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IPEINAPATDBI HOJHUIIENITUIA ®AKTOPA VIII

Onucanue

0O0J1acTh TEXHUKH

Hacrosimee nzo0perenue B 0011eM ciiyyae OTHOCHUTCS K 0OJIACTH TEPANIeBTUYECKUX CPEACTB MPU

réMOCTaTUYCCKUX HAPYILICHUAX.

YpoBeHb TEXHUKH

I'emodumuss A mpencraBnsier coboit X-CHEIIEHHOE HapyLIEHHE CBEPThIBAEMOCTH KpPOBH,
NPUYUHON KOTOPOTO SIBJISIFOTCS MyTauuu w/wiu nenenun B rere Qaxropa VI (FVII), uro
npuBonuT K HenonHoneHHoi aktuBHoctH FVIII (Peyvandi, F. ef al. Haemophilia 12:832-89
(2006). [TanHoe 3a00neBaHNE XapaKTePU3yeTCs CIIOHTAHHBIMHU KPOBOU3IHMSAHUAMHU U OOMIIBHBIM
KpoBoTeueHHeM rociie TpaBM. Co BpeMeHEeM IOBTOPSIOLUINECS KPOBOM3JIUSHUS B MBI I
CyCTaBbl, KOTOpBIE YACTO HAYMHAIOTCA B paHHEM JETCTBE, MPHUBOIAT K Pa3BUTHIO
reMo(pUIMUeCcKOl apTPONaTHH M HEOOPAaTUMOMY IMOBPEXKIEHUIO CYCTaBOB. JTO IMOBPEXIECHUE
ABJISIETCS MPOTPECCUPYIOIIMM U MOXKET NPUBECTH K CHJIBHOMY OTPaHUYEHHUIO MOABIKHOCTHU
CyCTaBOB, MbleuHoi arpodpuu u xponuueckoir Oomu (Rodriguez-Merchan, E.C., Semin.
Thromb. Hemost. 29:87-96 (2003), koTopasi B IOJHOM O0beMe BKJIIOUEHA B JAHHBIN JOKYMEHT
MOCPEICTBOM CCBIJIKH).

JHomern A2 HeoOXomuMm mjisi TPOKOAryJHPYIOIEH aKTHBHOCTH MOJeKysbl (aktopa VIIL
UccnenoBanusi mokas3piBaroT, 4to cBUHOH ¢aktop VIII umeer B mects pa3 OonbLiyio
MPOKOATyJIPYIOIIY0 aKTUBHOCTD, YeM uesioBedeckuii ¢pakrop VIII (Lollar, P., and E. T. Parker,
J. Biol. Chem. 266:12481-12486 (1991)), u uTO pasHMIAa B KOAryJHPYIOIEH aKTUBHOCTH
YeyioBedeckoro u cBHOTO (hakropa VIII BoO3HHKaeT HA OCHOBAHUHM PAa3HUIIbI B AMHUHOKHCIIOTHOM
MOCJIEIOBATEILHOCTH MEXIY OOHUM MJIH OoJiee OCTaTKaMH B YEJIOBEYECKOM M CBHHOM JIOMEHAaX
A2 (Lollar, P, et al., J. Biol. Chem. 267:23652-23657 (1992)), B noaHOM 00beMe BKIIFOYECHHAs B
TAaHHBIA JOKYMEHT MOCPEACTBOM CCBUIKH.

Jleuerne remopuIMM A OCYIIECTBISIIOT IyTEM 3aMECTHTEIbHON TEpamuy, HALEJIeHHOW Ha
BoccTtaHoBjieHHe akTUBHOCTH FVIII oT 1 10 5 % OT HOpManbHBIX YpOBHEH AJ1s IPeAOTBPaLleHUs
CHOHTaHHBIX KpoBoTeueHui (Mannucci, P.M.,, et al., N. Engl. J. Med. 344:1773-1779 (2001),

KOTOpasi B IOJTHOM O0beMe BKJIFOUEHA B JAHHBIN JOKYMEHT MOCPENCTBOM CChUTKH). CyLIeCTBYIOT



NOJIyYE€HHBIE U3 TUIa3Mbl U peKoMOnHaHTHbIE ponyKTel FVIIL, nocTynHble s IeUueHus ciiy4yaes
KPOBOTEUEHMH NpU HEOOXOMUMOCTH WM sl TPEAOTBPAIICHUS BO3HHUKHOBEHHS CIy4aeB
KPOBOTEUEHHH NyTeM MPOPUITAKTUIECKOTO JIEUEH .

CHuxeHHe KOJIMYeCTBA JIETAJIBHBIX MCXOJOB, IPENOTBpAalleHHEe IOBPEXKACHUsS CYyCTaBOB U
yJIy4IIeHHe KauecTBa JKU3HU CTaJId BAXKHBIMH JOCTIDKEHUSIMH BCJIEACTBUE pa3paboTKH
MOJIy4eHHOrO0 U3 Tuia3Mbl U pekomOuHaHTHOro FVIIL JlnuresnpHas 3amura OT MOSIBICHHS
KpPOBOTEYEHHMI CTajja Obl JAPYTHUM KIHOYEBBIM MPEHMYINECTBOM B JIEYEHUH MALUEHTOB C

remounei A.

CymHocTh H300peTeHus

Hacrosimee wu3oOperenue BKOUaeT (PapMaleBTUYECKYIO KOMIIO3HIIHIO, COIEpsKalyr: (a)
noymnentun FVIIL; (b) onun mmm 6onee cTabMmM3upyOINX areHTOB, BHIOPAHHBIX U3 Caxapo3bl,
Tperano3sl, papduHO3bL, apruHnHa wim ux cmecH, (¢) xuopun Hatpus (NaCl); (d) L-ructunus;
(e) xnopun xambums; u (f) mommcopbara 20 wnm momucopdara 80. B omHoM BapuaHTe
peanuzaimu u300pereHuss B (DapMaleBTHYECKYHO KOMIIO3UIIMIO HE BKJIKOYEHbI MaHHHTOI,
[JIMLMH, aJaHuH WA THAPOKCHUATHIKpaxmal. B npyrom BapuaHTe peanu3alddl H300peTeHHs
NaCl sBnsiercss e€QUHCTBEHHBIM 00BEMOOOpa3ylOIIMM areHToM. B 1apyrux BapuaHTax
peanuzaunu u3zodperenns nosumnentun FVIIL mpencrasisier coboli mojmmentus IIHTEIBHOTO
NENCTBUS UK MOJIUIIETITU]T KOPOTKOT'O 1eNCTBUS.

B nmpyrux BapuaHTax peanuszauuu m300peTeHus (hapMaLeBTHUECKAs KOMITO3ULIUSI COAEPIKUT OT
okoJio 1% (M/006) no okoino 2,5% (M/00) caxaposbl, oT okono 1,3% (M/00) caxapo3bl 1O OKOJIO
2,0% (m/00) caxapossl, okono 1,33% (m/00) caxapossl uimu okojio 2,0% (M/00) caxapossl, OT
okojio 10 mr/mMi no okojio 25 Mr/mi caxaposbl, OT OKOjJo 13 mr/mi no okojo 20 mr/mi
caxapo3bl, okosio 13,3 mr/mi caxapossl wim okoio 20,0 Mr/mi caxapossl. B apyrux BapuaHTax
peanu3anuu u300pereHus: (papmMareBTUYeCKass KOMIO3UIUSI CONEPIKUT OT okoyio 150 MM no
okousio 250 MM NaCl, ot okono 175 MM 1o okoso 225 MM NaCl, or okono 200 MM 110 OKOJIO
210 MM NaCl, oxoso 205 MM NacCl, ot okojio 8,8 mr/mia go okoiso 14,6 mr/mi NaCl, ot okono
10 mr/mn mo okojio 13 mr/mut NaCl, okono 12,0 mr/mit NaCl, ot okoao 250 MM 1o okoso 350
MM NaCl, ot okono 275 MM no okoso 325 MM NaCl, okono 308 MM NaCl, ot okono 14,6
mr/mi 10 okojio 20,5 mr/mn NaCl, ot okoso 16 mr/mit 1o okojio 19 mr/mi NaCl unu okoso 18,0
mr/mi NaCl.

B npyrux BapuaHTax peanusanud u300peTeHus (hapMaleBTHUECKAs KOMITO3ULIUS COAEPIKUT OT

okoJio 5 MM 10 okono 15 MM L-ructuauna, ot okojio 6,64 MM L-ructuauna 1o okoJio 9,8 MM



L-ructununa, ot okono 0,75 mr/min a0 okojo 2,25 mr/mi L-ructuauba uian ot okoso 1,03 mr/min
L-ructugnaa no okosno 1,55 mr/ma L-ructuamHa. B ompeneneHHbIX BapHaHTaxX peain3alluu
n300peTeHus apMaleBTHUECKAs KOMITO3HMLIUSA COAEPKHUT OT OKoio S MM no okosno 10 MM
XJIOpUAA KaJiblus, OT OKOJIO 5,4 MM xyopuaa kKanbuus A0 Okoso 8 MM Xjopuaa KajubLusi, OT
okosio 0,75 mr/mn no okono 1,5 mr/mi guruapara XJopuaa Kaablusl Wid oT okojio 0,8 mr/mi
AUTHApPATA XJIOPHUAA KaIbLHsl 10 OKouio 1,18 Mr/mMi qurunpara XJiopuaa KajabLus.

B HekoTOpBIX BapHaHTaxX peanuzauuu u3oOpereHus: GapMaleBTHIYeCKass KOMIIO3ULHS COAEPKUT
ot okoJi0 0,008% (M/00) mo okoso 0,025% (m/00) monucopbara 20 wiu nonucopdara 80, OKOJIO
0,013% (M/00) nonucopdara 20 umu nogucopdarta 80 wim okono 0,02 % (mM/06) nmonucopbara 20
wm nojucopbara 80, or okomo 0,08 mr/mn mo okono 0,25 mr/mn mnomucopbara 20 wiwm
nosucopbara 80, okono 0,13% wmr/mn nonucopbara 20 wim nonucopdbara 80 umu okoso 0,20
mr/mi1 nosmcopdata 20 wim nonucopbara 0.

B nmpyrux BapmaHTax peanusanuu H300peTeHHs (papMaleBTHUECKash KOMITO3ULUS COAEPIKUT
nomunentun  rFVIIFc, koTopelii  COOEpKUT TEPBYIO  CYOBEAMHHIy, COIEPKAIIYIO
AMHHOKHCJIOTHYIO TOCJIEe0BaTeNbHOCTh, MO MeHblled Mepe Ha 90% umu 95% wupeHTHUHYIO
amuHokucyoram ot 20 1o 1684 u3z SEQ ID NO:2 unu ot 20 1o 2578 uz SEQ ID NO:6, u BTOpYyI0
CyOBeOMHHULYY, COAEPIKALIYI0 AMHHOKHCJIOTHYIO IOCIIENOBATEIbHOCTh, M0 MEHbINEH Mepe Ha
90%-95% wunenTuuynyro amuHokucioram ot 21 no 247 uz SEQ ID NO:4. B ompeneneHHbIX
BapuaHTax peanusauun n3ooperenus nojunentus rFVIIFc comepkut nepByo CcyObenUHULLY,
conepxkaiyo aMuHOKUCIOTHI oT 20 1o 1684 u3 SEQ ID NO:2 unu ot 20 no 2578 u3 SEQ ID
NO:6, u BTOpyI0 CyOBEOMHMUILY, COAePKALIYI0 aMUHOKUCIOTHI OT 21 10 247 u3 SEQ ID NO:4.

B ompenenenHbix BapuaHTax peanusanmu uzobperenus nomunentun FVIIL mpucytctByer B
(dapManeBTUYECKON KOMITO3ULIMH B KOHIEHTPALMU, COCTABJISIOMENH oT okojo 50 ME/mn no
okoJio 2500 ME/mn, nanpumep, 83 ME/mn, 167 ME/mn, 250 ME/mn, 333 ME/mi, 500 ME/mn,
667 ME/mn, 1000 ME/mi, 1333 ME/mn, 1667 ME/ma uaun 2000 ME/mn nonunentuna FVIIL. B
HEKOTOpBIX BapUaHTax peanuzauuu u3odperenns mnomunentun FVIIL npucyrcrByer B
(bapMaleBTUYECKON KOMIIO3UIIMKA B KOHLIEHTPALMH, COCTaBisitomeii ot okono 100 ME/mn no
okojio 4000 ME/mn, wanpumep, 150 ME/mn, 287,5 ME/mn, 431,25 ME/mn, 575 ME/mn, 862,5
ME/mn, 1150 ME/mn, 1725 ME/mn, 2300 ME/ma, 2875 ME/mia unu 3450 ME/ma nonunentuaa
FVIIL

B npyrux BapmaHTax peanuszauuu n3o0pereHus papManeBTHUECKass KOMIIO3HLUS CONEPKUT: (a)
ot okoso 50 ME/mi o okomno 2500 ME/mn nonmnentuna FVIIL anutensHoro neficreus; (b) ot
okoJio 1% (M/06) mo okono 2,5% (M/06) caxapossl, (¢) ot okojo 150 MM no okosio 250 MM
NaCl; (d) ot oxono 5 MM 1o okono 15 MM L-ructununa; () ot okono S MM no okono 10 MM

xynopuna kaneius, u (f) or okomo 0,008% (m/00) mo okomno 0,025% mnomucopbara 20 umu



nomucopbara 80. B apyrux BapmaHTax peanmsauud m300pereHuss (papmMarieBTHUeCKast
KOMTIO3HUIHSI COAEPKUT OT OKkoyio 175 MM no okoso 225 MM NaCl wiu ot okono 200 MM 1o
okoyo 210 MM NaCl.

B npyrux BapuaHTax peanuszaluu U300peTeHus papMaleBTHUeCKass KOMIIO3ULUS COAEPKUT (a)
okouio 83 ME/mi, okoso 167 ME/mi, okono 250 ME/mi, okono 333 ME/min, okono 500 ME/mi,
okojio 667 ME/mn, okono 1000 ME/mn, okono 1333 ME/mn, okono 1667 ME/Ma uiau 0KoJio
2000 ME/mn nonunentuna FVIIL; (b) okono 1,33% (M/00) caxapossr, (¢) okono 205 MM NaCl,
(d) oxono 6,64 MM L-ructununa; (e) oxono 5,4 MM xjopuna kanbuust, 1 (f) okomo 0,013%
(M/00) monucopbara 20 wmu nosmcopodata 80.

B HEKOTOPBIX BapHaHTaxX peau3alun n300peTeHns (apMaleBTHIECKash KOMITO3ULUS COAEPIKHUT:
(a) ot okomno 100 ME/min no okono 4000 ME/mn noymnentina FVIIL (b) ot okono 1% (M/00) no
okoJ10 2.5% (M/00) caxapossr; (¢) ot okoio 250 MM o okoso 350 MM NaCl; (d) ot okosno 5 MM
1o okoiso 15 MM L-ructununa; () ot okono S MM no okono 10 MM xnopuna kaneiwst; u (f) ot
okoio 0,008% (m/00) mo okono 0,025% mnoxmcopbara 20 mnm momucopbara 80. B npyrux
BapHaHTaxX peain3annu n300peTeHus hapMareBTHUECKast KOMITO3UIUS CONEPIKUT OT OKOJIO 275
MM 1o okono 325 MM NaCl.

B ompeneneHHbIX BapHaHTax pealM3aldu HM300peTeHus (dapMaleBTHYECKas KOMIIO3HLIUS
comepxkut:. (a) okono 150 ME/min, okomo 287,5 ME/mn, okono 431,25 ME/min, okono 575
ME/mn, oxono 862,5 ME/mn, okono 1150 ME/mn, okono 1725 ME/mn, okono 2300 ME/mu,
okosio 2875 ME/mn umn okono 3450 ME/mn nomunentuna FVIIL, (b) okono 2,0% (m/00)
caxapo3ssr; (¢) okoso 308 MM NaCl; (d) okono 9,8 MM L-ructununa; (e) okosno 8 MM xjopuna
kanpiyst; U (f) oxomo 0,020% (M/00) momumcopbara 20 mim momucopbara 80. B apyrux
BapUAHTAX peain3aliu u300peTeHus papMaleBTHUECKass KOMIIO3UIMS COAEPKUT: (a) OT OKOJIO
50 ME/mn no okosio 2500 ME/mn nonmunentuna FVIIL (b) ot okono 10 mr/mn 1o okoso 25
Mr/mi caxapossl, (¢) ot okojio 8,8 mr/mi no okosio 14,6 mr/ma NaCl; (d) ot okono 0,75 mr/mi
10 okojio 2,25 mr/min L-ructununa; (€) ot okojo 0,75 mr/mi mo okosno 1,5 mr/min auruapara
xjnopuna kanbuust, u (f) or okomo 0,08 mr/mu go okomo 0,25 mr/mn monucopbara 20 wimu
noymcopbara 80. B HEKOTOpBIX BapuaHTaxX peajn3aluu H300peTeHus (papMareBTHIeCKas
KOMTIO3UIHsI coaepkut: (a) okono 83 ME/mn, okoso 167 ME/mi, okono 250 ME/mi, okono 333
ME/mn, okono 500 ME/min, okono 667 ME/min, okono 1000 ME/ma, okono 1333 ME/mn, okosio
1667 ME/mn wnu okonio 2000 ME/mn nojunenrtuna FVIII, (b) oxono 13,3 mr/mi caxapo3ssr, (¢)
okoio 12,0 mr/mn NaCl; (d) okomno 1,03 mr/ma L-ructuanna; () oxono 0,8 mr/mn nurugpara
xyopuna kanaeiwst;, 1 (f) oxosno 0,13 mr/mi monucopOara 20 unmm noymcopdata 80.

B npyrux BapmaHTax peanuszanuu n3o0pereHus papManeBTHUECKass KOMIO3HULUSA CONEPKUT: (a)

ot okojo 100 ME/mn no oxono 4000 ME/mn nonmunentuna FVIIL, (b) ot okono 10 mr/mn 1o



oKoJI0 25 Mr/mn caxapossl, (¢) ot okosno 14,6 mr/mn no okono 20,5 mr/ma NaCl; (d) ot okono
0,75 mr/ma mo okoino 2,25 mr/mn L-ructununa; (€) ot okojyo 0,75 mr/mu no okojo 1,5 mr/mi
auruzapara xuopuna kanbuus, u (f) ot okono 0,08 mr/mn no okoso 0,25 mr/mn nonucopdara 20
wm nomucopbara 80. B ompeneneHHBIX — BapuaHTaX ~— peajH3aluu  U300peTeHHs
(bapManieBTHYECKass KOMIO3ULHsI comepxut: (a) okono 150 ME/mi, okono 287,5 ME/mi, okosio
431,25 ME/ma, okono 575 ME/mn, okono 862,5 ME/miu, okomo 1150 ME/mi, oxomo 1725
ME/mn, oxono 2300 ME/mn, okono 2875 ME/mn wnu okoiso 3450 ME/mn nonunenruaa FVIIL,
(b) oxomno 20,0 mr/mn caxapossr, (¢) okojo 18,0 mr/ma NaCl; (d) okomo 1,55 mr/mna L-
ructuauHa;, (e) okono 1,18 mr/mn muruapara xjopupa kambuust; u (f) oxomo 0,20 mr/mu
noymcopbara 20 umu nonmmcopOara 80.

