliiiuX BUNPoByRaHIsX |
Perynsnplio nOBIAOMANTUME NPO HUX. Y Gyiti-sicomy
BHNAJIKY PILIENIS PO I0YATOK JIOBIOCTPOKOBOT
NPOGinaKTHKH 110BHNIE BYTH Jlyike peTeibHO 3RANENE B
KOMKHOMY OKPCMOMY BHIIAAKY | NORHINIE OGMENyBATHCS!
nauicirraMu y TAKKOMY Craili, ki ne nepeinocath
nepopansie npogisaxradie aikysanns abo
HeUOCTATIILG 3axutiei 1tim, abo naiicirramu, Bejchis
AKUX € HEANCKBATIIMM 1A OCHOBI IIOBTOPIOIO
3aCTOCYBAHIIS 1IERIJIKIAMIIOTO JIKYBaIINS 1'OCTPHX
nanauin.

Lepexruniticrs JoBIOCTPOKOBOT HPOQINAKTHK H
1IPOACMONICTPOBANA CTATHCTHUIIO 31AUYIIL PE3YNLTATH B
Yeix kitnernx roukax. Bpaxonryioun obmexenicrs
Jaix, nokazanis Gysn obmexceni Jo 3actocysanig y
nauienrraMm B HaliTsoIoMY Craili, ski e nepenocsth
lepopannsie npodinakruyine Jikysaing a6o
NEJLOCTATHLO 3AXKULEHT IITHIMMH, MCUIT THBAIRBIMH
BHIAMH HPOMINAKCTHUNOIO JIiKyBaig. abo naidenrami,
SKHM e NEXOJMTh NiKkyBainist "hna sumory”, Jlonrarikosi
naui 6yjtyrh oTpuMani ha nijerasi oeniokes
JIOBIOCTPOKOROT 1pO(hiNaKTHKH, sike TpHBac, i3
BHKOpHCTaNHAM 30UILIICIHNS 1031, Ta 3anHTani )10
najanis ricss oTpuMants AileHsiv juis nojalsuoro
BHBUEHHS ONTUMAJLIOND PEXCHMY JLO3YBaINIS.

CeOuk
| ))
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Jonartok 29

no opscy npoBeiens ekcnepTH3K
peecTpalifHUX MaTepiaiiB Ha JliKapebki
Ipenapary, Lo [MOAAIOTLCS Lia AepXKaBily
peecrpaiiio (repepeecTpariio), a TakoxK
CKCIICPTH3N MaTcpialiB PO BUCCEHILS
3MIH JIO pececTpalifiinX MaTepianis
npoTsarom Aif peectpauiiitnoro
nocpigucnns (nyngr 4, pozain [V)

3BiTH npo gokainivumi jocaifkenns

|. Hazpa nikapcuioro npenapaty (3a
1HasBnocTi nomep peectpatiiiitioro

nocpiavucHHs )

Cinpaiiz (C1 inribitop (moaunm))

[} i nikapeskoro npenapary,
CTOCORHO SIKOro GyN10 NMpoBe/eHo it
SUFIAHOBATIO PECCTPaLiio

2) Mposepeiti focsiiokeHes

X Tax o fi SIkuo Hi, oBrpyHTyBatry

.|?.: hapmakosioris:

D) nepsriina dapmaxoriamika

CrieuiansHi papmaxonoriuni gocnimkens in vivo iz Cl1 INH (Cinpaiiz) ne
nposoaincs. [Tpote obmupiii 3iains B odnacTti apmakoarHaMitiNX
BracTrBocTei intux rpenapatis C1 INH € rakox sacrocosnumu 10
Cinpaiis, i ysaraasneno Hasefctii y peectpaitifiiomy 10Cbe.

2) Bropunia hapMakosHiiaMika

Jlociti ke CTOCOBHO BTOPHNNOT (hapMAKOANITAMIKH 11C TPOROJHITHES,
(L0 BBAKACTLCS TPUIHSITHIM 3 0f71s1y Ha Hassii 3naHus npo C1 INH,

3) Qapmarkonoris 6esneku

-

C1 INH (Cinpaiiz) — e 3amictia Tepanis engoreriinm Gpepmerrom y

nauienTie 3i cnaykosnm anrionesporuuiiny Hadpsicom (CAIT). Ockinbicn
nopsaibiii ergoreni pisni C1 INH tie cTBOpIOIOTs pH3HKIB BIHHUKIICIHS
nodiuimx eexTin 3i CropoHH LCHTPAILIOT IIEPROBOT CHCTEMH, AMXANLITOT
UM CCPICBO-CYAMIINTOT CHETEM, AOKTIHItNT JOCTJGKEIHS CTOCOBIO
dapmaxosioritnol 6e3riekin 1 POBOJIMIMCH, O BRAKACTLCS NPT
sorasuy na nassui suanus npo C1-INH. Hoenijpkenis rpomGoreinioceti
HpeCTamICH pasom i3 Hase/etiiiM odropopeniam y posjtiii Tokenkonorii.

4) dpapaakopunaMiani B3acMoil

Crenianbii papMakonoriuHi AOCIIKEIHs CrocoBno (papmakoiiamianol
p3acmonil npenaparis i3 C1-INI (Cinpaiis) 1ie nposoyrimcst tia
MJUIOCATIINX TBAPHHAX, TPYIITYIOUHCH [1a TOMY, 1110 TaKi JI0CipKeIIS
FAION € HCROIIILIIMM TS (papMatesTHHIINX fpenapartis, ~oTpHmMantix
3 Opratiamy JIOMIHH,

3. bapmakokiveTHKa:

1) ananirisni MeToaM Ta 3BiTH LIOA0
INHLOT patiLant’

Pozpobdaeno i gastiyiosano ELISA ans sustaucnus gymationansnocti Cl
INH y tinasmi niypis 2 Mmerolo nigkpitsieiuist otk tokeukorieriicu C
INH (Cinpaiis) y pokniniuniii Tokcikosorivtiii nporpami (DD0O0O10).

Jlonaricoso Gyo po3poGiactio Ta BaNiOBAHO HATIRKUILKICIN alaiis s




BHBHANEH M HIOACKICHX anTHT npoTi imytornobyniny moumin C1INH y
TSMI LLYPiB. SKMIT BHKOPHCTORYBABCS s NAKPINACHIS AOCTLDIENN
TOKCHUIIOCTI T TOKCHKOKIHETHIKH MPI TOBTOPHHX BBEACHHAX BNIPOIORIK

14 i (DDOOT ).

2) abeopbuiis

Papmarcarinernka C1 INIT 6yna peraliopnena y xolli aocaizvretin
TOKCHYIIOCTI Y LY piB, sKki oTpumysanu Tepanito Cl INH (Cinpaiiz) y
nosax 20, 1001 400 Ok (DDO00O4). Micas suyTpinnsoseitnore
BBCUCHI OMIIET 031 it npenapaty, sk sinobpaiceno naoineio nit
KpHBoto sitadels "Koerrrpattis 8 maasmi-uac” (AUC,y), 36inbLuypanacs
lponopuitino zo3i. Haiipuwi snauenna AUC,,y Oysn goearnyi nican
srestenns 400 On/kr, i stk peaynwrar - snavenis 83452 i 75378
MOA-TOA/MI y ULypiB HONORIHOT Ta KilloUoT cTaTi Bianorinno. Kinenui
nepioy nanissuseneitns Cl1INH cosmiases i 6,5 no 8,5 romint. He 6yno
BHABACHO NAUIHX BIAMINIIOCTCH, 1OR'13aI1MX 31 CTATTIO, Y CHCTEMHOMY
sacrocyratni Cl INH, naconmuenui, kniperci rmasmi ta 06’ emi
posnoniny C1INI,

3) posrionin

Crendannni nocnipientns 3 susnavuctins posioginy ClINH (Cinpaiiz) ne
npososaucs. Onak, BPaxoBylotH aHi AoCi/DIKeITh TOKCHUIOCTI ITicns
OJUIOPA3OROTO Ta MOBTOPIIONO BBEAEIINIS Y LLYPIB, OYN0 NPHITHATO
BRACATH, 110 MAKCHMAS LI PIBNI KONLEHTPALLT B MAA3MIi BIANOBIAAIOT
BHMIpANIH konueHTpaLii Beesciol 103n ta 06'eMy KPOBi, (IO BKAsye Ha T¢,
1o poariogin npenaparis Cl INH siglysacroes B 0CHOBIIOMY 8 KPOBI.