B HeKoTOpbhIX BapuaHTaxX peajn3aliy B HACTOSIIEE M300peTeHNEe BKIOUEH (papMaleBTHIeCKUN
KOMILIEKT, COAep Kaluii: (a) mepBblii KOHTEHHEp, conepsKauil THOPIITN3UPOBAHHBIIN MTOPOIIOK,
npu 3ToM nopook copepkuT (1) momunentun FVIIL (i1) onus mn Oonee cTabMIN3NUpPYOIINX
areHTOB, BBIOPAHHBIX M3 CaxXapo3bl, Tperanosbl, pap@uHO3bI, apruHUHA WM UX cMecH; (iii)
xynopun Hatpus (NaCl); (iv) L-ructunun; (v) xnopun xansuusi, u (vi) monmucopbara 20 mnmm
noymcopbara 80; u (b) BTOpOii KOHTEHHEp, COAEPKAIINN CTEPUIIBHYIO BOAY ISl HHBEKIUN IS
COEAMHEHUs ¢ TNO(UIM3UPOBAHHBIM MOPOIIKOM U3 NIEPBOro KOHTeHHepa. B apyrux BapmanTtax
peanuzanmu u300peTeHuss (papManeBTUYECKUH KOMIUIEKT COIEpXKHT: (@) NMEepBbI KOHTEWHep,
cofiepKalfi THOPUIN3UPOBAHHBINA OPOIIOK, IIPH 3TOM MOPOLIOK conepskut (1) okono 250 ME,
okoJio 500 ME, okomno 750 ME, okono 1000 ME, okono 1500 ME, okono 2000 ME, okono 3000
ME, okono 4000 ME, okoso 5000 ME wunu okosio 6000 ME nmonunentuna FVIIL (ii) okono 40
Mr caxaposbr, (iii) okono 36 mr xiopuaa Hatpus, (iv) okono 3,1 mr L-ructununa; (v) okono 2,40
M TUrHApaTa Xjopuaa kaneius;, u (v) okono 0,40 mr nomucopbara 20 wim nonucopbara 80; u
(b) BTOpOIi KOHTEHHED, CONEPIKALIUI CTEPUITBHYIO BOAY IJIsl HHBEKIIHI B 00bEMe, TOCTATOUYHOM,
94TOOBI IPU COSUHEHHUH C JIMO(PHIN3UPOBAHHBIM MOPOLIKOM M3 MEPBOr0 KOHTEHHEpPA MOJYUUTh
pactBop, conepskammwii: (1) okojo 83 ME/mi, okono 167 ME/mn, okosno 250 ME/mn, okoino 333
ME/mn, okojo 500 ME/mi, okono 667 ME/mi, okono 1000 ME/ma, okono 1333 ME/mn, okoio
1667 ME/mn unmu okojo 2000 ME/mn nonunentuga FVIIL, coorBerctBenHo; (ii) okono 1,33%
(M/00) caxapossr, (iii) okojo 205 MM NaCl; (iv) okojno 6,64 MM L-ructununa; (v) okoso 5,4
MM xjiopuna kanbius;, u (vi) okoso 0,013% (m/06) monucop6bara 20 unn monucopodara 80.

B npyrux BapmaHTax peanusanuu n3oOpereHus papmManeBTUYECKUN KOMIUIEKT COIEpPXKHT: (a)
NepBbI KOHTEHHep, cofepKamuil JHOQUIN3UPOBAHHBIA TOPOIIOK, IPH 3TOM IOPOLIOK
comepkut (1) okono 250 ME, okono 500 ME, okoso 750 ME, okosnio 1000 ME, okono 1500 ME,
okoyio 2000 ME, okono 3000 ME, okono 4000 ME, okono 5000 ME wunu okono 6000 ME

noyunentuaa FVIIL (i) okono 40 mr caxapo3ssl, (ii1) okosno 36 Mr xjopuna HaTpus; (1v) OKOJIo



3,1 mr L-ructununa; (v) okono 2,40 mr nuruapara xiopuna kaneius, u (v) okono 0,40 mr
nosmcopbara 20 wiu nmonucopOara 80, u (b) Bropol KoOHTeliHep, comepskKaluil CTePUIbHYIO
BOAY Ul MHBEKIMH B 00BEME, JOCTATOYHOM, YTOObI MPU COSTMHEHHH C JTHO(HUIM3UPOBAHHBIM
MOPOLIKOM U3 INEPBOro KOHTeHHepa MOJy4HUTh PacTBOp, copepxkamuii: (1) oxomo 83 ME/mu,
okosio 167 ME/mn, okono 250 ME/mn, okono 333 ME/mi, okomo 500 ME/ma, okono 667
ME/mn, okxono 1000 ME/min, okono 1333 ME/mn, okono 1667 ME/mit uiu okojo 2000 ME/mu
nonunentuna FVII, coorBercTBenHO; (ii) okosio 13,3 mr/mn caxapossr, (iii) okono 12,0 mr/miu
NaCl; (iv) okono 1,03 mr/ma L-ructununa; (v) okono 0,80 mr/mn xmopupa kaibums, U (Vi)
okoJjio 0,13 mr/mi noymcopbara 20 wiu noymcopdara 80.

U3o0pereHue Takke BKJIOYAET CIMOCOO CHWKEHHs HIIM YMEHBIIEHHs KOJMYEeCTBA CIy4yaeB
KPOBOTEUEHHH WJIM JICYEHHs WM MPeIOTBPAIUEHHs COCTOSHUSI KPOBOTEYEHHS], BKIJIFOYAIOLIMI

BBeZIeHHE (DapMalleBTUYECKOM KOMIO3UINH, conepskameit monumnentun FVIIL

KpaTkoe onucanue uyeprexei

Ha ®urype | npuseneHs! getanu Au3aiiHa JO3UPOBAHUS B MOArpymme ¢ nociaeaosartenbHon OK
(rpynma 1) u c6opa @K mpoO.

Ha ®urype 2 npusenens! ganHble 1o cpeaneit Hadmomaemoit aktuBHocTH FVIII myst rFVIIIFc
rFVIII B pauHamuke 1O BPEMEHM. OJHOSTANHBIM aHAIM3 KOAryJUPYIOIIEH aKTUBHOCTU
(morapugmuueckas 1Kajga) B MOATPYIIe ¢ MocienoBaTenbHol (papmakokuHetukoit. rFVIIIFc
AEMOHCTPHPOBAJ NMpHOIM3UTEIbHO Ha S0% OOoNbIINe MepHO MOJYBbIBEACHUS H CPEHEe BPEeMs
yaep:xkanusi o cpaBHeHHto ¢ ¢akropoMm VIII gukoro tuma (mosymmnentun FVIII xoporkoro

nevictusi) (P<0,001).

[Moapo6Hoe onucaHue CyHIHOCTH H300peTeHUs

B nHacrosimem u3o0peTeHMM MpEANiOlKeH Mperapar, coaepxkamuii monunentun ¢akropa VIII,

nanpumep, FVIII-Fc, n cnocoObl ero npumMeHeHus!.

L Onpeoenenusn

Crnenyer OTMETHTb, YTO B JAaHHOM OINHUCAaHUM U B MPHIOXKEHHOH (opMmysie H300peTeHHs
ynoTpebiieHre €IMHCTBEHHOTO YHCiIa BKIIOYAET MHOKECTBEHHBIE OTHECEHUsI, €CJIH MHOE YE€TKO

HE MPEeAyCMOTPEHO KOHTEKCTOM. DopMa €NUHCTBEHHOTO YHCJIA, & TAKXKE TEPMHUHBI KOAUH WJIH



Oomee» W «IMO MeHbBIIEH Mepe OAMH» MOIYT B3aMMO3aMEHSEMO YIOTPeOSAThCS B TAHHOM
TOKYyMEHTE.

VYnorpebnseMplli B JaHHOM JOKYMEHTE TEPMHH «OKOJIO» O0O3Ha4aeT NPUOIU3UTENBHO,
NPUMEPHO, OPUEHTHPOBOYHO WM B jauanasoHe. Korma TepMuH «OKOJO» ynoTpeOisercs B
OTHOLIEHUU YHCJIOBOTO MANa30Ha, OH MOAU(ULIMPYET 3TOT AWANA30H, PACIIUPSs TPAHULBI 32
npeneNbl NPUBEIEHHbIX YHCIOBBIX 3HaueHWid. B olmem ciydae ynorpeOisieMblii B JaHHOM
JIOKYMEHTE TEPMHUH «OKOJIO» MOAU(HULUPYET YUCIOBOE 3HAYSHHE MTyTeM BHECEHUsI OTKJIOHEHUS,
coctaBysitoiero 10 MpOLEHTOB BbIle WM HUKe (OOJbIe MM MEHbIIE) YCTAaHOBJICHHOTO
3HAYCHUSI.

Kpome Toro, B KOHTEKCTE TaHHOTO JOKYMEHTA «W/WINY CJIEAYEeT BOCIIPHHUMATh KaK OTAEIIbHOE
PAaCKpBITHE KAKAOTO M3 JBYX YKAa3aHHbIX NPU3HAKOB MM KOMIIOHEHTOB BMECTE WA B
otaenbHOCTH. Takum oOpasom, mpu ynotpeOieHuHn B Takol ¢pase, kak «A w/mmu B», Tepmun
«u/unm» BKIOYaeT «A U B», «A numm B», (Tonpko) «A» u (Tonpko) «By». AHanmorudHo, mpu
ynotpebneHnn B Takoil ¢pase, kak «A, B w/wnmm C», TepMUH «W/WIN» BKIIOYAET KaXIbIA U3
cnenyromux BapuaHToB: A, Bu C, A, Bum C, Aumu C, AumuB; Bumn C; AuC; AuB;Bu
C; (Tonpko) A; (Tonpko) B; (Tonmpko) C.

IToHATHO, YTO €CM BapUAHTHI peaNu3alu H300pPETEHHs OINUCAHbl B JAHHOM JOKYMEHTE
BBIPAKEHHEM «COZEPIKAIIUIY, TO MPEAYCMOTPEHbI TAKXKE aHAJIOTUYHbIE BAPUAHTHI, OMUCAHHbBIE
B TEPMHHAX «COCTOSIIIMN U3» WM IIPEUMYIIECTBEHHO COCTOSIIUMN U3».

Ecnmu He ykazaHO uHOe, ymnoTpeOnsemble B JaHHOM JOKYMEHTE TEXHHYECKHE U Hay4dHble
TEPMHHbI UMEIOT T€ XK€ 3HAUeHHs, KOTOPbIe OOBIMHO MOAPA3yMEBAIOTCSI CHELUAINCTOM B TaHHOM
obacTu TEXHMKH, K KOTOpOH oTHocuTcs 310 M3odOperenune. Hampumep, Concise Dictionary of
Biomedicine and Molecular Biology, Juo, Pei-Show, 2nd ed., 2002, CRC Press; The Dictionary
of Cell and Molecular Biology, 3rd ed., 1999, Academic Press, u Oxford Dictionary Of
Biochemistry And Molecular Biology, Revised, 2000, Oxford University Press npeacrasisitor
coboif o0mue cioBapu, B KOTOPBIX CIELHUATUCT MOXKET HAWTH MHOTUE TEPMUHBI,
ynotpebiisieMble B JAHHOM OIHCAHUU.

EnuHuLbI, TMPUCTaBKM M CHUMBOJIBI MPUBEAEHBI B TOW (hopMe, KOTOpasi MPUHSITA B paMKax
MexnyHaponHoi cuctembl enwann (CH). UucnoBble AHWama3oHbl BKJIIOYAIOT BEJTUYUHBI,
ONpeneNsIoIe YKa3aHHbI Auana3oH. Ecom  He yka3aHO WHOE, aMHHOKHCIIOTHBIE
NIOCJIEZIOBATEIbHOCTH 3aIMCaHbl CJI€BAa HAIMPAaBO B HAMpPABIEHHWH OT aMUHO- O KapOOKCH-.
[IpuBeneHHblE B JAHHOM JOKYMEHTE 3arjiaBus HE SIBJISIIOTCS OTPAHUYCHUSIMHU PA3JIMYHBIX
aCIIEKTOB MJIM BAPUAHTOB PEATN3aLUN N300pETEHNs, KOTOPBIE CIIEyeT pacCMaTPUBATh B paMKax
ornucanus B 1eqoM. COOTBETCTBEHHO, TEPMHUHBI, OIPENENICHUS KOTOPBIX IPHUBEIEHBI HUXKE,

OoJsiee MOJTHO OMpeneseHbl B PAMKax MOJHOIO 00beMa JaHHOTrO H300peTeHus. AMUHOKHCIIOTBI



0o0O3Ha4YeHbl B JAaHHOM JOKYMEHTE€ Kak IpPH MOMOIIM OOLIEN3BECTHBIX TPEXOyKBEHHBIX
CHMBOJIOB, TaK M TPU IOMOIIM OJHOOYKBEHHBIX CHMBOJIOB, peKOMeHAayeMblx Kommccueit
IUPAC-IUB no OMOXMMHUYECKOH HOMEHKJIAType. AHAJIOTMYHO, HYKJIEOTHABl 0003HAUYEHBI MPHU
MOMOLIY OOLIENPUHSTHIX OJJHOOYKBEHHBIX KOJOB.

TepMuHBI «TOTUIIENTUIY, KTENTUA» U «OENOK» yHOTPeOISIIOTCS B3aMO3aMEHSIEMO U OTHOCSITCS
K IIOJUMEPHOMY COEIMHEHMIO, COCTOSINEMY W3 KOBAJCHTHO CBSI3aHHBIX aMHHOKHCIIOTHBIX
OCTaTKOB.

TepMHUHBI «ITOJUHYKJIECOTUA» U «HYKJICHHOBAsI KUCJIOTa» YHOTPEOJSIOTCS B3aMMO3AMEHSIEMO U
OTHOCATCST K TOJMMEPHOMY COEIWHEHMIO, COCTOALIEMY W3 KOBAJIEHTHO CBSI3aHHBIX
HYKJICOTUAHBIX ocTaTkoB. [lommaykineornnsl mMoryT npeacrasiste codoit JTHK, x/IHK, PHK,
ONHOLIENIOYEYHbIE WJIM JIByXLENOYEeYHble, BEKTOPBl, IUIA3MHIbL, (HAaroB WM BUPYCHI.
ITonuHyKJIEOTHBI BKJIOYAIOT T€, KOTOpble mnpuBeneHsl B Tabnmue 10, KOTOpBIE KOAMPYIOT
noymnenTtuasl w3 Tabmumer 11 (Cwm. Tabmuuy 10). TTonuHYKIEOTHIOBI TaKKe BKIIOYAIOT
¢dparmenTsl nonuHyKI€OTHAOB U3 Tabmuns! 10, nanpumep, Te, KOTOpbIE KOAUPYIOT (pparMeHTsI
noymnentunoB w3 Tadmumer 11, Takue kak gakrop VII, Fc, curHampHas mociaenoBaTeIbHOCTb,
nponenTun u apyrue Gpparments! nojaunentuaos u3 Tadmmib: 11.

VYnorpebisieMoe B TaHHOM IOKYMEHTE BBIPAKEHHE «BBEACHHE» O3HAYaeT IPOIHCHIBATH HIIU
naBaTh CyOBEKTY (apMaleBTHUECKYI0 KOMIIO3UIUIO COIJIACHO H300PETEHHUI0, CONEpPIKAILYIO
noyunentun ¢pakropa VIIL, papmanesrnyeckn npuemnemsiM nytem. [Ipumepsl nyteii BBeIeHHS
BKJIFOYAIOT, HO HE OrPAaHUYMBAKOTCS OTUM, BHYTPUBEHHBIM, Hanpumep, BHYTPUBEHHYIO
VUHBEKIIMIO W BHYTPHBEHHYIO HHQY3HIO, HANnpumep, 4epe3 LEHTPAJbHbIH BEHO3HBIH JOCTYIL
JlononHuTEeNbHBIE MyTHU BBEAEHUS BKIKOYAKT MOAKOXHOE, BHYTPUMBILIEUHOE, MNEPOPAIBHOE,
Ha3aJIbHOE W MHTAJSIUOHHOE BBeneHue. [IpenmMyiecTBa HaACTOSIIEro H300pETeH s BKIIIOYAIOT:
yIy4YLIEHUE PEKUMa JICUCHMs, CHUXKEHUE KOJMYECTBAa MPUCTYIIOB KPOBOTEUEHUMN, YCUJIEHHYIO
3alIUTy CYCTaBOB OT KPOBOTEYEHHH, INpPENOTBpALlEHUE NOBPEKIEHUS CYyCTaBOB, CHUKEHUE
3a00J1€BAEMOCTH; CHWKEHHE JIETAIbHOCTH, JJIUTEIBHYIO 3aIUTy OT KPOBOTEUEHMI; CHUKCHUE
4aCTOThI TPOMOOTHUYECKHX CIY4YaeB; U YIYUIICHHUE KaueCTBa KU3HH.

TepMHUHBI «IIUTETBHOTO NEHCTBUS» U «IOJTONEHCTBYIOMIMI» yHOTPEONSIOTCS B OAHHOM
IOKYMEHTE B3aWMO3aMEHseMO. B OmHOM BapWaHTe peanu3aluyd H300peTeHHs TEePMUH
«JIATEJIBHOTO AEUCTBUS) WIH «AOJATOJAEHCTBYIOIINNY YKa3bIBA€T HA TO, 4TO akTUBHOCTB FVIII B
pesynbraTe BBemeHust nommnentuaa FVIIL «anmurenpHOro nmedcTBus» siBIsieTcst  Oojee
nmtensHol, wem FVII-aktusHocts FVIIL auxoro Ttuma (nanpumep, ADVATE® wumm
nonyuenHoro u3 riasmsl FVII («pdFVIID»)). bonee «anmutenpHyo» FVIII-akTHBHOCTH MOXKHO
OTpeNeNUTh MOOBIMUA U3BECTHBIMHU B TAHHOH 00JIACTH TEXHUKU METONAMM, HANPUMED, METOIOM

anamsa aPTT, metonom xpomorenHoro anamusa, ROTEM®, TGA u T.1. B omHOoM BapuaHTe



peamuzaumu  u3oOperenuss  Oonee  «mutenbHas» — FVII-akTHBHOCTH ~ MOXKeT — OBITh
NPOIEMOHCTPUpPOBaHa NMpU NOMOIIU T1n6era (AKTUBHOCTH). B npyrom BapumaHTe peanusanuu
nu3o0perenus Oonee «anurenpHas» FVIII-akTuBHOCTH MOXKeT OBITH MPOJEMOHCTPUPOBAHA MPHU
nomoiu yposHsi anturena FVIIIL, npucyTCTByrOWeEero B miasmMe KpoBH, Hanpumep, Ipyu MOMOLIU
Tin6era (anTHreHa). B ppyrux Bapuantax peanuszauumu uszoOperenus: nonunentun FVIII
JJIITENBHOTO JAeHCTBUS wiu ponroxeiictByroumi nojumnentun FVIIL pgoneme pabortaer B
KOAryJUPYIOIIEi CUCTEME, Hanpumep, SIBISIETCS aKTHBHBIM Ha TIPOTSIKEHHH OoJiee JTUTETbHOTO
nepuoaa no cpaBHeHuto ¢ nomunentuaoM FVIIL nukoro tuna, m.e., noMUnenTUAOM, COCTOSILIAM
13 aMHHOKHCIOT oT 20 1o 1457 w3 SEQ ID NO: 2, m.e., SQ BDD FVIII (REFACTO®), unu
TIONUTIENTHIOM, COCTOSIIIIM M3 aMUHOKUCIOT oT 20 1o 2351 u3 SEQ ID NO: 6 (ADVATE®).
TepMHHBI «KOPOTKO HEHCTBHA» M «KOPOTKOAECHCTBYIOIIUNY yHOTPEONSIOTCS B ITaHHOM
IOKYMEHTE B3aWMO3aMEHseMO. B OmHOM BapWaHTe peanu3auuyd H300peTeHHs TEePMUH
«KOPOTKOTO JEUCTBUsD» WU «KOPOTKOJAEHCTBYOIINNY YKa3bIBAET HA TO, YTO akTUBHOCTL FVIII B
pesyabrate BBeneHus noaunentuaa FVIIL «kopoTkoro neucTBusi» sBASETCS CXOOHONW WU
onunakopoii ¢ FVIII-akrusroctsio FVIII nukoro tuna (nanpumep, ADVATE® (aMHHOKHCTOTEI
or 20 10 2351 u3 SEQ ID NO: 6), REFACTO® (amunoxkucnotst ot 20 1o 1457 uz SEQ ID NO:
2) wm noaydenHoro u3 masmbl FVIIL («pdFVIID»)) wmm OGonee xoportkoit uem FVIII-
aktuBHOCTh nosunentuaa FVII qnurensroro nericteus. bonee «xoporkyro» FVIII-akTUBHOCTB
MOXKHO OTPENETUTh JIOOBIMH M3BECTHBIMHM B JAHHOW OOJACTH TEXHUKU METOIAMHU, HANpUMep,
meronoM aHamusa aPTT, meromom xpomorennoro anamuza, ROTEM®, TGA u T.1. Tunosble
nomunentuabl FVIII kopoTkoro AeiCcTBUS BKIOYAIOT, HO HE OrPAHUYMBAIOTCS 3TUM, 3PEJIbIi
nomunentun FVIIL nuxoro tuma (ADVATE®, RECOMBINATE® umu HELIXATE®) wumn
nomunentuasl FVIIL ¢ ynanenneiM B-momenom, Takue kak SQ BDD FVIII (REFACTO® u
XYNTHA®), umu nomunentumsr FVIIL, comepsxamue 21 aMUHOKHCIOTY u3 B-momena (m.e.,
SFSQNSRHPSQNPPVLKRHQR, SEQ ID NO: 17) (nanpumep, NOVOEIGHT®).
YnorpebnsieMplli B JaHHOM JOKYMEHTE€ TEPMHH «XUMEPHBIH MOJUMNENTHA» O3HAYaeT
MIOJIMIIENTH]I, KOTOPBIA COAEPIKUT B CBOEM COCTABE MO MEHBIIEH Mepe J1Ba MOJIHUIeNnTHAA (MITH UX
YaCcTH, TAaKUe KaK MOIIOCIEIOBATENIbHOCTH WIIM NENTUIBI) U3 Pa3HBIX HCTOYHHKOB. XUMEPHbBIE
MOJIMIIENTHIBI MOTYT COAEPIKATh JIBA, TPH, YETHIPE, MSITh, IIECTh, CEMb WJIH OOJIee MOJIHUIIETITHIOB
WIM UX 4YacTeill U3 pa3HbIX MCTOYHUKOB, TAKUX Kak pasHble reHbl, pasHble kK/IHK unu pasHble
BUbl JKUBOTHBIX WJIM APYTUX OPraHU3MOB. XHMEpHbIE MOJUINENTHAbI MOTYT COJEPKaThb OAMH
win Oosee JIMHKEPOB, COSNUHSIOUINX pPa3Hble MOJHUIENTUABI MIH WX 4acTH. Takum oOpaszom,
NOJIMIIENTHIBl WM HMX YacTH MOTYT OBITb COEOMHEHbl HAINpPSIMYI) HJIM OHH MOTYT OBITH
COEMHEHBI HE HAINPSIMYIO MOCPEACTBOM JIMHKEPOB, MIJIM MOTYT PEaJM30BbIBAThCSA 00a BapUaHTa