[<:ELI\IE)I_H6OJI i3M

§) exckpeuin

S enroreniuid 6inoi nnasmu soarim, ClINH ne ninpaerses
meTadoslismy tnToxpomom P4S0. He nipoRoHnocs douiix fgocnipretil
merabonizmy U ekekpentil It B yMOBaX in Vitro, (i in vivo. 0cKiibKH
auikysana tocnigoBnicrs Merabonizmy riironporeiny sixdynacrics
BIACIIAOK POIMAAY 1A MasTi (ICATHAN TA OKPEMT aMITOKIICIIOTH

0) dapMakoKiHeTIH HI B3aeMOIT
(SoKainivni)

Ile 1tpoRojwsIocs Aco/HMX CRCLLianbIMX OCATILKCI b UIOAO
thapmaicokitiernanot saaemoit ClINTL(Cinpaiia).,

7) i papmakorinerHuit nocHimKe s

He uposopunocs smounx innnnx dapyakokineTnunmx pocsnijokens i3 C1

INI1 (Cinpaiis).

4. Tokenkonoris:

r 1) TokchuiicTs pazosol ao3m

Tokenunicts C1 INH (Cinpaiis) 6yaa susnaucia y HosoBitmnx i xinouix
ocobunil wypis ainil Cnper-Zloyni 8 xoaui arohazioro (oAnoKparie i
nosTopue seeacniig) gochimretsa (DD0004). Y (asi onnokpartoro
paejichs wypam ot CINH (Cunpaiiz) y nosi 0, 20, 100 i 400
On/icrr 8/s. He cniocrepiranoes Hi KNIHTUNKX 031K, 1 BIAMBY LA MACY
rina, crioxcBsaliis Hici, nokasikkK remarosiori’ un 6ioximil. He srssncho
IKOLIMX PE3YABTATIB PO3THILY YK BIUIMBY 11a MaCy opraiiie, sii 6
paancannc nosisandmn 3 ssgiennan ClINH (Cinpais),




2) Toxkenunictn npu nosropHex
BBCCINAN

Y asi nosropnnx seeacus gocnimieniis (DDO004) y utypis
sacrocosysamt Cl NI (Cinpaliiz) y gosi na ouie saeacnia 400
On/kr/nenb B/8 nporsirom 7 qutie. Sk i B (asi osrokpaTthoro seejentist, Cl
INH (Cinpaiiz) nobpe nepenociisest apr nosroplioMy H{OACHIIOMY
BRCACIHIL,

Y xoai [4-ncimoro pociijuketis rokcuuanocti (DD0002), uio sipnosinac
simoram GLP, utypu qonosivot ra sxinouof crari orpumysaiiu C1 INII
(Cinpaiiz) onun pas na nens y nosi 0, 20, 100 a6o 400 Op/wcr/neins /. He
RHSBACHO CMCPTIIOCTI, MOpYICHL HaGopy Baru Tina, crioskupanis Hi,
10KasKiB oQTaNLMOCKONIT Uk 3aIraibHOIO aHalli3y ceti, NoB’ a3a1inx 3
rrepanieto. Ha remaronoriaii nokasiuku (remorno6iii, epUTpoOLHTH,
ICMaTOKPINT, CEPEMITIA BMICT reMOorIoliny B epHIPOLITI, Cepesuist
KaienTpatlis remornodiny B epurpouMTapHii maci, TpomMGoLTI,
perniynounti, nefirpodinu, cosmiodinm, 6asodinu, dGidprioren, MY i
AYUTYY nosu 10 400 Ok 1pr OJHIOKPATIOMY Y1 TOBTOPIHNX BBCJICHIIX
le BnauBaTH. Pieii, JEiikoTie, 30KpeMa JIIM(GOUNTIB | MONOLHTIB,
CTUTHCTHYHO MiABHULYBaBCs 1ta 15 gets y ocobuH Kkinouol craTi npH Beix
JOBYBANIAX TTOPIBHSING i3 TBAPHIAMH 3 TPYNH KOHTPOTIO PO3LITIHIKOM,
Taxuii epexr e cnoctepirancs 3 ocobitil HoORIHOT cTati i e Oys
JLOB03AJICIHCHIN,

Il¢ Oyno BUABACHO TOKCHKOIONIHHO 31AUYHLHX 3MITTKOMIONO 13
MOKasHIKiB OIOXIMIT NIPK OJIHOKPATHONY YU MOBTOPHHX BBC/ICHIISX.

Snaurie sGubLICHIS BTOCHOT MACH CeNesilkH cnocrepiranocs B ocobii
obox crareil npu posysanni 400 O/kr. [eznaune 3Gismienis sinuociol
MACH JICICHIR CHOCTEPIranocs npu oMy i Jo3ysanii. [Tomitii zananbn
ML B JICICHSIN | FepTpodist repMiaTHBIMX HCHTPIB CCNe3ifkm
criocrepirannes npu pogysanti 400 On/kr,

Jlozozanexna nosurusia peawiis na [gG ra anru-Cl INI cniocrepiraiacs

v Ginpluocrti Teapui. Bigmiueno noszutusiy tenneingdio y sianonijii na

antn-C1 INH B 3anexcaioeri gig o3u. L pesynbrarh te dysin
HCOUTKYBATHMI, BPAXOBYIOW!T BHJIORY BIAMETNICT JNOACLKOrO Bilika, 110
BBOAMBCS ULypam. Xoua Oy BUSIBICIH FICTONATONOFIUI 3MITIH B IICTCHSIX
i cesiesinni npu nosTopHosty woaciomy sseaenni C1INII (Cinpaiis)
LLypam BIPoAoRdK 14 B, i ederr Sy neanadimmii, a X
TOKCHIKONOTIIa 31Uy ULiCTs Oysa HCOANO3 Ao, MAKCHMAILHOIO
rerokeuunoio posoio (NOAEL) Byno santpononosaio 400 Op/kr.

13) FenorokenunnicTn;
m vitro

in Vivo (BIJTIOHAIOUH JOAATKOBY OUIlIKY
TORCHIOKIHCTHKH)

[4) KanueporeniicTs:

LOBIOCTPOKOBT JlOCIiKEHHSI

ROPOTKOCTPOROBI ftochijueenns ado
CePLCLHBLOT TPHBANOCTI

FROBL JOCH e

5) Tokenuna nist 1a penponyKrusiny
[bynatiio i BiyrpiniisoyTpobinii

[1e Oyi10 NpoRe;etio NOCHIuKeHEL FEHOTOKCHUTIOCTI, OCKIILICN
Mastoiimosipio, mo Cl NI 6esnocepetibo m3aemotic 3 JIHIK uut inem
XPOMOCOMIUM MATCPIAIOM, 31O 3 MHLILIUMI [ACTAITOBAMH,
niesiTnenmym B [CH S6(RT) (Mbkuaposiia pafa 3 y3ro/okeiiist Texiisinnx
BHMOT JI0 (hapsaneBTHUHIX IPENaparis s JI0JACLKOro B

3ripno 3 ICH SO(R 1) nocnijue s KanieporenioceTi e HpoBOANAKSs,
BPAXOBYIOUH TC, 1O TAKI JLOCHRKCHESE 3ara)toM ¢ HEAOULIBITHME TS
(PAPMALCBTHUHIIX MPENAPATIB, ~OTPUMATIINX 3 THIAZMN JHOMHIH.




[ SR
POIRITOR? H

BINIAB 1A (PePTHNBHICTb | patHifi

. . locnimkenns 3 CLINH (Cinpaiiz) ne nporoamnivcs.
eMOpPIoNANLHIIE PO3BHTOK Hlocain (Cinpaits) POBOA

¥ xosti poenijokeniig em6pioderansiol Toxcnutocti (DD0O003), o
pinnosinae sumoram GLP, iwypu orpumysanu CIINH (Ciupaiis) s po3i 0,
20, 100 i 400 On/kr/penb. Trapuiiam BROJIIIM A03Y Hpenapary
BHYTPIINLOBSINO, nounaioun 3 6 aus rectandi (J10Yy no 17 A0 i
nposonHiK esTanasiie na 20 JIIK, npi ibomy peecpyaii crain koiHoi 3
iMmnanTauii. Cxoxi pesynsrary Gy orpuMani B8 XOAT 5K J0CHijuKenns 3
Hindopy Aianasony 103, Tak i nificymKonoro sgochiukenys. Iporsrom
nepioay Jikysauis He GyJH0 OTPHMANO AOMHX KITIHUIHX CHIOCTEPCKEl
a0 pesyNibTaTin PO3THILY, AKi & BRANCANMCS MOB'SI3AIIMN 3 JIKYBATTIM.
Cepetniit npupict maci tina i crioxuaniis Hici 6ysin 01akoBHMH B YCiX
rpynax. Towasuwicr nepe@iry saririiocTi 8ysr 0AHAKORHMIL B YCIX rpynax.
B ymonax nizcymrosoro pocsimkeiitst nosa 400 On/xr/nerin dyna
BH311AUCHa, SIK MAKCHMAaJIBIHO 1ICTOKCHYIIA 1030 CTOCOBIIO BIUIHRY LA
BOPOR’ S MATEP] Ta IIOJLY.