B mpeaciax OAHOroO XHMMCPHOI0 MNOJUIICIITUAA. XI/IMeprIe NOJIUNENTUAbI MOTYT COACPIKATH
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NONOJIHUTENIbHBIE  MENTHAbL, TAKUE€  KaK  CUTHAJIbHbIE  IOCIENOBATEIBHOCTH U
nocienosarenbHocTH, Takne kak OHis m FLAG, koropele CHOCOOCTBYIOT OYHCTKE WIIH
BBIABJIEHUIO Oenka. KpoMe Toro, XuMepHblie MONMHUIENTHIBI MOTYT COEPKaTh aMUHOKHUCIIOTHBIE
win nentuaHble noOasneHuss B N- w/mnn C-koHIax. B HEKOTOpBIX BapHaHTax pealu3aluu
n300peTeHnsi XUMEPHbIH MOJUNENTH npenctasuser codoi nojunentun FVII paurensHOro
nercTBus. THUMOBBIMM XHMEPHBIMH MOJMIIENTUAAMH COMJIACHO H300PETEHUIO SIBJISIOTCS
xumepHbie nonunentuabl ¢akrop VIII-FcRn BP, wanmpumep, nomunentuner daxrop VIII-Fc,
takne kak FVIIIFc, SEQ ID NO:2 unu 6 (Tabmuua 11), comep:kainque Win He COIepIKalIne
CUTHAJIBHYIO MOCIEA0BATENBHOCTD U MIPOIENTHI.

B KOHTEeKCTe JAaHHOTO JOKYMEHTA «THOPUIHBIEY MOJUMENTUABI U OSJIKH 03HAYAI0T KOMOMHALIUIO
XHMEPHOIO MOJUMNENTHAA CO BTOPbIM MOJUIENTUAOM. XHMEPHBIM MNOJMUMNENTHI U BTOPOU
NOJIMIENTHT B THOpPUIE MOTYT OBITh CBSI3aHBI APYr C APYTOM MOCPENCTBOM OEIOK-O€NKOBBIX
B3aMMOJICHCTBHM, TaKUX KaK B3aUMONEHCTBUS 3apsiioB WiH THAPO(OOHBIE B3aUMOIEHCTBUS.
XUMEpHBIN MOJUMENTH U BTOPOH MOJUIIENTH]] B THOpHIE MOTYT OBITh CBSI3aHBI IPYT C IPYTOM
MOCPENCTBOM IHCYIbGHUIHON UIH APYron(Mx) KoBaeHTHOH(bIX) cBs3u(ell). [ mOpuabl onucansl
B WO 2004/101740 u WO 2006/074199, xaknasi U3 KOTOPBIX B MOJHOM O0BbEME BKIIIOYEHA B
JAHHBIN JOKYMEHT MOCPEenCcTBOM CChUTKH. Takske cM. mateHTsl CIIIA Ne 7404956 u 7348004,
Kbl U3 KOTOPBIX B IOJIHOM OOBEMe BKJIIOUEH B JAHHBIM JTOKYMEHT MOCPEINCTBOM CCBLIKH.
Bropoii monumnentun MoXkeT MpeacTaBisiTh COOOH BTOPYHO KOIHEO TOTO K€ CAMOr0 XHMMEPHOTO
MOJIMIIENTHIA WM OH MOXKET ObITh HEMJEHTUYHBIM XUMEPHBIM nojurnentuaoM. Cm., nanpumep,
Tabmumy 11. B ogHOM BapmaHTe peann3anuyl H300peTeHUs] BTOPOH MOJIUIENTH PEICTABISIET
coboi monunenTua, coaepkalnuii napTepa no cs3piBaHmio FcRn. IlapTHEpH! O CBSI3BIBAHUIO
FcRn cBaspiBatoTess ¢ FcRn u 3ammmaror copepskauiyro naptHepa no cssbiBaHui0 FcRn
MOJIEKYJIy OT Kataboiu3Ma, TaKiuM 00pa3oM, YBEJTHUUNBasi IEPUO IOy BBIBEACHUS U3 T1a3Mbl. B
APYrOM BapHaHTE pealn3aldd H300peTeHHs XMMEPHBIN IOJUIMENTH] TMPEACTaBIsieT CcoOOH
xumepHbii nonunentua gakrop VIII-Fc, a BTopo#i monmunentua npenmMyLieCTBEHHO COCTOUT U3
Fc, nanpumep, pexomOnHanTHbld ciautbiii Oenok rFVIIIFc, cocrosmuii U3 OOHONH MOJIEKYJIbI
pexomOuHaHTHOTrO uesnoBedeckoro FVIII ¢ ynanenasim B-momenom (BDD-rFVIII), cnutoli ¢
nuMmepHbIM  Fc-momeHom  uenoBeweckoro  IgGl, ©6e3  mpoMexyTOYHOH  JIMHKEPHOH
MOCJIEIOBATEIbHOCTH. JTOT THUOPWAHBIA TOJUIENTHI HA3bIBAETCS B JAHHOM JIOKYMEHTE
mMoHoMepHbIM Fc-cnutbim Genxom FVIIIFc, moHomepubiM rubpumom FVIIIFc, MoHOMEpHBIM
rubpunabiM FVIIIFc 1 monomepno-mumepHeiM FVIIIFc. Cwm. Tabmuuy 11A. B Ilpumepax
NPUBEAEHBI JOKINHIYECKHE U KIIMHUYECKHUE TaHHbIE 10 3TOMY THOPUAHOMY MOJIHUIIENTHAY .
Bropo#t momunentun B rulpume MOXKET COAEpPXKAaTb WM NPEUMYINECTBEHHO COCTOSITh U3

MOCJIEIOBATEIbHOCTH, MO MeHbInel Mepe Ha 90% wumum 95% wuaeHTMYHON aMUHOKHCJIOTHOM
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nocJenoBaTesibHOCTH, npuBeneHHoN B Tabmune 11A(i1), 6e3 CUrHaIBHOHN MOCIENOBATENIBHOCTH
(amuHOKHCHOTEI OT 21 no 247 u3 SEQ ID NO:4), unn no menblueir mepe Ha 90% wnmu 95%
UJICHTUYHOW aMHHOKHCJIOTHOW TOCEeNOBaTENbHOCTH, mpuBeneHHor B Tabmmme 11A(11), ¢
CUTHAJIbHON TOCJIeNOBaTeNIbHOCTBIO (aMuHOKUCHOTHL OT 1 1o 247 w3 SEQ ID NO:4). Bropoii
MOJIMIIENTHT MOXKET COAEpPXkKaTh WM IPEUMYIIeCTBEHHO COCTOATh M3 IOCJIENOBATENbHOCTH,
UJIEHTUYHOW aMHHOKHUCJIOTHOM MOCenoBaTeabHOCTH, npuBeneHHoi B Tabmuume 11A(i1), Oe3
CUTHAJIbHOW TMOC/IeNoBaTeIbHOCTH (aMUHOKUCIOTEI OT 21 nmo 247 w3z SEQ ID NO:4), uwm
UJEHTUYHONW aMHHOKMCJIOTHOM TOCIENOBAaTENIbHOCTH, mpuBeneHHow B Tabmume 11A(i), ¢
CHUTHAJIBHOW TOCJIEOBATENbHOCTBIO (aMMHOKHCIOTHL OT 1 10 247 u3 SEQ ID NO:4).
Koarympyromyro aktuBHOCTh (pakropa VIII Beipaxaror B MexayHapoasbix enuannax (ME).
Onna ME aktuBHOcTH (paktopa VIII coorBeTcTBY €T MpUbIM3UTENHHO KOondecTBy (akropa VIII
B OJHOM MWUIMJUTPE HOPMAJIbHON YeNOBE€UECKON miasMbl. [l ompeneneHus: aKTUBHOCTHU
dakropa VIII HOCTYMHO HECKOJBbKO METOAOB aHajn3a, BKJIOYAas OIHOSTANHBIA aHAJN3
KOAryJIMpyroIeld akTHBHOCTH (aKTUBUPOBAHHOE YaCTUYHOE TpoMOoIiacTiHOBOE Bpemsi, aPTT),
Bpems TpoMbunoobpaszosanus (TGA) u poranuonHyto Tpombosaactomerpuio (ROTEM®).
VYnorpebnsieMplli B JaHHOM JOKYMEHTE€ B OTHOIIGHHH TIIpernapaTta B COOTBETCTBHUH C
n300peTeHNeM TEPMHUH «JHO(UIN3AaT» O3HAYaeT Ipernapar, KOTOPBIH IMONyYalOT METONaMH
TopUIN3aIH, U3BECTHBIMH B JAHHOI 00JaCTH TEXHUKHU B UUCTOM Buae (per se). PactBopurens
(nanpumep, BONY) yIOANSAIOT MyTEM 3aMOPAXKUBAHUS C TIOCIEAYIOLIeH cyOnuMarueil B BaKyyme 1
necopO1mel octaTka BOZBI ITPU MOBBILIEHHON Temrniepatype. B oOnactu texauku papmaneBTuku
JOPUIN3AT OOBIMHO COAEPKUT OCTATOUHYIO BJIAry Ha ypoBHe okoJio 0,1-5% (M/M) u HaxoauTCst
B BHuAe mnopomka win ¢(usmyeckn crabunbHOH Tabnerku. Jlnodunmsar xapaxrepusyercs
OBICTPBIM PACTBOPEHUEM TMOCIE TOOABJICHUS CPENIbI ISl BOCCTAHOBIICHMSI.

YnorpebnsieMblli B JaHHOM JOKYMEHTE€ TEPMHUH «BOCCTAHOBJICHHBIH Ipernapar» O3Ha4aeT
npemnapar, KOTOpbIid ObUT JIMOPHIM3UPOBAH U TMOBTOPHO BOCCTAHOBJIEH MyTeM HOOaBIIEHHS
pasbaButesisi. PazbaBurens MOXKET coneparb, Oe3 orpaHuueHui, Boay s uabekumi (B/AN),
OakreprocraTuueckyro Boay ausi uHbekuuii (bBJIN), pacTtBopbl xnopuna Hatpusi (Hanpumep,
0,9% (m/06) NaCl), pacTBopsl TIIOKO3bI (Hanpumep 5% TIIOKO3Y), PAaCTBOPBI, COMEpIKaIIHe
cypdakranter (nanpumep, 0,01% mnommcopbar 20 unm nommcopbar 80), pH-3abydepeHHbrit
pactBop (nanpumep, 3a0ydepernslii pocdaTrom pacTBOp) U UX KOMOWHAIIHH.

VYnorpebnsieMoe B [AaHHOM JOKYMEHTE BBIPAKEHHE «HHTEPBAJI JTO3UPOBAHMS» O3HAYAET
KOJINYECTBO BPEMEHH, KOTOpPO€ NPOXOIUT MEKAY BBOAUMBIMU CYOBEKTY MHOTOKPATHBIMH
nozamu. Takum oOpazom, MHTEpBaJ NO3MPOBAHUS MOXKHO NPEACTABUTH B BHIE AMANA30HOB.
HHTepBan n1o3upoBanus B criocodax COrjacHo U300peTeHnto ¢ mpuMeHeHnem xumeproro FVIII-

FcRn BP, nanpumep, xumepnoro FVIII -Fc, MoxeT 1o MeHbIIelH Mepe B OT OKOJIO MOIyTOpa A0
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BOCBMHU pa3 TMPEBBINATh HHTEPBAT JO3UPOBAHMSA, HEOOXOIUMBIA JJIs1 3KBHUBAJIEHTHOTO
xonnuectBa (B ME/kr) dgaxropa VIII 6e3 FcRn BP, nanpumep, Fc-uactu (m.e., nonunentuna,
cocrosimmero w3 ykasanHoro FVIII). HMurepBan no3upoBaHus TNpU BBENCHWUM, HANpUMep,
xumepHoro nomunentuna ¢akrop VII-Fc (umm ruOpupa) cornacHO M300pETEHHIO, MOXKET IO
MEHbIIEH Mepe B OKOJIO MOJyTOpa pa3 MPEeBbIIATh UHTEPBAJ AO3UPOBAHUS, HEOOXOIUMBIH 1S
SKBUBaJIEHTHOro konuvectBa  (akropa VIII 6e3 FcRn BP, wanpumep, Fc-uactu (m.e.,
MOJIUNENTH 1A, COCTosero u3 pakropa VIII). MuTepBan 103MpOBaHUS MOXKET 10 MEHBIIIEH Mepe
B OT OKOJIO TMOJyTOpa O BOCBMH pPa3 MPEBBIIATh HHTEPBAT JTO3UPOBAHMS, HEOOXOAMMBIH IS
SKBHUBAJIEHTHOro KojmvectBa ¢aktopa VII 06e3, unanpumep, Fc-yactu (wnm mosjunentuna,
cocrositero u3 ¢gakropa VIII).

YnorpebisieMplli B JAHHOM JTOKYMEHTE TEPMHH «HYacTOTa O3UPOBAHHS» OTHOCHUTCS K 4aCTOTE
BBeneHus 103 nojunentuga FVIIL B 3amannoe Bpems. YacToTy nO3UpPOBaHUS MOXKHO
MPEACTABUTh KaK KOJIMYECTBO 103, IPUXOASIIEECs Ha 3aAaHHbII UHTEPBAJl BPEMEHHU, Hanpumep,
OZIMH pa3 B HEJEJIK0 WU OJIUH Pa3 B J1BE€ HEJEIH.

YnorpebisieMblli B JaHHOM JOKYMEHTE TEPMHH IPOQPHIAKTHKA OIHOTO HIIM Oojiee 3MU30/10B
KPOBOTEUEHUID I KTIPOPUIAKTHUECKOE JICUEHNE» 03HAUAET BBEJEHHE CYOBEKTY MOJIHUIIENTHIA
FVIII B MHOrokpaTHbIX A03aX Ha NPOTSIKEHUU ONPEAEICHHOTO BPEMEHM [Jisl MOBBIIIEHUS
ypoBHst aktuBHOocTH FVIII B mumasme cyOpekra. B omHOM BapuaHTe peanu3anuu M300peTeHus
«mpouIakTUKa OAHOrO WM Ooyiee SMU30A0B KPOBOTEUEHMI» O3HA4YaeT NPUMEHEHUE
noymunentuna FVIIL mns npenorspaiueHust win MHrHOMPOBAHUS BO3HUKHOBEHHSI OHOTO HJIH
Oonee CIOHTAHHBIX WJIM HEKOHTPOJIMPYEMBIX KPOBOTEYEHHUI MJIM 3MHU30/10B KPOBOTEUEHHUH MIIN
ISl CHWJKEHMS YacTOThl OJHOTO WJIM OoJjiee CIIOHTAHHBIX WM HEKOHTPOJIHPYEMBIX
KPOBOTEUYEHUH WJIM STH300B KPOBOTEUEHMI. B NIpyrom BapuaHTe peann3aluu H300peTeHHs
NOBBIIIIEHHOTO ypoBHs1 akTUBHOCTH FVIII moctatoyHo, YTOOBI CHU3UTH YacTOTY CIIOHTAHHBIX
KPOBOTEUECHUN WM NPENOTBPATUTH KPOBOTEUEHUE B CIIy4yae HENPEIBUICHHOIO MOBPEXKACHUS.
[IpodpunakTuyeckoe J€YEHHE CHUKAET WM TPENOTBPAINAeT BO3HUKHOBEHHE SIHU3070B
KPOBOTEUEHUH, HANpUMep, TaKHUX, KOTOpble ONUCaHbl B maparpade «JIeUeHHe II0
HeoOxomumocTi». IIpodpunakTuyeckoe JieueHHe MOKET OBITh HMHANBHUIYAJTHU3UPOBAHO, Kak
oOcyxnaercs B maparpade «WHTEpBaJ NO3UPOBAHUSY, HANPUMED, YTOObI CKOMIIEHCHPOBATH
BaprabeTbHOCTh MEX/Y MAl[HEHTaAMH.

VYnorpebisieMblli B JaHHOM TOKYMEHTE TEPMHH KIIPUOTU3UTEIBHO ABAKABI B HEJEINIO» O3HAYAET
npUOM3UTENBHOE KOJIWYECTBO, & IPUOIU3UTENBPHO IBAXKIBI B HEIENIO» MOXET BKIIIOYATh
ABAXKAbl B ONHY HENENI0, Hanpumep, IEPBYI0 103y B TPU JJIsl U BTOPYIO AO3Y B TPHU AHs, NEPBYIO
703y B TPH [Hs, & BTOPYIO 03y B YETHIPE AHs, NEPBYIO AO3Y B UETHIPE HS, a BTOPYIO 103y B TPU

IHsI, TIEPBYIO 103y B YETBHIPE THS M BTOPYIO J03y B ueTbipe AHA. TepMHH «IPUOIM3UTEIBHO
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IOBAXKAbI B HEJIEHO» TAK)KE MOXKET BKJIFOUATh KAXK/bIE TPU HS, KAKIbIe YEThIPE AHS UJIU KaXAbIE
AT JHEN.

VYnorpebnsieMplli B TaHHOM AOKYMEHTE TE€PMUH «IPUOJIM3UTEIBHO Pa3 B HENETI0» O3HAYaeT
NpUOIU3UTENBHOE KOJUYECTBO, a «IPUOIN3UTENBHO pa3 B HENEI0» MOXET BKIIHOYATh KaXKAble
CeMb NHeW + 1Ba HHs, m.e., OT «KaXAble MATbh NHEN» N0 «KaXable OeBITb AHEW». Takum
o0pa3oM, 4acToTa AO3UPOBAHUS «Pa3 B HENENI0» MOXKET COOTBETCTBOBATH KAKABIM IISITU JTHSIM,
KQ)KJbIM IIECTU JHSAM, KaKIbIM CEMH JHSM, KaXAbIM BOCbMH JHAM WJIU KQKJbIM JIE€BSITH JTHSIM.
YnorpebsieMblli B JAHHOM JOKYMEHTE TEPMUH « MHIUBUAYATU3UPOBAHHAS MPO(YUIAKTHKA» WU
«TpOoUIAKTHYECKUI U MHIUBUIY ATU3UPOBAHHBII» O3Ha4YaeT npumeHeHue nonunentuna FVIII
IUI MTHOUBUIY ATU3UPOBAHHOTO TO3UPOBAHUS H/MJTM MHTEPBAJIA MJIM YaCTOThI TO3UPOBAHUS JJIS
NPEAOTBPALICHUS WIM MHIMOMPOBAHUS BO3HUKHOBEHUSI OJHOTO WJIHM OOJiee CIIOHTAHHBIX H/HIIH
HEKOHTPOJIMPYEMBIX KPOBOTEUEHHUN WM SMHU30[10B KPOBOTEUEHUHN WM AJI1 CHU>KEHHsI YaCTOTBI
OOHOrO WJIM OoJiee CIIOHTAHHBIX W/WIM HEKOHTPOJMPYEMBIX KPOBOTEUEHHH WJIM 3TH30I0B
KpOBOTeUeHUH. B 3TOi 3asBKe B KOHTEKCTE€ MpPOPUIAKTUKN «HHAMBHIYAJTH3UPOBAHHBII
yHoTpeOnseTcss Kak CHHOHHM «aJanTupoBaHHOMY». Hampumep, «WHAMBHIYaIM3HUPOBAHHAS
npoHUIAKTHKA» TAK)KE 03HAUAET «aJaNTHPOBAHHYIO MPOHIAKTHKYY, & «TIPOPUIAKTHYECKHH U
MHIUBUAYATN3UPOBAHHBIN» TaKXKe O3HA4YaeT «MPO(PHIAKTHUECKUIT W ananTHpPOBaHHBI». B
OHOM BapHaHTE pealu3alii U300pETeHUs «MHANBHIYAJIU3UPOBAHHBIA WHTEPBAT» BKIIOYAET
Kaxable 3 IHA £ 2 AHS, T.€., OT «KOKOBbIA JEHb» N0 «KaXAble MATh AHEW». Takum obOpasom,
4acTOTa JO3UPOBAHMS B CiIydae IPOPHIAKTUKH C WHAMBUAYAJIM3HPOBAHHBIM HHTEPBAJIOM)
MOJKET COCTaBJIAATh KaXKIbIM A€Hb, KAXK/bIE ABA AHS, KaKAbIE TPU AHs, KAXKAble YETbIPE AHSA WU
KaXKAbIE MSITh JTHEN.

YnorpebisieMblli B JaHHOM JOKYMEHTE TEPMHH <JIEYeHHE MO0 HEOOXOAMMOCTH» O3HA4aeT
JIeYeHHe, KOTOpOE€ MPOBOAUTCS HAa MPOTSLDKEHUH KOPOTKOIO NEPHOJAa BPEMEHUM B OTBET HaA
CYILLECTBYIOIIEE MATOJOTHYECKOE COCTOSIHUE, TAKOE KaK 3MU307 KPOBOTEUEHMs], WM OUYE€BUIHYIO
KPAaTKOCPOUHYI HEOOXOIUMOCTb, TaKyH KaK IUIAHUPYEMOE XUPYPrHYeCKOe BMELIATEIbCTBO.
BelpaxkeHne  «jiedeHHe 1O  HEOOXOIHMMOCTH»  B3aUMO3aMEHseMO  ymnorpedisercss ¢
«3NU30AMYECKUM»  JledeHueM. llaTtosornueckue  COCTOSHMS, TPHU  KOTOPBIX  MOXKET
noTpeOoBaThCs JIeueHHEe MO HEOOXOAMMOCTH, BKJIFOUAIOT 3MH307 KPOBOTEUEHHS, TeMapTpo3,
MBIIIEYHOE KPOBOTEUEHHE, KPOBOTE€YEHUE B IMOJOCTU PTA, KPOBOU3IUSHUE, KPOBOU3JUSHUE B
MBIIILBI, KPOBOM3JIUSHUE B MOJOCTb PTa, TPAaBMY, TPABMy TIOJIOBBI, >KE€IyJOYHO-KHULIEUHOE
KPOBOTEUEHHE,  BHYTPHUEPENIHOE  KPOBOTEUEHHE,  BHYTPHOPIOIIHOE  KPOBOU3JIHSHHUE,
BHYTPUTPYIHOE KPOBOM3JUSHHUE, MEPEJIOM KOCTEH, KPOBOTEUEHHE B LIEHTPAJIbHON HEPBHOMU
cHCTEMe, KPOBOTE€YEHHE B 3arJIOTOYHOM IPOCTPAHCTBE, KPOBOTEUEHHE B 3a0PIOLIMHHOM

MNPOCTPAHCTBE HJIM KPOBOTCUCHUC BO BJlarajulie HOI[BSI[OLHHO-HOHCHI/ILIHOI\/'I MbIIIIbL. Takxke



14

BKJIFOUEHbl OTJIMYHbIE OT TMEPEYHMCICHHbIX ANU304bl KpoBoTeueHus. CyOBeKTy MOKeT
TpeOoBaThCs XUpyprudeckas NpoQuakTuKa, MepronepaioHHOe BEIEHUE WIIH JIeUeHUE Tepen
XUPYPrU4E€CKUM BMELIATENbCTBOM. Takoe XUPYypPruuecKoe BMELIATENbCTBO BKIIIOYAET Majoe
XUPYPrUudeckoe BMELIATENbCTBO, OOINPHOE XUPYPrUUECKOe BMEIIATENbCTBO, YAaleHHe 3y00B,
TOH3WIPKTOMUIO,  JPYrH€  CTOMAaTOJIOTHUECKNe/TPYyAHbIS/IULEBbIE  ONEpalMy, IaxoBOe
I'PLDKECEYEHHUE, CUHOBIKTOMHUIO, IOJIHOE 3aMEIIEHUE KOJIEHHOIO CyCTaBa, APYrde 3aMeLIeHHs]
CyCTaBOB, TPEMAaHALMIO Yeperna, OCTEOCHHTE3, TPABMATHUYECKYH) XHUPYPTHI0, BHYTPHUYEPEIHYIO
XUPYPTHIO, BHYTPUOPIOIIHYIO XUPYPTHIO WJIM BHYTPUTPYAHYIO XUPYpPruro. Takxke BKIIIOYSHBI
OTJIMYHBIE OT MEePEUHCIEHHBIX BUIbI XUPYPIUYECKOTO BMEIIATENbCTBA.

JIOTIOJTHUTENbHBIE MATOJOTUYECKUE COCTOSHUS, MPH KOTOPBIX MOKET MOTPeOOBATHCS JIEUEHUE
10 HEOOXOIMMOCTH, BKJIFOYAIOT KPOBOU3JIHMSHNE MAJIOTO 00BEMa, TeMapTPO3bl, KPOBOUIJIUSHUE B
MOBEPXHOCTHBIE MBIIILbI, KPOBOMU3JIUSHHUE B MSTKHE TKaHH, YMEPEHHOE KPOBOU3JIHUSHUE,
BHYTPUMBILIEYHOE KPOBOU3JIMSHUE WM KPOBOM3JIUSHUE B MATKHE TKaHU C PAaCCIOEHHUEM,
KPOBOM3JIUSIHUE B  CIM3UCTYI0  OOOJIOYKY, TIeMAaTypuro, OOIIHUPHOE KPOBOU3JIHSHHE,
KPOBOU3JIUSIHUE B IJIOTKY, KPOBOU3JHUSHHUE B 3arJIOTOYHOM IPOCTPAHCTBE, KPOBOU3IUSHHUE B
3a0pIOIIMHHOM  TNPOCTPAHCTBE, KPOBOMBJIUSHHE B  ILEHTPAJbHOH HEPBHOH  CHCTEME,
KPOBOIIOJATEKH, IOpEe3bl, LAPaluHbl, KPOBOM3JIMSIHHE B CYyCTaBbl, HOCOBOE KpPOBOTEUYEHHE,
KPOBOTEUYEHHE B POTOBOU MOJIOCTH, KPOBOTOUMBOCTb [ECEH, BHYTPUYEPENHOE KPOBOTEYEHUE,
BHYTPUOPIOIIMHHOE  KPOBOTEUEHHE, CHOHTAHHOE  KPOBOM3IUSHHE  Majoro obbema,
KPOBOTEUYEHHE IOCIIe OOIUPHON TPaBMBbl, YMEPEHHbIE KPOBOIIOATEKH Ha KOXKE WJIM CIIOHTAHHbIE
KPOBOMU3JIUSIHUSL B CYyCTaBbl, MBIIILbI, BHYTPEHHUE OpraHbl WJIHW TOJIOBHOM  MO3T.
JIOMONHUTENbHBIE TPUYUHBI JUIA JIEYEHHS IO HEOOXOAMMOCTH BKIIFOYAIOT HEOOXOIUMOCTb
NIEPUOTIEPALIMOHHOTO BEIEHUS B ClIy4ae XUPYPru4eCKOro BMELIATEIbCTBA MITH YaleHus 3yO0B,
OOIIMpHOE XUPYPIUYECKOe BMELIATENbCTBO, OOLIMPHYI) CTOMATOJIOTHUECKYIO —OIEpALHIo,
YPOJIOTMYECKYIO OMNEPaLUI0, IPhDKECEYEHHE, OPTONENUYECKYIO ONEPALMIO, TAKyH0 KaK 3aMEHa
KOJIEHHOTO, Ta300eIpeHHOT0 WIM OJJHOTO U3 APYTUX OCHOBHBIX CYCTaBOB.

YnorpebisieMblli B TaHHOM JTIOKYMEHTE TEPMHUH «JICUEHHE)» O3HadaeT 00JIerYeHne HITH CHIKCHUE
ofHOro Min Oosee CUMIITOMOB OOJIe3HEH MITH HapPYLIEHUH CBEPTHIBAEMOCTH KPOBH, BKIJIFOUAs], HO
HE OrpaHWYMBasch 3TuM, remodwiro B. B omHOM BapuaHTe peanusanuu H300pETEHHS
«JiedeHue» OOJNIE3HM WJIM HAapYyLIEHHs CBEPTHIBAEMOCTH KPOBU BKIIIOYAET NPEAOTBpPALICHUE
NOSIBJICHUSI OTHOTO WK 00Jiee CHMITOMOB OOJIE3HU WJIM HAPYIIEHHUS CBEPTHIBAEMOCTH KpOBH. B
cinydae OOJNE3HM WM HApPYLIEHHs CBEPTBIBAEMOCTH KPOBH, INPHUYHMHONH KOTOPBIX SIBJISETCS
nepuuur FVII (nanpumep, nuskas ucxonHas aktusHocTh FVII), TepMuH «J1eunTh» O3HA4aeT
FVIII-3amectutenpHyto Tepanuto. Ilyrem BBeneHus cyobekTy (papmManeBTHIECKON KOMITO3ULIHH,

conepxkamert nogunentun FVIIL y cyObekra mMoxer ObITh JOCTUTHYT W/WJIH TOAAEPIKUBATHCS
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OCTaTOYHBbIH ypoBeHb Ia3MeHHOH aktuBHocTH FVIIL, cocraBmstrommit okono 1 ME/nn unm
6onee 1 ME/nn. B npyrux BapuaHTax peaiuzalny U300PETEHUs «JIEYUTh» O3HAUAET CHIDKEHHE
Y4aCTOTHI MOSIBJIEHUS] OHOTO MK OoJiee CUMIITOMOB OOJIe3Hel MM HapyLIeHUH CBEPThIBAEMOCTH
KPOBH, HaNpumep, CIOHTAHHBIX WM HEKOHTPOJUPYEMBIX 3MU30A0B KpoBoTedueHui. IIpu sTom
«JIeYeHHe» He 00sI3aTebHO JODKHO MPUBOIUTD K U3JICUEHHIO.

VnorpeOisieMblii B JaHHOM JOKYMEHTE TEPMHH «(IIEPHONEPALMIOHHOE BEIEHHE» O3HAdaeT
npuMeHeHue (apMaleBTHYECKOW KOMIO3UIMK, coaepskameit mnonunentun FVIIL  no,
OHOBPEMEHHO C WM IOCJe OMNEPAaTUBHOIO BMELIATENbCTBA, HANpUMep, XUPYPruuecKomn
onepauuu. [IprMeHEHHe «IEePUOMEePAlIIOHHOTO BEACHUS» OJHOTO WM OoJiee 3IMU30/0B
KPOBOTEUEHHH BKJIIOYAET XHPYPTUYECKYI NPOQUIAKTHKY A0 (m.e., IOOIMEPALMOHHYIO), BO
BpeMsi (/m.e., MHTPAONEPALIHOHHYIO) WJIM TOcie (m.e., MOCTONEPAlMOHHYI0) XHPYPIUIECKOro
BMEIIATENbCTBA B LEJSIX MPEIOTBPALICHUST BO3HUKHOBEHHSI OJTHOTO WM OoJjiee KPOBOTEUEHHIA
WUIM SMU30/I0B KPOBOTEUEHUH WM CHIDKEHHMS WJIM HMHTHOMPOBAHHMS CIOHTAHHBIX H/MIIH
HEKOHTPOJIUPYEMBIX 3MHU30/10B KPOBOTEUEHUI [0, BO BpeMs M IOCJIE€ XUPYPrUYECKOro
BMELIATEIbCTBA.

B koHTEkcTe MAaHHOrO NOKYMEHTAa «UCXOIHBIH YPOBEHB» IPENCTaBIsAET COOOW HAMMEHBIINH
ia3MeHHbIN ypoBeHb ¢paktopa VI y cyOwekra no BBenenus no3bl. [Inasmennsie yposau FVIII
MOKHO ONpeAeNaTb Ajs J[ABYX BPEMEHHBIX TOYEK IepeA AO3UMpOBaHHUEM: BO BpeMms
CKPUHMHIOBOIO BH3UTAa U HEMOCPEACTBEHHO Iiepen Ao3upoBaHueM. B  anbpTepHaTHBHOM
BapuaHTe (a) UCXOAHBIN YPOBEHb Y MAIMEHTOB, Y KOTOpbIX akTuBHOCTH FVIII nepen neuennem
coctaBnsieT <1%, y koropbix He BbIABisiercs aHTHreH FVIII u koropele MMEIOT HOHCEHC-
TeHOTHII, MOKeT ObITh omnpeneneH kak 0%, (b) ncxonmHbIl ypOBEHb y MALMEHTOB, Y KOTOPBIX
aktuBHocTh FVIII nepen neuenuem cocrasmnser <1% u y koTopeix BeisgBisercss antureH FVIIL
MoxeT ObIThb ycTaHOBJIeH Kak 0,5%, (C) HMCXOAHBI ypOBEHb Yy TNAIMEHTOB, y KOTOPBIX
aktuBHOoCcTh FVIII nepen neuenuem cocraBisier 1 — 2%, mpencrasisier coboit CmuH (camoe
HHU3KO€ 3HAUYE€HUe aKTUBHOCTHU Ha mpoTsikeHnn @K uccnenosanus), u (d) MCXOMHBIA YPOBEHb Y
MAIMEeHTOB, V¥ KOTOpbIXx akTuBHOCTh FVIII mepen neueHuem cocramisier >2%, MOXET ObITh
yCcTaHOBJeH Kak 2%. AKTHUBHOCTb, ITPEBBILIAIOIIYI0 UCXOAHBIM YPOBEHb INepes JO3UPOBAaHUEM,
MO>KHO CUMTATb OCTATOYHOH MOC/e MPUMEHEHUs! JIEKApCTBEHHOrO Mpernapara Ha MpeablayLieM
JTame JieYeHUs M MpPUBECTH K MHCXOJHOMY YpoBHIO U BbliecTb U3 @®K paHHbIX mocne
nosuposanus rEVIIIFc.

B kontekcte nanHoro pokymenta «Tizp» wmn «Ti 6era», i «Oeta Iy nmpencrasisier coboi
NEepUO TIONyBBIBECHHS, CBA3aHHBIA ¢ (pasoil snmumuHaimy, t1/2B=(In2)/xoHCTaHTYy CKOpOCTH
SJMMHUHALINY, CBSI3AHHYIO C KOHEYHOH (ha3oi. T1/2 6era MOKHO ompenenuTs 1o aktuBHOCTH FVIII

umi 1o yposHro aHtureHa FVIII B mmasme kpoBu. Ti2 6era, ONPENENIEHHOE HA OCHOBAHUU
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AKTUBHOCTH, TPUBOIAT KaK T12 6era (AKTUBHOCTH), & T1/2 6era, ONpEnNENEHHOE Ha OCHOBAHUHU
ypoBHst aHTtureHa FVIII, moxno mnpuBoguts B Bune Tin sera (aHTHreHa). Kax Tin cera
(akTuBHOCTH), TaK U T1/2 6era (AHTHIE€HA) MOKHO MPUBOAMTH B BUJE JUANA30HOB UJIM CPEIHETO
reOMETPUYECKOTO.

B xoHTekcTe JaHHOrO JOKYMEHTa TEPMUH «OCTAaTOYHBINY ONpenesseT caMblii HU3KUH YPOBEHb
mnasmenHon aktusHocTy FVIIL, nocturaemslil nocne BBEAEHUsS! 1O3bl XMMEPHOTO MOJMUIENTUAA
coracHo m3o00pereHuro uiu apyroi monekysel FVIIL u nmepen BBenmeHHeM Clieqyrolnel I03bl,
€CIM OHO HMeeT MeCTO. B [aHHOM [NOKyMEHTE€ TEpMUH OCTAaTOYHBIM B3aHMO3aMEHSIEMO
YyHOTPeONIAETCST C TEPMHHOM «IOPOTOBBIN». UTOOBI paccyuTaTh OCTATOYHBIH YpPOBEHb, W3
n3mepeHHbIX ypoBHell FVIII BerunTarotr ucxoausie yposuu FVIIL

YnorpebisieMblli B JAHHOM JTOKYMEHTE TEPMUH «TOJJOBOH MOKAa3aTeslb YaCTOThI KPOBOTCUSHHI
(«(I'TTYK») OTHOCHTCS K KOJMYECTBY OSIHU30I0B KPOBOTEUYEHHH (BKJIIOYAsl CIOHTaHHBIE U
TPaBMaTHYECKHE KPOBOTEUEHHS), MPOU3OIIEAIINX Y CyOBeKTa Ha MPOTSHKEHUH OIPEIEeNIEHHOTO
NepuoJa BPEMEHH, SKCTpanojauposanHele Ha 1 rox. Hanpumep, nsa snu3ona KpOBOTEUYEHUS 3a
niectb MecsineB o3HadaroT, uro I'TIUK pasen uerbipem. Menuannoe 3naduenue [TIUK naer
CpenHIOK BenuuuHy 1o BceM HaOmomaembiM [TIUK, mokaspiBas, 4TO MOJOBHHA CYOBEKTOB
xapaktepusyercss uHAuBUAyaabHbIM [ TIUK, MeHbIINM UM paBHbIM MEAMAHHOMY, a MOJOBHMHA
xapakrepusyercs [ TITUK, 601b1muM Ui paBHBIM MEAHAHHOMY .