CMBPIOTOKTHUITCTL

[npenaranbia i nocrHaTanbHa
[TOKCHHICTL

Jocnipicenis 3 CLINH (Cinpaiiz) ne nposounsuces.

Jlocninicenna, B skux npenapar
BROZUMTHLES HOTOMCTRY ([1IC3PIIIHM
TRapriam), i/abo LoChimKEH S

: rmnl‘n'r|)|'|na.f11_l._\__g_{l}g('ri B ]

Jlocnimacernis 3 C1INH (Cinpaiis) e nporoguiaucs,

e = e |

10) miciena niepetiociaict Miciiesa nepenocHMicTh OHIHIORBANACS Y AOCHILKCIIIX TokeHiocTi. B

xoMi goctikens DDOO02 ta DDO004 3 ricTonaTodoriviol ToukK 30py
ontintosascs sraus Cl-INTI (Cinpaiis) na cynmin y miciii Bregenis y
XROCTOBY BCHY. i ByJSI0 RCTAIIORBIICIIO JOBPY NCPCHOCHMICTh.
Crtocrepiranies tepii NoaApazioBasn i ek, NPoOTe 1He MO
MIOSICHITI BRCACHHAM MIOACKKOro Bijika niypam. Binslue Toro, € 4ocTyriti
I KITERIMHT A1, IKT AEMOICTPYIOTS HTH3LKY HACTOTY BHITHKHEN IS MICHCBHX
[ peaktlif,

[T) JIONATKOBI JLOCATIDKEHHS TOKCHUIHOCTI: ”

ACTHICHIICTD (YTBOPCHLISL ANITHTIN) Jlocaipkenia iMyHorenitocTi 8 KPoJIHKIR 3 BHKOPHCTANISM [TONEPEAIOro
' nokanitns npenapaty Cl INF (C1 esterasechemmer-high purity [Cl INH-
[1P]) nokasano, 1o nactepnzarlis nij vac npoiecy pHpobIviLTRa e
BrMBaga 1a yrsopenis neoeltivonin na mosickyni 6iska C1 NI
(DDOO0S5). B oBox rpynax iMynisoBatinx KpOAHKIB BIANORIAL Y BHMIS
yrsopennst anrrk-Cl AN Syna susipiiciia uepes o THAEH (1ics
oJiIopasoBol imyniszaltil. HacTynHui aetanbinii anaiia nopisustiisg
Henacteprsosanoro npovpkiory npetapary CUINH i kinnesoro
nacrepuzosaiioro npenapary C INFH e BUsBIR wKoAHIX ateriTing s
Gynn 6 crietgidgivno enpsmonani npori nacreprzonatioro duiky C1INI
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Jocnimkernis 3 C1INF (Cinpaliiz) 1ic nporoaimces.

[Mpenapar C1 INH-HP gocnijuxysases na npeaMeT noreHitiitol
TPOMOOTEIIOCTI B yMOBaxX sk in vitro, Tak i in vivo (DD0007).
Jocnipkenng in vitro nokazasnu, o npenapar CUINH-HP e mictim,
(pakTOpIB 3ropTalitis KPOBI, 3AJICHILNX Bijl aKTHBOBaIOIO BiTamilty K-, s,
SIK BBAKAECTLCS, € NPHUHITOI0 Tpomborentmx nobiunux edeiris. B xoai
ocatijpkeris TpomGorentocti in-vivo (teer Becuiepa) Takos i3
npenaparonm CUINI-UP rpomGorentiii nopir 6yno susiBaeHo NHpH
sacTocyBali 403, piinnx tin 200 Op/kr.

B ocraniix A0CHKCHIILX TOKCHUHOCTL 1Ha [Ilypax HC CIIOCTCPIranocs
o311aK, SKi O BKa3yBauli [1a itOTCHILIALY TPOMOOTCIHICTh, HPH
sacrocysatini no3 no 400 On/xr/nens C1 INH (Cinpaiiz) nporsrom 14 ais
(DD0002).

Takim vunnom spaKacTLCS, Lo TpoMOoreni edekTi npy 3acTocyrarii
fpenapary B MCKaX HPWIISTOro KiHivIoro 1o3yBsatlis €
MAJOAMOBIPIITIMM.

Cretianeni (apmaxonoriuni gqocsijpkers in vivo iz npenaparom Cinpaiiz
e nposoamucs. Tum nie Meiie, oGurpi shaniis B obsiacri
(Qapmacounamitinx giacritgoeteit imx npenaparis C1 NI taxox
MOXKYTL 3acTocoByBaTICs 2o Cipails i yzaranuiiciio nasejein y
peecTpatlifiiiomy 10che.