VYnorpebnseMplli B JaHHOM JOKYMEHTE€ TEPMHUH «HHTEPKBApPTHIbHBIN nuanaszon» («HUK]I»)
OTHOCUTCSI K Mepe CTaTUCTHUYECKOro pa3dpoca W COOTBETCTBYET Pa3HHIIE MEXIY BEPXHUM U
HIDKHAM KBapTWISIMH. B oTimume oT (NOJHOrO) AMana3oHa WHTEPKBAPTHIIbHBINA IHANa30H
ABJISIETCST POOACTHOM CTAaTHCTHYECKOH XapakTepPHCTHKOHN, Ui KOTOPOW NOpOroBas TOYKa
coctaBnsieT 25%, U MOSTOMY OH YacTO SIBJIIETCSl OoJiee MPEANOYTHUTENbHBIM, Y€M TIOJHBIH
auanasoH. B cioydae CcHMMETpUYeCKOro pacmpeneneHus (KOrma MeEAMAaHHOE 3HAYeHHe
COOTBETCTBYET CpPEAHEH JIMHUU — CPEAHEMY 3HAUEHHIO 10 NMEPBOMY M TPETbEMY KBApPTHIISIM)
nojioBuHa MKJI cooTBeTcTByeT aOCOMIOTHOMY OTKJIOHEHHIO MenuaHHoro 3HadyeHus (AOM3).
MennaHHOe 3HaUY€HHUE MPECTABISIET COOOH COOTBETCTBYIOIIYIO MEPY LIEHTPAJIbHON TEHACHLIUH.
B KOHTEKCTe MaHHOTO JOKYMEHTa «CyOBEKT» O3Ha4daeT 4YelloBeKa. B KOHTEKCTe NaHHOTO
IOKYMEHTA MOHATHE CYOBEKT BKIFOYAET WHAWBHIA, Y KOTOPOTO HAOIOIANCS 10 MEHbIIEH Mepe
OOWH DBNHU30J HEKOHTPOJIUPYEMOro KPOBOTEYEHUS, Yy KOTOPOro ObUIO AHArHOCTHPOBAHO
3a0oneBaHNe WJIM HApYLIEHHWE, CBA3aHHOE C 3MU30AaMU HEKOHTPOJIUPYEMbIX KPOBOTEUECHHUH,
Hanpumep, 3a00NeBaHNE WIN HApPYIIEHHE CBEPTHIBAEMOCTH KPOBH, Hanpumep, reMopuius A,
KOTOPBIM MOJBEP)KEH 3MHM30A4aM HEKOHTPOJIMPYEMbIX KPOBOTEUEHWH, Hanpumep, reMOPuIny,
WM KOMOMHauuu BelmeykazaHHOro. CyObekTbl Takke MOTYT BKJKOYATh HWHIWBUAA, IS

KOTOpPOro CyLIECTBYET OIMaCHOCTb BO3HHUKHOBCHUSA OJHOIr0 5005 Ooiee SMHU3040B
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HEKOHTPOJIUPYEMBIX KPOBOTEUEHUN Iepes] OMNpENEeNeHHbIM BHUJIOM aKTHUBHOCTHU, Hanpumep,
XUPYPrUYECKHM BMEIIATENbCTBOM, CIIOPTUBHON aKTMBHOCTBIO WIIM JIFOOBIM BHIOM (U3HUECKON
akTUBHOCTH. CyOBEKT MOXKET XapakTepu3oBaTbCsi  HCXONHOM  akTuBHOCThIO  FVIIL
cocrapysromet menee 1%, menee 0,5%, menee 2%, meHee 2,5%, menee 3% wunu MeHee 4%.
CyOBeKThI TaKkKe BKJIIOYAIOT MEANATPUIECKUX MAlMeHTOB. Bo3pact neauarpuiyeckux cyObeKToB
COCTaBJISIET OT pokaeHus: 10 20 JeT, MPeANnOYTUTEIbHO OT POXKAEeHUs 10 18 jer, oT poxkaeHus
no 16 ner, or poxaenust a0 15 ner, ot poxxaeHnus no 12 ner, ot poxaenus Ao 11 ner, or
poskneHust 10 6 JIeT, OT POKAEHUS 10 S JIeT, OT poxkaeHus 10 2 et uiu ot 2 1o 11 ner.

B kOHTeKCTe NaHHOTO TOKYMEHTa TepareBTHYeCKas 103a», «103a», «3hdekTuBHas no3a» Wim
«IO3UPYIOIIEe KOJMYECTBO» O3HA4YaeT a03y, MPU KOTOPOH y cyObekTa, KOTOpPOMY BBOIST
(hapMaleBTHYECKY0 KOMITO3HILIUIO, conepskamyto nojgunentun FVII, nocturaercst ocTaTOYHBIHN
ypoBenb aktuBHOCcTH FVIIL, cocrapnstonuii mo MeHbleir mepe okojio 1 ME/nn umu Gonee 1
ME/nn. B nensix maHHOro m300peTeHus B OJHOM BapUAHTE PeaMU3alUN «I03a» OTHOCHTCS K
TAKOMY KOJMYECTBY 103, IPU KOTOPOM OCTaTOYHBINA YpPOBEHb Ia3MeHHOW akTuBHOCTH FVIII
NOJ/IEP’KUBAETCS HA YPOBHE, COCTABIIIOLIEM IO MeHblIeil Mmepe okono 1 ME/nn mnu Gonee 1
ME/nn, o menbineit Mmepe okono 2 ME/nn wim 6onee 2 ME/nn, no mMeHbInel Mepe OKOJo 3
ME/nn nnu 6onee 3 ME/nn, no menbielt mepe okosio 4 ME/nn nmm 6onee 4 ME/nn wiu mo
menbliell Mepe okono 5 ME/mn wnmu Gomee 5 ME/an Ha npoTSDKEHHH TNPHUMEHEHUS
dapmaneBTuyeckoii kommosuiuy, conepxameii nomunentun FVIIL B ngpyrom Bapuante
peanu3aluyu  M300pETeHUs «J1033» CHUXKAET WJIM YMEHbIIAET 4YacTOTy BO3HHUKHOBEHUS
KPOBOTEYEHUH WM HAPYILIEHUN CBEPTHIBAEMOCTU KpOBU. B Apyrux BapuaHTax peanusaluu
M300peTeHnst «103a» MpEeKpallaeT UMEroIeecss HEeKOHTPOIHPYEeMOe KPOBOTEUEHHE WU 3TH301
KpOBOTeUeHMs. B Ipyrux BapHaHTaxX peaju3alud H300peTeHHs] «I03a» MPenoTBpaIlaeT
BO3HHKHOBEHHE CIIOHTAHHOTO KPOBOTEUEHUs] WJIM 3TH30[0B KPOBOTEYEHUH y CyObekTa,
MOJIBEP’KEHHOT0 TaKOMY CIIOHTAHHOMY KPOBOTEUEHHUIO WJIM 3MH307aM KpoBoTeueHuu. «Jloza»
WIH «TepaneBTHYECKas 103a» He 0053aTeIbHO U3JIEUUBAET FeMOHITHIO.

TepMmuH «LeneBOl CycTaBy ONpenenseTcss Kak OCHOBHOW CycCTaB (Hanpumep, Ta300eIpEeHHBIH,
JIOKTEBOM, JIy4e3aIsICTHBIN, TUIEYEeBOH, KOJEHHBI M TOJIEHOCTOIHBIN), B KOTOPOM MPOUCXOIUT
MIOBTOPSIEMOE KPOBOTEUEHHUE (C 4aCTOTOM > 3 3MHM30A0B KPOBOTEUECHHUSI B OJIUH U TOT K€ CyCTaB
3a nepuon u3 6 MOCIeNOBATENbHBIX MECSLIEB).

VYnorpebnsieMplli B JaHHOM JOKYMEHTE TEPMHUH «3MH307 KPOBOTEYEHUS» COOTBETCTBYET
CTaHJApPTHOMY OIIPEJEJICHUIO 3MU30[]a KPOBOTEUEHUs. DMU30J] KPOBOTEUEHMs] HAUMHAETCS C
NEPBOro MPU3HAKa KPOBOTEUEHMs M 3aKAHYMBAETCs uepe3 72 yaca Mociie MOCIEAHEro JIEUeHUsI
KPOBOTEUEHMS, B MIPEeNIax STOro MepHoAa J0Oble CHMITOMBI KPOBOTEUEHHUS] B OJHOM U TOM JKe

MECTE U HHBEKLUUH, PA3ACIICHHBIC MCHCC YEM WUJIU 72 HqaCcaMi, CUHUTAKOTCA OTHOCAIIUMHCA K
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OJHOMY U TOMY € 3MH30[y KpoBOTeueHHs. JIroOas MHBEKIUS C LENbI0 JICUYSHHs 3IH301a
KPOBOTEUEHHMsI, MTPOBEeHHasi Oojee ueM depe3 72 yaca MOCHE NPEIIeCTBYIOUIEH, CUNTAaeTCs
NEepBON MHBEKLHEH C LIeJbI0 JIeUeHNs: HOBOIO 3MU30[a KPOBOTEUYEHUsI B TOM K€ CAMOM MECTE.
JIroboe KpoBOTEUEHME, NMPOUCXOASALIEE B JAPYTOM MECTE, CUMTAETCS OTHENBbHBIM 3MHU3010M
KPOBOTEUEHMSI BHE 3aBHCHUMOCTH OT BPEMEHH, MPOLIEIIEro Mocie MocaeqHeH UHBEKIUH. JTO
omnpenenenue ObUT0 MpenIokeHo [ToMKOMUTETOM O CTaHAAPTAM M KPUTEPHSIM, TOJKOMUTETOM
FVII/FIX MexnyHaponHoro o0miectBa Mo TPOMOO3y M TeMOCTasy W TMPUMEHSJIOCH B
UCCIIeOBaHMAX TeModuinn MyibTulieHTpa PedNet.

YnorpebisieMblli B JTAHHOM JOKYMEHTE TEPMHUH «TOJIOBBIE TIOKA3aTEIN YaCTOThl KPOBOTECUCHHI
(I'TIYK) oTHOCHTCS K KOJHMYECTBY O3MH30J0B KPOBOTEUEHHs, KOTOPOE B Cllydae KakKIOro
nanyeHTa ObIIO MePECYUTAHO Ha TOJI IPU TIOMOIIH CIeayomei Gopmy bt

ITIUK = KonnuectBo 31m30008 kKpoBoTeueHUH 3a 3O EKTUBHBIA IIEPUO

x 365,25
OObmwmee konmuyecTBO NHEH 32 3P PEKTUBHBIN TEPHOA

B kOHTEeKCTe JaHHOTO JOKYMEHTAa «BapUaHT» OTHOCUTCS K MOJUHYKJIEOTUAY WIJIH MOJUIENTUAY,
OTJIMYAIOLIEMYCSl OT OPUTMHAJIBHOIO MOJMHYKJIECOTHUAA WIN MOJMIENTUAA, HO COXPAHSIOLIEMY
€ro Ba)KHbIE CBOICTBA, HAIIPUMED, KOAryJIUPYIOIIYI0 aKTUBHOCTE (akTopa VIII nimm akTHBHOCTB
Fc (cBasbiBanusa FcRn). B obmiem crnyuae BapuaHTBI B LIEJIOM OYE€Hb CXOAHBI U BO MHOTHX
O0NacTsIX MIEHTHYHBbl OPUTMHAJBHOMY TNOJHMHYKJICOTHAY WM monunentuny. BapuaHTel
BKJIFOYAIOT T[OJIUMNENTUAHbIE M IOJMHYKJICOTUAHbIE (ParMeHThbl, eNelUH, WHCEpLUUu MU

MOZ[I/I(bI/ILII/IpOBaHHbIe BEPCHUUN OPUTMHAJIbHBIX MOJIUNECTITUAOB.

1L QDapmayeemuueckas KOMROIUYUA

Hacrosimee wu3oOperenue otHocutrcs k mnonunentuay FVIIL, monyueHHOMy B BHIe
bapmaneBTHYeCcKOl KoMNo3unuy. PapMarieBTHYeCKast KOMITO3ULMST MOKET ObITh MOJy4YeHa JJIs
npumeHenus Ha Jroasix. [Tomunmentun FVIIL moker mpencraenste coboii momunentun FVIII
KOpoTkoro aeictsus wuinu nonunentun FVIIL nnurensroro peiicteus. ®apmaueBTUYECKHE
KOMITO3UIIMH COAEp>KaT (PapMaleBTUUECKH TpHEeMJIeMble HOCUTENH, BKIFOYAs, HAnpumep,
MOHOOOMEHHUKH, OKHCH AJIFOMUHHMS, CT€APaT AFOMUHUS, JIELUTHH, CHIBOPOTOUYHBIE OEJIKH, TAKUe
KaK 4YeJIOBEYECKUH CBIBOPOTOUHBIH anbOyMuH, OydepHble BeliecTBa, Takue Kak ¢ocdatsl,
IJIMIHAH, COPOMHOBYIO KHCJIOTY, cOpOaT Kanus, CMECH HETOJHBIX TIHLIEPHIOB HACHIIIEHHBIX
PaCTUTENBHBIX JKUPHBIX KHCIIOT, BOY, COJIM UJIH 3JIEKTPOJIUTHI, TAKHE KaK MPOTaMUHA CyJb(dar,
BTOPHYHBINA KUCIBIN (ochaT HATpuUs, BTOPUUHBINA KUCIBIN (ocdar kanus, XJIOpUI HATPUs, COIH
LIMHKA, KOJJIOUJHBIM JUOKCUJ KpPEMHHUS, TPUCUJIIMKAT MAarHus, HNOJUBUHWINUPPOIUIOH,

B€IICCTBA HAa OCHOBC LECJ/UIFOJIO3bI, IMOJUITHUIICHIJIMKOJIb, Kap6OKCI/IMeTI/IJ'II_IeJ'IJ'I}OJ'103y HaTpus,
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MOJIMAKPUIIATHI, BOCKH, MOJMATHIICH-TTOJIMOKCUITPOIIIIIEH OJIOK-TIOJIMMEPHI, MOJIU3TUICHTJINKOJIb
U JIaHOJWH. B nmaHHOW 00JacTH TEXHMKH M3BECTHBI Pa3sHOOOpa3HbIE CIIOCOOBI TMONTyYEHUs
npernapaTa CorjiacHO U300pETEHHIO.

B omnpeneneHHpIX NPEemIOKEHHBIX B AAHHOM JOKyMeHTe mpenaparax nonunentun FVIII
MOJIy4eH B BUAE CTEPWIbHOIO, HE COAEPXKAILEr0 KOHCEPBAHTOB, HEMUPOrE€HHOrO,
TMO(GUIN3UPOBAHHOTO TOpPOWIKAa WM TaOneTKu OT Oenoro 10 TIps3HO-Oenoro msera A
BHyTpuBeHHOro (BB) BBenmenwms. Ilpenmapat Mosker ObITh TNpenOCTaBieH BO (IaKOHE JJIsI
Pa30BOro UCIOIb30BAHUS.

B ompeneneHHbIXx BapwaHTax peanuszauuu  n300pereHus mnpemapar nomunentuaa FVIIL
(nanpumep, nonunentuna FVII nnurenpHOro AeMCTBUS WM KOPOTKOTO NEHCTBHS, Hanpumep,
rFVIIIFc) mpenocraBneH BO (JakoHEe IJIsl pa30BOrO HCIOJIBb30BAHUS, PACCYUTAHHOM Ha TO,
9TOOBI TIOCJIE BOCCTAHOBJIEHHSI COOTBETCTBYIOIIMM KOJIMYECTBOM pa30aBHUTENsI COAEPIKATh OKOJIO
83 ME/mn, 167 ME/mn, 250 ME/mn, 333 ME/ma, 500 ME/mn, 667 ME/min, 1000 ME/mi, 1333
ME/mn, 1667 ME/mn unu 2000 ME/mn nmoaunentugaa FVIII gautenpHOro neiicteus. B
OTIpENeNIEHHBIX BaPHAHTAX pealu3alii N300pEeTeHNs, B KOTOPBhIX pa3z0aBUTENb AOOABISIOT 10
KOHEYHOTO 00BEMa, COCTABIISIFOINErO OKOJIO 3 MJI, (pJIAKOH AJIST Pa30BOr0 UCIOIB30BAHUS MOXKET
HOMUHAJIBHO cofaep:katb okoso 250, okono 500, okono 750, oxono 1000, oxono 1500, okono
2000, okono 3000, okomno 4000, okono 5000 umm okono 6000 MexxnyHaponubix enunun (ME)
nomunentuna FVII (nanpumep, nonunentuna FVIII naurenpHOro neHCTBHUS MM KOPOTKOTO
nevicteus, nanpumep, tEVIIIFc).

B ompeneneHHBIX BapuaHTaX peanu3ald M300pETeHUs] Mpemapar KpoMe aKTUBHOIO
nomunentuna FVII (manpumep, nonunentuna FVIII naurenbHOro neHcTBHUsi WM KOPOTKOIO
nevicteusi, xanpumep, tFVIIIFc) comepskut: caxapo3y (KoTopasi MOXKET JAEHCTBOBAaTh Kak
CTaOUIN3aTOP), XJIOPUI HATPUsl (KOTOPBIA MOXKET NEHCTBOBATh Kak 00beMOOOPa3yIOIIUI areHT),
L-ructunun (KOTOpBIA MOKET eficTBOBaTh Kak Oydep), xiopua kanbLus U nomucopdar 20 wim
noymcopbar 80 (koTophlil MOXKET IeHCTBOBATh Kak ctabunmsarop). [lpenapar mpenocrasiseTcs
BMeECTe ¢ paz0aBUTENEM, CONEPKAIUM CTEPHIIbHBINA PACTBOP XJIOpHIa HaTpus. B ompeneneHHbIx
BapUAHTAX pealn3auuyd u300peTeHus: pa3OaBUTENb MPEOOCTABIACTCS B IPEIBAPHTEIBHO
3aIMIOJIHEHHOM LIMPHLIE.

CoOTBETCTBEHHO, B JaHHOM JOKYMEHTE TMpemsio’keHa (papmManeBTUdYecKass KOMIIO3HLIUS,
comepskamasi onpeneneHHoe konuuectBo nomunentuna FVIIL (nanpumep, nomunentuna FVIII
JUTUTENIHOTO NTEHCTBHS WM KOpPOTKOoro neiicreusi, nanpumep, rEVIIFc) (8 ME) Bmecre co
BCIIOMOTATEJIbHBIMU BEIeCTBAaMH, a WUMeHHO caxaposor, NaCl, L-ructumuHoM, XJIOpUIOM
kanbluus U noimucopdbarom 20 mnmu nonucopdbarom 80. IlpennoxkeHHblE B TAHHOM JTOKYMEHTE

KOMIIO3ULUH COACPIKAT PA3JIMIHBIC KOHICHTPALUHN PA3JIMYHBIX BCIIOMOTIaTCJIbHBIX BCIICCTB, IIPpU



20

5TOM KOHIIEHTPAaLlUM MOTYT OBITh BbIpakeHbl pa3HbIM oOpa3zoMm. Hampumep, KOHIEHTpamus
3aJaHHOTO BCIIOMOTATENIbHOTO BELIECTBA MOXKET ObITh BBIPA)KEHA B BHUAE MOJSIPHOU
KOHUEHTpauun (nanpumep, 8 M unmu MM), B BHIE NPOLIEHTHOIO COOTHOLIEHHs Macca/o0bemM
(nanpumep, B rpammax Ha 100 M pasbaBuTess) Wi B BUAE MIUUIMTPAMMOB Ha MMJUTMJIUTD
(mMr/mn). IIpenyioskeHHbIe B TAHHOM JOKYMEHTE IpernapaThl MOTYT COAEPKaTh ONpeIeSIeHHbIe
KOJINYECTBA PA3JMUYHBIX BCIIOMOTaTeNbHBIX BELIECTB C YPOBHEM TOYHOCTH B JHAaNa3oHE OT
NpUOJU3UTENIHOTO, HaNpumep, B Cliy4dae, KOrja KOHLEHTPALUH BBIPAKEHbI ¢ TOYHOCTHIO JIO
onHOM 3Havaren uudps (Hanpumep, okono 0,1% (M/00)), unu Gonee ToUHO, Hanpumep, 1o 2, 3,
4, 5 wmm 6 3Havammx uudp (Hanpumep, okono 3,88 Mr/mMi1 ¢ TOYHOCTBIO O TPeX 3HAYALINX
udp). HeoOxoaumeblil ypoBEHb TOYHOCTH MOXKET BAPHHPOBATHCS B 3aBUCUMOCTH, HANpUMED, OT
TpeOOBaHUII JMAHHOTO PEryJSITOPHOTO OpraHa WM TNPOU3BOACTBEHHOro Imporecca. B
ONpENeNeHHBbIX BapHaHTaX pealn3aluud H300peTeHust (apManeBTHUECKash KOMITO3ULIHS
COIEPIKUT BOCCTAHOBIIEHHBIH TMperapaTr, KOTOPBIH MOXKET OBITh NPEAOCTAaBIEH B BHIE
nuodum3aTa, HeoOs3aTeNIbHO, ¢ MPUJIATAIOIIUMCS pa3OaBUTEIIEM.

B ompeneneHHbIX BapHaHTax pealM3aldu HM300peTeHHs (apMaleBTHYECKas KOMIIO3HMLIUS
comepkut oT okoio S0 ME/mn no okono 2500 ME/mn rFVIIIFc, nanpumep, 83 ME/mn, 167
ME/mn, 250 ME/mn, 333 ME/mn, 500 ME/mn, 667 ME/ma, 1000 ME/ma, 1333 ME/min, 1667
ME/mn unu 2000 ME/mn nonunentuna FVIIL (nanpumep, nonunentuga FVIIL anutensHOrO
OEeWCTBUST WUIM KOpOTKoro necteus, nanpumep, rFVIIIFc). B omnpeneneHHBIX BapuaHTax
peanuzaunu n3odpereHus ¢papmanerrueckas kommosuuus copepxkur 83 ME/mn, 167 ME/mi,
250 ME/mn, 333 ME/mn, 500 ME/mit, 667 ME/mn, 1000 ME/mi, 1333 ME/mi, 1667 ME/min uu
2000 ME/mn nomunentuna FVII (nanpumep, nomunentuna FVIIL anurensHOro nedcTBus win
KopoTkoro aeictusi, Hanpumep, tFVIIIFc) B npenapare, cogepxkamem okoio 13,3 Mr/mi win
okoJio 1,33% (mM/00) caxaposbl, okojyio 12,0 mr/mi unu okono 205 MM NaCl, okono 1,03 mr/mi
wi okoyo 6,64 MM L-ructununa, okoso 0,80 mr/mi wim okono 5,4 MM auruapata XJjopuaa
kajbius v okouto 0,13 mr/mi wmm okono 0,013% (M/06) nonucopdara 20 wnu nonucopbara 80.

B  omnpenmeneHHbIXx  BapuaHTaX ~— peanm3anMu  M300peTeHuss  mepen  JModuiaM3anuen
dapmaneBTHYECKas KOMITO3ULIUS COAep:KUT oT okojio 100 ME/mn no okono 4000 ME/mi
tFVIIIFc, nanpumep, 150 ME/mn, 287,5 ME/mn, 431,25 ME/mn, 575 ME/mn, 862,5 ME/mn,
1150 ME/mn, 1725 ME/mn, 2300 ME/mn, 2875 ME/mn unu 3450 ME/mn nonunentuna FVIII
(nanpumep, nomunentuna FVII pnurenpHOro AeiCTBUS WM KOPOTKOTO NEHCTBHS, HAnpumep,
rFVIIIFc). B onpemeneHHbIX BapHaHTax peajn3aluu H300peTeHust (apMareBTHIeCcKas
komnozunmst copepxut 150 ME/mn, 287,5 ME/mn, 431,25 ME/mn, 575 ME/mn, 862,5 ME/man,
1150 ME/mn, 1725 ME/mn, 2300 ME/mn, 2875 ME/mn unu 3450 ME/mn nonunentuna FVIII

(nanpumep, nonunentuna FVII pnurenpHOro aedcTBus WM KOPOTKOTO NEHCTBUS, Hanpumep,
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rFVIIIFc) B mpenapare, comepskamem okojio 20,0 mr/mu uimu okono 2,0% (M/00) caxapossl,
okouio 18,0 mr/mn umu okosio 308 MM NaCl, okono 1,55 mr/mn unu okono 9,8 MM L-ructuauHa,
okojyio 1,18 mr/mn um okono 8,0 MM auruapara xjaopuaa Kaimbluss U okono 0,2 mMr/mi uim
okoJio 0,02% (m/06) nonmucopbara 20 wu nonucopOara 80.

B ompeneneHHBIX BapHaHTax peaqM3alUM U300peTeHus: (apMareBTHUecKas KOMIO3HLIS
COIEPIKUT (papMaLleBTUYECKH ITpUEMIIEMOe KOJIMYECTBO Caxapo3bl. B ompeneneHHbIX BapuaHTax
peanuzanuu u300pereHus: papMareBTHIECKass KOMIO3HUIUS COIEPKUT OT 0kojio 1% (M/00) mo
0k0J10 2,5% (M/00) caxapo3sbl, MPEANOYTUTEIHHO OT 0koJio 1,3% (M/00) no okosio 2% caxapo3bl
(M/00), Hanpumep, oxono 1,33% (m/00) caxaposbl uimu okojo 2,0% (mM/00) caxapo3bl. B
ONpENeNIEHHBbIX POJCTBEHHBIX BAapUAHTAX pealu3alud u300peTeHus: papMareBTHIeCcKast
KOMITO3UILIHSI COAEPIKUT OT OKOJIO 10 MI/MJI 10 OKOJIO 25 MI/MIT caxapo3bl, MPEANOYTUTENBHO OT
okoiio 13 mr/mn no okono 20 mr/mi caxapossl, xanpumep, okojo 13,3 Mr/mi caxapos3sl HIH
okojyio 20,0 Mr/mn caxaposbl. B npyrux BapuaHTax peaiu3alid H300peTeHUs BMECTO WIH B
KOMOMHAIINY € Caxapo30i MPHU TAKUX KOHLEHTPALUSIX MOKHO HCIIOJB30BAaTh CTAOMITM3UPYOIIUE
areHThl, TAKWE KaK Tperanos3a, pagpuHo3a u/mim apruHuH.

B ompeneneHHbIX BapHaHTax pealM3andu HM300peTeHHs (apMaleBTHYECKas KOMIIO3HMLIUS
conepskuT ot okoJio 150 MM no okoso 250 MM NaCl, ot okono 175 MM 1o okoso 225 MM NaCl
u ot okoso 200 MM 1o okoo 210 MM NaCl, nanpumep, oxono 205 MM NaCl. B onpeneneHHbIx
POACTBEHHBIX BapUAHTAX pPeATU3aLH N300peTeHNs papMaleBTHUECKasi KOMIO3HLIUSA CONEPIKUT
ot okoso 8,8 mr/mi 1o okono 14,6 mr/min NaCl, ot okono 10 mr/ma NaCl no okono 13 mr/mu,
nanpumep, oxono 12,0 mr/ma NaCl. B ompeneneHHbIX BapuaHTaxX peaju3aludl M300peTeHHs
NaCl npenocraisieTcst B HEOOXOIUMOI KOHLEHTPALMH B Pa30aBIIIOIIEM PacTBOPE, B KOTOPOM
BOCCTaHABIUBAOT Juodunuzar, comepxkammii nomunentun FVIIL (nanmpumep, momunmenTun
FVIII pnurenpHOro NEeHCTBUS WM KOPOTKOTO nedctsust, Hanpumep, rFVIIIFc).

B npyrom BapumanTe peanuzauuud H300peTEHHs KOMIIO3HMLIMH COTJIACHO H300PETeHHI0 He
comepkaT 00beMOOOPa3yIOLUIMX AareHTOB, TAKWX KAaK MAaHHHUTOJ, TJIMLUH, QJAaHUH W/ N
THAPOKCUSTHIIKpaxMal. B npyrux Bapuantax peanmsauun wu3oOpererns NaCl sBisercs
€IMHCTBEHHBIM 00BEMOOOPA3YIOIIIMM areHTOM.

B  omnpenmeneHHbIX  BapuaHTaX — peanm3alMM  M300peTeHus  mepen  JmoduaMzanuen
(dapmaneBTHYECKasi KOMITIO3HLUS COAEPKUT OT okoyio 250 MM no okono 350 MM NaCl, or
okoio 275 MM pmo okono 325 MM NaCl, nanpumep, oxono 308 MM NaCl. B onpenenenHbIx
POACTBEHHBIX BApPUAHTAX PeATH3aLH U300peTeHNs (hapMaleBTHUECKasi KOMIO3HLIUS CONEPIKUT
oT ok0jio 14,6 mr/mi mo okosio 20,5 mr/ma NaCl, ot okono 16 mr/mn no okono 19 mr/mu,

nanpumep, oxoiuo 18,0 mr/mn NaCl.
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B ompeneneHHbIX BapHaHTax pealM3aldu HM300peTeHus (dapMaleBTHYECKass KOMIIO3HMLIUS
COmepkUT (papMaLeBTUUECKH IpHeMJieMOoe KoiudecTBo L-ructupamHa. B onpeneneHHbIX
BapUAHTaX pealn3aluu H300peTeHus (papMaleBTHUECKass KOMITO3ULIMSA COAEPKHUT OT OKOJIO 5
MM 110 oko50 15 MM L-rucruauna, ranpumep, okono 6,64 MM L-ructununa winm okomno 9,8 MM
L-ructunuaa. B omnpeneneHHBIX pPOACTBEHHBIX BapUaHTaX pealu3alld  H300peTeHUs
(apMarieBTHYECKass KOMIO3HMLUS COAEPKUT OT okosio 0,75 mr/mn go okomno 2,25 mr/mia L-
rUCTUANHA, Hanpumep, okono 1,03 mr/mi L-ructununa win okono 1,55 mr/mn L-ructununa. B
OTNpEeNeNIEHHbIX BapUaHTaX pealn3auud n300pereHus L-TMCTUIWH NpenoCTaBiseTCs] B BHIE
YacTH JHO(PUIN3aTa, KOTOPBIH, TOCIEe BOCCTAHOBJICHHS COOTBETCTBYIOIIUM KOJHUYECTBOM
pa3baBuTesi o0ecreurnBaeT HeOOXOIUMYO KOHIIEHTpaImio L-rucTuauHa.

B ompeneneHHbIX BapHaHTaxX peajH3alMu HM300peTeHHs (apMaleBTHYECKass KOMIIO3HLIUS
COIEpPKHUT (papMaleBTUYECKH MPUEMIIEMOE KOJHUYECTBO XJIOpUAA KanbLus. B onpeneneHHbIX
BApUAHTAX pean3aluu H300peTeHns (papMaleBTHUECKAsT KOMITO3ULHS CONEPKHUT OT OKOJO S5
MM 10 okono 10 MM xnopuaa kansnus, Hanpumep, okoao 5,4 MM xyopuna KanbLusl UJIU OKOJIO
8 MM xJopuaa kanplusi. B onpeneneHHbIX pOACTBEHHBIX BAPHAHTAX PEATH3aLUN H300peTeHHs
(apmaneBTHYECKasT KOMITO3UIHUS COOEPKUT OT 0koJio 0,75 mr/mi o okoso 1,5 mr/mi nuruapara
XJIOpHUIA KaJIbLUsi, Hanpumep, okojio 0,8 Mr/mil mqurunpara XJopuaa Kajablus wid okojo 1,18
MI/MJI JWTHIpaTa XJOpHAA Kaiublus. B ompeneneHHbIX BapHaHTaX pealn3alvé H300peTeHUs
XJIOpUA ~KaJbLMsl TMPEJOCTaBiIACTCS B BHAE YacTH JUO(QUIM3aTa, KOTOPBIH, IOCHe
BOCCTAHOBJIEHHS] COOTBETCTBYIOLIUM KOJIMYECTBOM pa30aBuTeNss 0O€CIedrBaeT HEOOXOIUMYIO
KOHLIEHTPALUIO XJIOPUAA KAJIbLIUS.

B ompeneneHHBIX BapHaHTax peaqM3alUM U300peTeHus: (apMareBTHUeCKass KOMIO3HLIS
CONEPIKUT (papMaLeBTUIECKH pUeMJIeMOe Kon4uecTBO nmosmcopdara 20 muau nmonucopbara 80. B
OTNpENeNIEHHbIX POICTBEHHBIX BAapUAHTAX peaNu3alud u300peTeHus: (papMaleBTHYECKast
KOMITO3ULIHSI COAep kUt oT okojio 0,008% (m/06) mo okoio 0,025% (M/06) monucopbara 20 wm
nonucopdara 80, nanpumep, oxono 0,013% (m/06) monucopbara 20 wim nosucopdata 80 wim
okoio 0,02 % (M/00) mommcop6ara 20 mnm nomucopbara 80. B ompeneneHHbIX POACTBEHHBIX
BapHaHTaX peaju3aluu n300peTeHus hapMaleBTHIECKas KOMIIO3ULIUS COnep kUt oT okoyio 0,08
mr/mi go okosio 0,25 mr/mn nmonmucopbara 20 wnu monucopdata 80, manpumep, oxono 0,13%
mr/mn noymcopdara 20 wiu nojucopbara 80 wiam okono 0,20 mr/mn mosjucopdara 20 wm
noymcopbara 80. B onpeneneHHbIX BapHaHTax peanusauuu nzodperenus nonucopdar 20 wmm
noymcopbar 80 mpenocTaBiseTcst B BUAE YaCTH JHOPUIN3ATA, KOTOPBIHA, OCTIE BOCCTAHOBIIEHHS
COOTBETCTBYIOLIUM KOJIMUECTBOM pa30aBuUTeNss 00ecreuynBaeT HEOOXOAMMYIO KOHLIEHTPALHIO

noymcopbara 20 unu nonucopOara 80.
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B ompeneneHHbIX BapHaHTax pealM3aldu HM300peTeHus (dapMaleBTHYECKass KOMIIO3HMLIUS
cogepxxut: oT okosmo 50 ME/mMn mo okomo 2500 ME/mn momunentuna FVIIL (nanpumep,
noyunentuaa FVII nnurensHOro aedcTBus WM KOpoTkoro aevicreus, nanpumep, tEVIIIFc); ot
okoJio 1% (M/00) no okono 2,5% (M/00) caxapossr, ot okosio 150 MM 1o okosio 250 MM NaCl;
oT okosio 5 MM 10 okono 15 MM L-ructuauna; or oxkono 5 MM no okono 10 MM xnopuaa
KanbLust, U ot okoJio 0,008% (mM/00) no oxoso 0,025% noaucopbara 20 unu nonucopdara 80. B
ONpEeNeNeHHbIX BapHaHTaX peaju3auuu H300peTeHust (apmaneBTHUECKAs KOMITO3ULIHS
npeaocTaBiieHa B Buae Juodrnzata u pazbasurens. B onpeneneHHbIX BapUaHTax pean3aluu
U300peTeHus] KOJUYeCTBO JHO(uIn3ata pacCYUTaHO HA OKOJO 3 M (papMaleBTUYECKOM
KOMITO3ULIMH ¢ HEOOXOIUMBIMHI MHIPEIUEHTAMU B HEOOXOUMBIX KOHIIEHTPALIUSIX.

B ompeneneHHbIX BapHaHTaxX peajH3alMu HM300peTeHHs (apMaleBTHYECKass KOMIIO3HLIUS
cogepxkut:. oT okoso 50 ME/mn mo okomo 2500 ME/mn momunentuna FVIIL (nanpumep,
noymnentiaa FVII pnurensHOro AedcTBUs WM KOPOTKOro neictsus, nanpumep, tEVIIIFc); ot
okoJio 10 Mr/mut 1o okoJio 25 Mr/mit caxapossl; OT okoso 8,8 mr/mit o okoso 14,6 mr/mi NaCl;
ot okosio 0,75 mr/mn 1o okoso 2,25 mr/mn L-ructuauna; ot okojo 0,75 mr/mn no okojo 1,5
MI/MJI IUTHApPATA XJOPHUAA KAIbLH, U OT 0KoJio 0,08 mr/mi 1o okono 0,25 mr/min nonucopdara
20 wm mnomucopbara 80. B ompeneiseHHBIX BapuaHTaxX pealu3alud  U300pETEHUs
dapmarieBTHYeCKass KOMITO3ULMSI TPENOCTaBieHa B BHUae Juopunmuzara u pasdasutens. B
OTIpeNIeNIEHHBIX BaPUAHTAX pealn3allui U300pETeHNs] KOJIMYECTBO JTMO(IIN3aTa pacCUUTaHO Ha
okoJo 3 Mn  (apmaueBTHUECKON KOMIO3ULUU € HEOOXOAUMBIMH HHTPEIUEHTAMH B
HEOOXOAMMBIX KOHLIEHTPALUSIX.

Tunosble komMno3uuuu npuseneHs! B Tabnuue 1 u Tabmuue 2 B [Tpumepax.