Mapmaxkokinernka C1 INIT 6yna seranorneia y xoai qociijokelin
TOKCHUHOCTI Y ULYPIB, sIki oTpumyBanin Tepanito npenaparom Cinpaiia y
nozax 20, 100 1400 Oy/xr. Ticns ruyTpiuiinLosenioro Beacng oHiel
JLOBH LIS HPCHIAPATY, 1K BIJOOPEIKCHO 1IIOIHSIO f1iJ1 KPHBOIO 311aUCH b
"Konuerrrpauis g ruassi-uac" (AUClast), s6utsutysanacs nponopuiiino
(nosi. Haitsunii snavenns AUCIast 6ysun pocsrnyti nicsst aenenns 400
On/xr, i sic pesynbraT — 3navenns 83452 1 75378 MOy ron/mi y mypis
uosiosivol Ta xcinouoi erari gignosinno. IKmesuii nepion
namssneesctist C1INH kosmsases sij 6.5 no 8,5 romin,

PesysinTaTh JOCHIKCHL TOKCHUIIOCTT IPH OJUOPA3OBOMY | NOBTOPIHX
BRC/ICIIISIX Y LLYPIB HE BHABHIIM 11CGC3NCHHHX MOKAZHIKIE B MCXKAX
JL0CTIRKYBAIOrO THTePBANY HO3YBal(lisf, MAKCHMAIILIO HETOKCHUIOIO
nozoto (NOAEL) npuiinstro o3y 400 Opfkr.

Hpenapar CUINTL ZocHizokyBases ta 1peiNeT PeipoiayKTHBHOT
TOKCHUITOCTT, MICHEBOT fiepellocHMoctTi Ta TpomboreriioctTi, i 6y
BHBHAIMH, 9K TakKiT, 110 neaae Brpakenol Tokenunocti. Jlochiokenns
IMYHOTOKCHYHOCTI HC BHSIBHIIM 0/IATKOBOT IMYIIOICHIIOCT B NOPIBIAHIII 3
nenacreprzosanua ClINIHL

[T1o6 najary opictrronini Mexi BIuinsy Ha (ynKiionaisiy akrtHsiicts i
FICPIOJL M JLOCITIDKCTINIIMHM 118 LYy PaX Ta KAiHitIHM J1o3yBadism, Gy




BUKOPHCTANI AaHi BIJIMRY fpCnapaty i3 KAiHidioro JoCHiKCHHS 3
npenaparom Cilipais, sike 6ys10 nposeaee 3a yuactio naitienria iz CAH,

y akux sacrocosysann 103y 1000 On s/s npenapary Cuupaiia. B
kninivnomy nocaimkerts (LEVP 2006-5) -6azonnii KOperopattuit

cepeatif nokaznuk AUCy,, ciuranan 24,5 O -rop/mn. Y Yy pin pisii
thynkuionanmiot akrusnocti uepes 14-miis nikysaniis y 1o3i 400 On/kr

C1 INH (Cunpai3) sinnosisani cepesiihomy nokaziuky AUC,q 107,44
94,6 Ou-ron/mn y ulypin HonoBiOT | Wwinouol cTarTi siwoniio.
Bpaxonyious 10 kaiviuni nasi dapmaxokinerricn, nosa C1 INI (Clll])ﬂll'i)
400 Op/kr/nenb y utypis cinasae nprbaN3HO 4-Kpatity Meaky OUiKyBaHor ol
Knitivioro srnusy y natienris is CAH npw onnopasonifi f03i 1000
On/ocoby. Buxonsun 3 nosu, pesyanraTv 0CHiDKE b TOKCHUHOCT He
BHABHJIH 116C3NCUITIX NIOKAZIHKIB 1P BUIOPHCTANI 103, 2K
NCPCRUILYIOTH pekoMerIoBatly Ans Joaci 103y 1o 28 pasis (sika cruajae
1000 MO), npu pospaxytiky 11a cepeunio macy Tisa nopocnor nosiim 70 |
Kr. Takhm YoM, i3 1ABCACTIMX AOKATHIMINIX HAIHX HE BHITHKAE WOMIMX |
salenokoents oo Gesnerwn sucopueranis C1EINH (Ciupaiis) y
BH3HAUEITNX MCOKAX AO3YBAHIIS.
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