Hanpumep, B u3obperennu npemiokeHa papmaneBTHUECKas KOMITO3ULHS, COAEPIKaIasi: OKOJIO
83 ME/mn nmomunentuna FVII (nanpumep, nonunentuna FVIIL naurenbHOro NEHCTBHS HIIH
kopotkoro aeiicteusi, Hanpumep, tFVIIFc), okono 1,33% (M/00) caxapossr, okono 205 MM
NaCl; okono 6,64 MM L-ructuauna; okojo 54 MM puruapara Xjaopuaa KaJlbLUs W OKOJIO
0,013% (m/06) monucopbara 20 wmu mommcopbata 80. B m300peTeHHMM OMONHUTENTHHO
npemiokeHa papMaleBTHYECKas KOMITIO3UIMS, coaeprkamasi: okono 167 ME/mn nmonumnenTtuna
FVII (nanpumep, nomunentuma FVII pnurenpHOro NEWCTBUS WM KOPOTKOTO JEWCTBHS,
nanpumep, tEVIIIFc); okomno 1,33% (M/00) caxapossr, okosno 205 MM NaCl; okono 6,64 MM L-
THCTUANHA, OKOJIO 5,4 MM muruapara xyopuna kanbims u okosio 0,013% (m/06) momucopbara
20 wmm nonucopdbara 80. B m300peTeHHU MOMOJHUTENBHO TpeiokeHa (apMareBTHIecKast
KOMIO3ULWsL, copeprkamast: okojo 250 ME/mn nmomunentuna FVII (nanpumep, nonunentuna
FVIII mnurenpHOro nmedCTBUS WM KOpOTKOro aevicteus, Hanpumep, rEVIIFc), okomo 1,33%

(M/00) caxaposbr, okojio 205 MM NaCl; okomno 6,64 MM L-ructununa; okoso 5,4 MM nuruapara
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xjopuna kambuus u okojio 0,013% (m/00) momucopbara 20 wnmm momucopbara 80. B
M300pETEeHNH JTOTIOJHUTENBHO MpeUIokeHa (apMaLeBTHUeCKass KOMIIO3MLUS, COAepIKalas:
okoyo 333 ME/mn nomunentuna FVII (nanpumep, nonunentuna FVIIL nnurensHOro necreus
i Kopotkoro aevicteus, nanpumep, tEVIIIFc), oxono 1,33% (M/00) caxapossr;, okono 205 MM
NaCl; okono 6,64 MM L-ructuguna; okono 5,4 MM nuruaparta XJOpHaa KajbLUs U OKOJIO
0,013% (m/06) mommcopbara 20 wmiam noaucopbara 80. B u3oOpereHHH AOMOJHHUTENBHO
npemiokeHa papmaneBTUYeCKasi KOMIO3ULMs, coaepskamasi: okoo 500 ME/mn nmonunenTtuaa
FVII (nanpumep, nonunentuma FVII anmuTenpbHOro neWCTBUS WM KOPOTKOTO JEWCTBUS,
nanpumep, tEVIIIFc); okono 1,33% (m/00) caxapossr, okoso 205 MM NaCl; okono 6,64 MM L-
THCTUANHA, OKOJIO 5,4 MM muruaparta xynopuna kanbims u okosio 0,013% (m/06) monmucopbara
20 wm nonucopbara 80. B m300peTeHUU MOMOJHUTENBHO TpeiokeHa (hapMareBTHIecKast
KOMITO3ULIMSL, copeprkammast: okojo 667 ME/mn nomunentuna FVII (nanpumep, nonunentuna
FVIII mnutenpHOro nMeHCTBUS WM KOpPOTKOro aevicteus, Hanpumep, rEVIIFc), okomno 1,33%
(M/00) caxapossr; okoso 205 MM NaCl; okono 6,64 MM L-ructuanna; okono 5,4 MM nurungpara
xjopuna kambius u okojo 0,013% (m/00) momucopbara 20 wnmm momucopbara 80. B
M300pETEHNH JIOTIOJHUTENBHO MpeUIokeHa (apMaleBTHUECKass KOMIIO3MLUS, COAepIKalas:
okoino 1000 ME/mn mnomunentuna FVII (nanpumep, nomunentuma FVIII pmurensHOTO
OEeWCTBUST WIIM KOpoTKoro naeiicteusi, nanpumep, rEVIIIFc), okomo 1,33% (M/00) caxapossr,
okojio 205 MM NaCl; okomno 6,64 MM L-rucrununa;, okosio 5,4 MM XJiopuaa KajbIusi U OKOJIO
0,013% (m/06) monucopbara 20 wumm nommcopOara 80. B m300pereHHMH OMONHUTETBHO
npeaiokeHa papMaleBTHYeCKasi KOMIO3HULUSA, coaepkamas: okoyno 1333 ME/mn nonunentuna
FVIII (nanpumep, nonunentuna FVIII miutespHOro HEWCTBHS WM KOPOTKOTO JEHCTBHS,
nanpumep, tEVIIIFc); okomno 1,33% (m/00) caxapossr, okoso 205 MM NaCl; okono 6,64 MM L-
THCTUANHA, OKOJio 5,4 MM xjopuna kanbuus u okojo 0,013% (m/00) monmcopbarta 20 wiu
nojmcopbara 80. B HEKOTOPBIX BapHaHTaX peau3aldd B HW300pETEHHH NPEIIOKeHA
(dapmanieBTUYECKash KOMITO3ULMS, coaepskamas: okojo 1667 ME/mn monunentuna FVIII
(nanpumep, nonunentuna FVII pnurenpHOro AeHCTBUS WIM KOPOTKOTO NEHCTBHS, Hanpumep,
rFVIIIFc); oxono 1,33% (M/06) caxapossr;, okono 205 MM NaCl; okono 6,64 MM L-rucruansa,;
okoJi0 5,4 MM xyopuna kanbius u okoso 0,013% (m/00) nomucopbara 20 wnu monucopbara 80.
B npyrux BapmaHTax peanuzanyy B H300pETCHUH MpensiokKeHa papMaleBTHIECKasi KOMIO3HIIHS,
cogepxkamasi: okosno 2000 ME/mn momunentuma FVII (nanpumep, momunentuma FVIII
IUTUTEIPHOTO NEeUCTBUSL WIIM KOPOTKOro aevicteust, Hanpumep, tFVIIFc), oxono 1,33% (m/00)
caxapo3bl, okosio 205 MM NaCl; okono 6,64 MM L-ructunmnna; okoso 5,4 MM xJjiopuaa KaabLHst

u okoio 0,013% (m/00) monmucopOata 20 munu noaucopdara 0.
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B u300pereHnn MOMONHUTENBHO MpeiokeHa (papmaneBTHUYECKas KOMIO3ULIUS, CONEpIKallas:
okoio 83 ME/mn nomunentuna FVII (nanpumep, nomunentuna FVIIL pnutensHOro necTeus
Wi Kopotkoro aeiicteust, Hanpumep, tEVIIIFc), okono 13,3 mr/min caxapossr; okono 12,0 mr/mi
NaCl; oxomno 1,03 mr/mn L-rucrununa; oxoso 0,80 Mr/mut nuruapara Xjaopuaa Kajablus U OKOJIO
0,10 mr/ma nonmucop6ara 20 nnu nonmucop6ara 80. B n3o0peTeHnn JOMOIHUTEBHO MPEIIOKeHa
(dapManieBTHYECKass KOMIO3MLMs, coaepxkainas: okono 1673 ME/mn nomunentuna FVIIL
(Hanpumep, nomunentuna FVII nnutenbHOro AefcTBHsI WM KOPOTKOTO NEUCTBUS, HANpUMED,
rFVIIIFc), okomo 13,3 mr/mn caxapossl; okojo 12,0 mr/mn NaCl; okomo 1,03 mr/ma L-
ructuauHa; okoso 0,80 mMr/mn auruapara xjaopuaa Kaubius u okoso 0,10 mr/mn nmonucopbata
20 wm mnonucopbara 80. B m300peTeHUU MOMOJHUTENBHO TpemiokeHa (apMareBTHIecKast
KOMITO3UIWsL, copeprkammast: okoio 250 ME/mn nomunentuna FVII (nanpumep, nonunenTtuna
FVIII nnurenpHOrO nNEHCTBHA WM KOPOTKOro aedcTsusi, Hanpumep, rFVIIIFc), okomo 13,3
mr/mn caxapossr;, okono 12,0 mr/mi NaCl; okono 1,03 mr/mn L-ructuanna; okono 0,80 mr/m
auruzpara xjgopuzaa kanpuus U okono 0,10 mr/mu mosmcopbara 20 wnm moymcopbara 80. B
M300pETEeHNH JTOTIOJHUTENBHO MpeUIokeHa (apMaleBTHUECKass KOMIIO3HMLUS, COAepIKalas:
okoyo 333 ME/mn nomunentuna FVII (nanpumep, nonunentuna FVIIL nnurensHOro neicTeus
WM KopoTkoro aeiicteust, Hanpumep, tEVIIIFc), okono 13,3 mr/min caxapossr;, okono 12,0 mr/mi
NaCl; oxomno 1,03 mr/mn L-ructununa; oxoso 0,80 Mr/mut nuruapara Xjaopuaa Kajablus U OKOJIO
0,10 mr/mia nonucop6bata 20 uinu nonucopdata 80. B n300peTeHnnu NOMONHUTENBHO MPEIIOKEeHa
dbapmanepTuyeckass KOMMo3uius, cogepxammas: okono 500 ME/mn nmomunentuma FVIII
(nanpumep, nonunentuna FVII nnurensHOro neicTBUsl WM KOPOTKOTO AEHCTBUS, HANpUMED,
rFVIIIFc), okomo 13,3 mr/mia caxaposbr, okojo 12,0 mr/mn NaCl; okomo 1,03 mr/mn L-
ructunuHa; okoso 0,80 mMr/mn auruapara xjaopuga Kanbius u okoso 0,10 mr/mi nmonucopbara
20 wim nojucopbara 80. B u300peTeHUU MOMOJHUTENBHO TpemiokeHa (apMareBTHIeCKast
KOMITO3UILMSI, copeprkamas: okojo 667 ME/mn nomunentuna FVII (nanpumep, nonunentuna
FVIII nnurenpHOrO nEHCTBHA WM KOPOTKOro aedcTsusi, Hanpumep, rFVIIIFc), okomo 13,3
mr/mn caxapossr;, okono 12,0 mr/mi NaCl; okono 1,03 mr/mn L-ructuauna; okono 0,80 mr/mi
auruzpara xjgopuzaa kanbuus U okono 0,10 mr/mn mosmcopOara 20 wnm noymcopbara 80. B
N300pETEHNH JIOTIOJHUTENBPHO MpeIokeHa (apMaLeBTHUECKass KOMIIO3HMLUS, COAepIKalas:
okoiro 1000 ME/mn mnomunentuna FVII (nanpumep, momunentupa FVIII pmurensHOTO
IEeWCTBUST MM KOPOTKOrO neicteust, nanpumep, tEVIIIFc); okono 13,3 mMr/mn caxapossl; OKOJIO
12,0 mr/mn NaCl; oxono 1,03 mr/mia L-ructuauna; okono 0,80 mr/mi murmnpara XJopuna
kanbuusgs U okonmo 0,10 mr/mn monmucopbara 20 wmnm mosmcopbarta 80. B mszobperenun
JOTIOJIHUTEIPHO TIpeIUIoKeHa (apMalleBTHUeCKasi KOMITO3WLIMS, coaepskamas: okoyso 1333

ME/mn nomunentuna FVIIL (nanpumep, nonmunentuga FVIIL nnurenbHOro neictBus wunu
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KopoTkoro aeiicteust, Hanpumep, tEVIIIFc), okomo 13,3 mr/mn caxapossr, okojo 12,0 mr/mn
NacCl; oxomno 1,03 mr/mn L-ructununa; oxoso 0,80 Mr/mut nuruapara XJjaopuaa Kajablus U OKOJIO
0,10 mr/mn monucopOarta 20 wnu momucopbara 80. B HEKOTOpBIX BapuaHTaxX peajH3alld B
n300peTeHn: npenioskeHa (papManeBTHIeCcKasi KOMIIO3HULMS, conepskaiiasi: okojo 1667 ME/mn
nomunentuna FVII (nanpumep, nonunentuna FVIII naurensHOro neHCTBHUs MM KOPOTKOTO
nevicteusi, Hanpumep, tEVIIIFc); okono 13,3 mr/mn caxapossr;, okoso 12,0 mr/mn NaCl; okono
1,03 mr/mn L-ructuauna; okono 0,80 mr/mi guruapara xjopunaa Kajabius u okono 0,10 mr/mi
nonucopbara 20 unau monucopbara 80. B apyrux BapuaHTax peaju3alid B H300pETEHHH
npemioxkeHa apMareBTHUECKass KOMIO3UIMs, coaepskaias: okosio 2000 ME/mi1 monumnentuaa
FVII (nanpumep, nonunentuma FVII gnuTenpHOro neWCTBUS WM KOPOTKOTO JEWCTBUS,
nanpumep, tTFVIIIFc); okono 13,3 mr/mn caxapossl, okoso 12,0 mr/mi NaCl; okomno 1,03 mr/mn
L-rucruauna; oxosno 0,80 mr/min nuruapara xjaopuna kanbius 1 okoso 0,10 mr/mn nonucopbara
20 wnm monucopbara 80.

B u3o0pereHun Takke NpPEASIOKEHBI KOMIIOHEHTHI (papMaleBTHUECKOro KOMIUIeKTa. Takoi
KOMIUIEKT CONEPKUT ONMH MM Oojiee KOHTEHHEPOB M He0Os3aTeNbHbIE MPUCTIOCOOIECHUS.
IIpennokeHHBIH B JAHHOM JOKYMEHTE€ KOMIUIEKT oOJjierdaer BBeneHHe 3(PQPEeKTHBHOTO
xonuuectBa nonunentuna FVII (nanpumep, nonunentuaa FVIIL pnutensHOro nefictBus wim
kopotkoro aeictsust, anpumep, tFVIIIFc) Hyxnatromemycs B 3ToM cyObekTy. B onpeneneHHbIx
BapHaHTaX peau3aluyd H300peTeHUuss KOMIUIEKT oOserdaer BBeaenue nonunentuna FVIII
(nanpumep, nonunentuna FVII pnurenpHOro aedcTBust WM KOPOTKOTO NEHCTBUS, Hanpumep,
tFVIIIFc) nyrem BHyTpuBeHHOW wuH(QY3un. B omnpeneneHHbIX BapuaHTaxX pealu3alUH
n300peTeHnst KOMIUIEKT obJierdaer camoctosTenpbHoe BBenenne nonunenruna FVII (nanpumep,
nojmnentuna FVIIL pmutenpHOro AeicTBus wim KOpPOTKOro nedctsusi, Hanpumep, rFVIIIFc)
NyTeM BHY TPUBEHHOH HH(Y3HUH.

B onpeneneHHbIX BapHaHTax peajH3alMd B H300pPETEHWU TpemiokeH (apMaleBTHUECKUN
KOMILIEKT, COIEp KAINUil: TMepBbld KOHTEHHep, Coxepskaliui JUO(MIN3UPOBAHHBIN MOPOIIOK
WM TabJIETKY, MPU 3TOM MOPOLIOK Win Tabnerka conepkut: (1) nomunentun FVII (nanpumep,
noymnentun FVII qnmurenbHOro neiicTBUs WiiM KOPOTKOro aewctsus, nanpumep, rEVIIIFc), (i1)
caxapo3dy (wwmu Tperanody, padpdunosdy wmu apruamH), (iii) NaCl; (iv) L-rucrumun; (V)
OUTUAPAT XJIopuaa Kaiblus, U (vi) momucopbar 20 mwim nomucopdar 80; u Bropol KOHTEHHep,
COIep KAl CTEPUIBHYIO BONY IJIsI MHBEKLUHUH Ui COEOUHEHHs C JHOPHIN3UPOBAHHBIM
MOPOIIKOM M3 TEepPBOro KOHTeHHepa. B ompeneneHHbIX BapHaHTaxX peasn3aliil H300peTEHHs
npeaioskeH pazdaBuTENb B 00BEME, JOCTATOYHOM ISl OJIYYeHUs 3 MII ITperaparta MOJIUIEeNTHIA
FVII (nanpumep, nomunentuma FVII mpnutenpHOro neWCTBUS WM KOPOTKOTO JEWCTBUS,

nanpumep, rEVIIIFc) ¢ HeoOXonuMbIMK CBOMCTBAMH, KaK ONHCAHO B JTAHHOM JOKyMeHTe. B



27

OTIPENIeNIEHHBIX BAPUAHTAX pealn3alii U300peTeHUs] BTOPOH KOHTEHHep MpencraBisieT coOoit
NPEABAPUTENPHO 3aNOJHEHHBIH INMPHULl B COEAMHEHHH C MOPIIHEM, KOTOPbIH obOecneunBaer
BO3MOXKHOCTb 10OABIeHUsI pa30aBUTENs B NMEPBbIH KOHTEHHEP, BOCCTAHOBJIEHUS COAEPKUMOTO
nepBOro KOHTelHepa U oOpaTHOro Habopa B IIMpPULL. B ompeneneHHbIX BapUaHTax peayn3aluu
n300peTeHus B KOMIUIEKTE JOMOJHUTENbHO NPEeIOKEeH afantep sl MOACOSAMHEHHs INPHLA K
IepBOMY KOHTeHHepy. B ompeneneHHBIX BapHaHTaX pealu3alii H300peTeHHs B KOMILIEKTE
JOTOJIHUTENBHO TPEUIOKeHa WIyla U MH(Y3UOHHAs TPyOKa AJsl MOACOEOVHEHHs C IIIPHIY,
cozeprkalieMy BOCCTaHOBJICHHbIH mnpenapar nonunentuna FVII (nanpumep, nonunenTuna
FVIII npnurensHOrO neiictBust wiaM Kopotkoro nedcreus, wanpumep, tEFVIIIFc), uToObI
obecrieunTh BO3MOXKHOCTh BB nH(y3un npenapara.

B ompeneneHHpIXx BapWaHTaxX peajqu3anuu u300peTeHuss npemiokeH mnojumnentun FVIIL
(nanpumep, momunentun FVII pmutenpsHOro AeHCTBUS WM KOPOTKOTO ACHCTBUS, HANPUMED,
rFVIIIFc) B obmem konudecTBe, cocrapisitomeM OT okojio 200 ME no okomo 6000 ME,
nanpumep, okono 250 ME, okono 500 ME, okono 750 ME, okono 1000 ME, okono 1500 ME,
okos10 2000 ME, okoo 3000 ME, okomno 4000 ME, okono 5000 ME i okosno 6000 ME.

B ongHOM BapmanTe peanm3anuu H300pETEHMs TpPENIOkKeH (papManeBTUYECKUN KOMIUIEKT,
KOTOPBIN CONEP)KUT NEePBbI KOHTEHHep, Comepkauil JHO(QUIM3HPOBAHHBIM MOPOLIOK, MPH
3TOM mopook coaepxut: (1) okoso 250 ME nomunentuna FVII (nanpumep, nonmunentuna
FVIII nnutensHOro neficTBus wiu Kopotkoro neiictsus, nanpumep, tEVIIFc), (i1) okono 40 mr
caxaposbl, (ii1) okosio 36 mr NaCl; (iv) oxomno 3,1 mr L-ructununa; (v) okono 2,4 Mr guruapara
xjopuga Kanplust; U (vi) okono 0,40 mr mosmcopbara 20 mnm nomucopbara 80; m BTOpOIt
KOHTeHHep, COAep Kallui CTEepUIIbHYIO BOAY sl MHBEKUMH B OOBeMe, JOCTATOYHOM IS
NOJIy4EeHUS] TP COENUHEHMH C JHO(PUIM3HPOBAHHBIM TMOPOIIKOM M3 IMEPBOrO KOHTEHHepa
pactBopa, comepskamiero: (i) okojgo 80 ME/mn nonunentuna FVII (ranpumep, nomunentuna
FVIII pnutenpHOrO AeHCTBUS WM KOPOTKOro Aewctus, Hanpumep, tEVIIIFc), (i1) okono 1,33%
(M/00) caxapossr, (iii) okojo 205 MM NaCl; (iv) okojno 6,64 MM L-ructununa; (v) okoso 5,4
MM xjiopuna kanbiust; u (vi) okoso 0,013% (m/06) monucopbara 20 unmu nosrcopdara 80.

B nmononHMTENPHOM BapuaHTE peanu3aliu HM300peTeHUs MNpemIokeH (apMaleBTHIeCKUH
KOMIUIEKT, KOTOPBIA COAEPKUT TMEPBBI KOHTEHHEp, coxepkalui JTHOPUIN3NPOBAHHBIHN
MOPOLIOK, MPHU 3TOM MNOpoImokK conepskut: (1) okono 500 ME momunentuna FVII (nanpumep,
noymnentuaa FVII pnmutensHoro neiictus mnm kopotkoro peicreus, nanpumep, tEVIIIFc), (i1)
okoJyio 40 mr caxapossl, (ii1) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructunnna; (v) okono 2.4
MTI' TUTHApaTa XJopuaa Kajabius, u (vi) okojo 0,40 mr nonucopbara 20 wiu nojucopdara 80; u
BTOPOH KOHTEHHep, COAEp KAIUN CTEPUIIbHYIO BOAY Uil HHBEKIUH B 00BEME, TOCTATOYHOM ISt

NnoJjiydueHust mnpu COCAUHCHUH C J'II/IO(l)I/IJ'II/ISI/IpOBaHHbIM MOpPOIKOM M3 IIEPBOro KOHTeﬁHepa
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pactBopa, comepxaiero: (i) okojo 167 ME/mn nonunentuna FVIII (nanpumep, nomunentuna
FVIII pnutenpHOTO AeiicTBUS Wi KOpoTkoro aewictsus, nanpumep, tEVIIIFc), (i1) oxono 1,33%
(M/00) caxapossr, (ii1) okono 205 MM NaCl; (iv) okono 6,64 MM L-ructununa; (v) okoso 5,4
MM xjopuna kanbius; u (vi) okoso 0,013% (m/06) monucop6ara 20 unmu nonucopOara 80.

B nomonHMTENPHOM BapHaHTE peanu3aluu H300peTeHHs] NpeuiokeH (papMaleBTUYeCKUil
KOMIUIEKT, KOTOPbIH COAEPKUT TMEepPBbI KOHTEiHep, COxepKauuid JTHO(GUIM3UPOBAHHBINA
MOPOIIOK, MPH 3TOM MOpoInok comnep:kut: (i) okono 750 ME nomunentuna FVII (nanpumep,
noymnentuaa FVIIL putenbHoro neiictus mim kopotkoro aeicreus, Hanpumep, tEVIIIFc), (i)
okoJio 40 mr caxapossr;, (i) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructununa; (v) okono 2,4
MTI' TUTHApaTa XJIopuaa Kajabius;, u (vi) okojo 0,40 mr nonucopbara 20 wiu nojucopdara 80; u
BTOPOH KOHTEHHEp, COAepIKAIUN CTEPUIIBHYIO BOAY Uil MHBEKIHUH B 00BEME, TOCTATOYHOM ISt
NOJIyYEeHUS] TP COENUHEHMH C JHO(PUIN3HPOBAHHBIM IOPOIIKOM H3 IEPBOrO KOHTEHepa
pactBopa, comep:xaiero: (i) okojo 250 ME/mn nonunentuna FVIII (nanpumep, nomunentuna
FVIII pnutenpHOTO AeHcTBUS WM KOPOTKOro Aewctus, nanpumep, tEVIIFc), (i1) oxono 1,33%
(M/00) caxapossr, (iil) okojo 205 MM NaCl; (iv) okojno 6,64 MM L-ructununa; (v) okoso 5,4
MM xjiopuna kanbius; u (vi) okosio 0,013% (m/06) monucopbara 20 unmu nmosmcopdara 80.

B nmononHuTENnpHOM BapuaHTE peanu3aluu HM300peTeHUs MpemIokeH (apMaleBTUIECKUN
KOMIUIEKT, KOTOPBIA COAEPKUT TMEepBbIIi KOHTEIHHep, coxepkalui JIHOPUIN3UPOBAHHBIHN
TIOPOIIOK, MPHU 3TOM MOPOIoK conep:kuT: (1) okono 1000 ME nonmunentuna FVIIL (nanpumep,
noyunentuaa FVIIL qnutensHoro neiictsus mnn kopotkoro aeicreus, nanpumep, tEVIIIFc), (i1)
okoJi0 40 mr caxapossr;, (iii) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructuauna; (v) okono 2,4
MT Juruapara xjaopuaa kanbuus; u (vi) okono 0,40 mr nonucopdata 20 wnu nonucopdara 80; u
BTOPOH KOHTEHHEp, COAepIKAIUN CTEPUIIbHYIO BOAY Uil MHBEKLHN B 00bEMe, TOCTATOYHOM IS
NOJIy4EeHUS] TP COENUHEHMH C JHO(PUIM3HPOBAHHBIM TOPOIIKOM M3 IMEPBOrO KOHTEHHepa
pactBopa, comep:xkaiero: (i) okono 333 ME/mn nonunentuna FVII (nanpumep, nonmunentuna
FVIII pnutenpHOTO AeHCTBUS WM KOPOTKOro Aewcteus, nanpumep, tEVIIIFc), (ii) okono 1,33%
(M/00) caxapossr, (iii) okojo 205 MM NaCl; (iv) okojno 6,64 MM L-ructununa; (v) okoso 5,4
MM xjiopuna kanbius;, u (vi) okoso 0,013% (m/06) monucop6bara 20 unu nmonucopdara 80.

B nmononHMTENPHOM BapuaHTE peanu3aliu HM300peTeHUs MpemIokeH (apMaleBTHUIeCKUN
KOMIUIEKT, KOTOPBIA COAEPKUT TEPBBI KOHTEHHEp, coxepkaluid JTHOPUIN3UPOBAHHBIHN
MOPOLIOK, TIPU 3TOM MOPOLIOK conepskut: (1) okono 1500 ME nonunentuna FVII (nanpumep,
noymnentuaa FVIIL pnmutensHoro neiicteus mim kopotkoro aeicreus, nanpumep, tEVIIIFc), (i1)
okoyio 40 mr caxapossl, (ii1) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructuauna; (v) okono 2.4
MTI' TUTHApaTa XJopuaa Kajabius, u (vi) okojo 0,40 mr nonucopbara 20 wiu nonucopdara 80; u

BTOPOI KOHTEHHep, COAep KAIUN CTEPUIIbHYIO BOAY Uil HHBEKIUN B 00BEME, IOCTATOUHOM IS
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NOJIy4EeHUS] TPU COENUHEHMH C JHOPUIN3HPOBAHHBIM IOPOIIKOM M3 IEPBOrO KOHTEIHepa
pactBopa, comepxaiero: (i) okojgo 500 ME/mn nonmunentuna FVIII (nanpumep, nomunentuna
FVIII pnutenpHOTO AeHicTBUS Win KopoTkoro aevictsus, nanpumep, tEVIIFc), (i1) oxono 1,33%
(M/00) caxapossr, (ii1) okono 205 MM NaCl; (iv) okomno 6,64 MM L-ructununa; (v) okoso 5,4
MM xnopuna kajbuust; u (vi) okono 0,013% (m/06) nonucop6ara 20 wnu nonucopbata 80.

B nomonHMTENPHOM BapuaHTE peanu3alny M300peTeHHs] NpeuiokeH (papManeBTUYeCKUit
KOMIUIEKT, KOTOpPBIH COIOEP’KUT TEPBbIM KOHTEWHEp, coaep:Kaiuidi JTHO(QUIN3UPOBAHHBIM
MIOPOLIOK, TPHU 3TOM nopowiok conepkut: (1) okosno 2000 ME nonmunentuna FVIIL (nanpumep,
noymnentuaa FVIIL putenbHoro neiictus mim kopotkoro aeicreus, Hanpumep, tEVIIIFc), (i1)
okoJio 40 mr caxapossr, (ii1) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructunmna; (v) okono 2,4
MTI' TUTHApaTa XJIopuaa Kajabius, u (vi) okojo 0,40 mr nonucopbara 20 wiu nojucopdara 80; u
BTOPOH KOHTEHHEp, COAepIKAINN CTEPUIIBHYIO BOAY Uil MHBEKIHUH B 00BEME, TOCTATOYHOM IS
NOJIy4EeHUS] TPH COENUHEHMH C JHO(PWIN3HPOBAHHBIM IOPOIIKOM M3 IEPBOrO KOHTElHepa
pactBopa, comepxaiero: (i) okojgo 667 ME/mn nonunentuna FVIII (nanpumep, nomunentuna
FVIII pnutenpHOTO AeicTBUS WM KOpoTKoro aewctsus, nanpumep, tEVIIFc), (i1) oxono 1,33%
(M/00) caxapossr, (ii1) okojo 205 MM NaCl; (iv) okomno 6,64 MM L-ructununa; (v) okoso 5,4
MM xjiopuna kanbius; u (vi) okoso 0,013% (m/06) monucop6ara 20 unmm nmosmcopdara 80.

B nmononHuTENbHOM BapuaHTE peanu3alMu HM300peTeHUs MpemIokeH (apMaleBTUUYEeCKU
KOMIUIEKT, KOTOPBIA COAEPKUT TIEpBbIIl KOHTElHep, conxepkaluil JTHOPUIN3UPOBAHHBIN
MIOPOIIOK, MPU 3TOM MOPOIOoK conep:kuT: (1) okono 3000 ME nonmunentuna FVIIL (nanpumep,
nommnentuzaa FVII putensHOro neiictsust nim KopoTkoro aeictsus, nanpumep, rEVIIIFc), (i)
okoJjio 40 mr caxapossr;, (iii) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructuauna; (v) okono 2,4
MTI' IUTHApaTa XJIopuaa Kajabius, u (vi) okojo 0,40 mr nonucopbara 20 wnu nojucopdata 80; u
BTOPOH KOHTEHHEp, COAEpIKAIUN CTEPUIIBHYIO BOAY Uil MHBEKIHUN B 00BEME, TOCTATOYHOM IS
NOJIy4EeHUS] TP COENUHEHMH C JHO(PUIM3HPOBAHHBIM IOPOIIKOM M3 IMEPBOrO KOHTEIHepa
pactBopa, conepskamero: (i) okoyno 1000 ME/mn nonunentuna FVII (ranpumep, nonunentuna
FVIII pnutenpHOTO AeCTBUS WM KOPOTKOro Aewctus, nanpumep, tEVIIFc), (i1) okono 1,33%
(M/00) caxapossr, (iii) okojo 205 MM NaCl; (iv) okojno 6,64 MM L-ructununa; (v) okoso 5,4
MM xjiopuna kambius;, u (vi) okoso 0,013% (m/06) monucop6bara 20 unn nmonucopdara 80.

B nmomonHMTENPHOM BapuaHTE peanu3alnu HM300peTeHUs MNpemIokeH (apMaleBTHIeCKUN
KOMIUIEKT, KOTOPBIA COHEPKUT TMEPBBI KOHTEHHEp, coxepkalui JTHOPUIN3NPOBAHHBIHN
MOPOLIOK, TIPU 3TOM MOPOLIOK conepskut: (1) okosno 4000 ME nonunentuna FVII (nanpumep,
noymnentuaa FVIIL pnmutensHoro aeiicteus mim kopotkoro aeicreus, nanpumep, tEVIIIFc), (i1)
okoJio 40 mr caxapossl; (1i1) okosio 36 mr NaCl; (iv) okono 3,1 mr L-ructununa; (v) okosno 2,4

MI JUruaparta xjopuaa kanbuus; u (vi) okoso 0,40 mr nonucopdara 20 mnu nonucopdara 80; u
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BTOPOH KOHTEHHEp, COAEpIKAINN CTEPUIIbHYIO BOAY Ul MHBEKIUN B 00BEME, TOCTATOYHOM ISt
NOJIy4EeHUS] TPU COENUHEHMH C JHO(PUIN3HPOBAHHBIM IIOPOIIKOM M3 IEPBOrO KOHTElHepa
pactBopa, coaepkamero: (1) okoso 1333 ME/mn nonunentuna FVII (ranpumep, nonunentuna
FVIII nnurensHOro HeicTBUs WM KOpOTKOro Aevicteust, Hanpumep, tEVIIIFc), (i1) okono 1,33%
(M/00) caxapossr; (iii) okono 205 MM NaCl; (iv) okono 6,64 MM L-ructununa; (v) okosno 5,4
MM xnopuna kajbuust; u (vi) okono 0,013% (m/06) nonucop6ara 20 wnu nonucopdata 80.

B nomonHWTENPHOM BapHaHTE peanu3alny H300peTeHHs] NpeuiokeH (papManeBTHUYeCKUil
KOMILIEKT, KOTOPBIA COZEPKHUT TEPBBI KOHTEHHEp, coxepkaliui JTHOPUIN3UPOBAHHBIHN
MIOPOLIOK, TPU 3TOM nopounok conepkut: (1) okosno 5000 ME nomunentuna FVII (nanpumep,
noymnentuaa FVIIL putensHoro neiictus mim kopotkoro aedcreus, nanpumep, tEVIIIFc), (i1)
okoJio 40 mr caxapossr, (i) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructuanna; (v) okono 2,4
MTI' TUTHApaTa XJIopuaa Kajabius;, u (vi) okojo 0,40 mr nonucopbara 20 wiu nonucopdara 80; u
BTOPOH KOHTEHHEp, COAepIKAINN CTEPUIIbHYIO BOAY Ul MHBEKIHUH B 00BEME, TOCTATOYHOM ISt
NOJIy4EeHUS] TPH COENUHEHMH C JHO(PUIN3HPOBAHHBIM IOPOIIKOM M3 IEPBOrO KOHTElHepa
pactBopa, coaepskamero: (i) okoyo 1667 ME/mn nonunentuna FVII (ranpumep, nonmunentuna
FVIII nnutensHOTO AeMCTBUS WM KOPOTKOro Aevcteust, Hanpumep, tFVIIIFc), (i1) okono 1,33%
(M/00) caxapossr, (ii1) okojo 205 MM NaCl; (iv) okono 6,64 MM L-ructununa; (v) okoso 5,4
MM xjopuna kanbius; u (vi) okoso 0,013% (m/06) monucop6ara 20 unmu nmosmcopdara 80.

B nmononHuTENbHOM BapuaHTE peanu3aluM M300peTeHUs MpemIokeH (apMaleBTHUYEeCKU
KOMIUIEKT, KOTOPBIA COAEpPKUT IEPBbIIl KOHTElHep, coxepskalui JTHOPUIN3UPOBAHHBIH
MOPOLIOK, TPU 3TOM Mopoiiok conepkut: (i) okono 6000 ME nonunentuna FVIIL (nanpumep,
nommnentuzaa FVIII mmutensHoro neiictsust nim KopoTkoro aeictsus, nanpumep, rEVIIIFc), (i)
okoJio 40 mr caxapossr;, (iii) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructuauna; (v) okono 2,4
MTI' IUTHApaTa XJIOpuaa Kajabius, u (vi) okojo 0,40 mr nonucopbara 20 wnu nojucopdata 80; u
BTOPOH KOHTEHHEp, COAep KAIUN CTEPUIIbHYIO BOAY Uil MHBEKIHUN B 00BEME, TOCTATOYHOM IS
NOJIy4EeHUS] TP COENUHEHMH C JHO(PUIN3HPOBAHHBIM IOPOIIKOM M3 IEPBOrO KOHTEIHepa
pactBopa, coaepkamiero: (i) okoyo 2000 ME/mn nonunentuna FVII (ranpumep, nonunentuna
FVIII nnutensHOTO NEWCTBUS WM KOPOTKOro Aevicteust, Hanpumep, rtFVIIIFc), (i1) okono 1,33%
(M/00) caxapossr, (iii) okojo 205 MM NaCl; (iv) okojno 6,64 MM L-ructununa; (v) okoso 5,4
MM xjiopuna kanbius;, u (vi) okoso 0,013% (m/06) monucop6bara 20 unn monucopodara 80.

B nmononHMTENPHOM BapuaHTE peanu3alnu HM300pETeHHs TpemIokeH (apMaleBTHIeCKUN
KOMIUIEKT, KOTOPBIA COHEPKUT TMEPBBI KOHTEHHEp, coxepkalui JTHOPUIN3UPOBAHHBIHN
MOPOLIOK, MPHU 3TOM NOpOIIoK conepkut: (1) okono 250 ME nomunentuna FVII (nanpumep,
noyunentuaa FVIIL pnutensHoro neiictsus mnm kopotkoro aeicreus, nanpumep, tEVIIIFc), (i1)

okoJio 40 mr caxapossl, (1i1) okosio 36 mr NaCl; (iv) okono 3,1 mr L-ructununa; (v) oxoso 2,4
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MTI' TUTHApaTa XJopuaa Kajabus, u (vi) okojo 0,40 mr nonmucopbara 20 wiu nonucopdara 80; u
BTOPOH KOHTEIHep, COAep KAIUN CTEPUIIbHYIO BOAY Uil MHBEKIHUN B 00BEME, TOCTATOYHOM IS
NOJIy4EeHUS] TPH COEIUHEHMHU C JHO(PUIN3MPOBAHHBIM IOPOIIKOM M3 IEPBOrO KOHTElHepa
pactBopa, coxepskamero: (i) okono 83 ME/mn nonmunentuna FVIIL (nanpumep, nonmunenruna
FVIII pnutensHOro necTBHsA WM KOPOTKOro aecrsus, nanpumep, tEVIIIFc), (i) okomo 13,3
mr/mi caxaposbr; (ii1) okoso 12,0 mr/ma NaCl; (iv) okono 1,03 mr/ma L-ructununa; (v) OKojio
0,80 mr/mMn guruaparta xjopuma Kaimbius; U (vi) okosio 0,13 mr/mun momucopbata 20 wim
nosiucopdara 80.

B nmononHMTENPHOM BapuaHTE peanu3aliu HM300peTeHUs MNpemIokeH (apMaleBTHIeCKUN
KOMIUIEKT, KOTOPBIA COZEPKUT TEPBBI KOHTEHHEp, coxepkalui JTHOPUIN3UPOBAHHBIHN
MOPOLIOK, NP 3TOM TNOpPOIoK conep:kut: (1) okosno 500 ME nmomunentuna FVII (nanpumep,
noymnentuaa FVII putensHoro neiicteus mim kopotkoro aeicreus, nanpumep, tEVIIIFc), (i1)
okoJyio 40 mr caxapossl, (ii1) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructuanna; (v) okono 2.4
MT TUTHApaTa XJIopuaa Kajabius, u (vi) okojo 0,40 mr nomucopbara 20 wiu nonucopdara 80; u
BTOPOH KOHTEHHEp, COAepIKAINN CTEPUIIbHYIO BOAY Ul MHBEKIUH B 00BEME, TOCTATOYHOM ISt
NOJIy4EeHUS] TPH COENUHEHMH C JHO(PWIN3MPOBAHHBIM IOPOIIKOM M3 IEPBOrO KOHTEIHepa
pactBopa, comepxaiero: (i) okojo 167 ME/mn nonmunentuna FVIII (nanpumep, nomunentuna
FVIII pnurenpHOrO AEWCTBUS MM KOpoTkoro neiicreus, nanpumep, tEVIIIFc), (i1) oxomo 13,3
mr/mi caxapossl, (1i1) okono 12,0 mr/mn NaCl; (iv) okomno 1,03 mr/mia L-ructununa; (v) okoso
0,80 mr/mn puruapara xjopuna kajablms;, U (vi) okono 0,13 mr/mn nomucopOara 20 wnm
nojmcopbara 80.

B nomonHMTENPHOM BapuaHTEe peanu3annu M300peTeHHsl NpeuiokeH (papManeBTUYeCKUit
KOMILIEKT, KOTOPBIA COHEPKHUT TEPBbII KOHTEHHEp, coxepKaliui JTHOPUIN3UPOBAHHBIHN
MOPOLIOK, MPH 3TOM TNOpOIoK conep:kut: (1) okono 750 ME nmomunentuna FVII (nanpumep,
noymnentuaa FVIIL putenbHoro neiicteus mim kopotkoro aeicreus, Hanpumep, tEVIIIFc), (i1)
okoJio 40 mr caxapossr, (ii1) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructuauna; (v) okono 2,4
MT JUTUApaTa xjopuaa kanbuus; u (vi) okono 0,40 mr nonucopdata 20 wim nonucopdara 80; u
BTOPOH KOHTEHHEp, COAepIKAINN CTEPUIIBHYIO BOAY Ul MHBEKIUH B 00BEME, TOCTATOYHOM ISt
NOJIy4EeHUS] TPH COENUHEHMH C JHO(PWIN3MPOBAHHBIM IOPOIIKOM M3 IEPBOrO KOHTEHHepa
pactBopa, comepxaiero: (i) okojo 250 ME/mn nonunentuna FVIII (nanpumep, nomunentuna
FVIII pnurenpHOrO AEWCTBUSI MM KOpOTKOro neiicreus, nanpumep, tEVIIIFc), (i1) oxomo 13,3
mr/mi caxapossr, (ii1) okono 12,0 mr/ma NaCl; (iv) okono 1,03 mr/ma L-ructununa; (v) okoio
0,80 mr/mn purmmpara xjopuna kajgeimst; U (vi) okono 0,13 mr/mn momucopOara 20 wm

nosimcopbara 80.
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B nmononHuTENpHOM BapuaHTE peanu3aluu HM300peTeHHs TpemIokeH (apMaleBTUIeCKUN
KOMIUIEKT, KOTOPBIA COAEPKUT IEPBbII KOHTEHHep, coxepkalui JIHOPUIN3UPOBAHHBIHN
MOPOLIOK, TPU 3TOM 1nopoiiok conepskut: (1) okosno 1000 ME nonmunentuna FVII (nanpumep,
noyunentuna FVIIL qnutensHoro neiicteus mnu kopotkoro aeicreus, nanpumep, tEVIIIFc), (i1)
okoJ10 40 mr caxapossr;, (iii) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructuauna; (v) okono 2,4
MT Juruapara xjaopuaa kanbuus; u (vi) okono 0,40 mr nmonucopdata 20 wiu nonucopdara 80; u
BTOPOU KOHTEHHED, CONEPIKALINI CTEPUIIBHYIO BOAY ISl HHbEKLHMHI B 00beMe, JOCTATOYHOM JUJIsI
NOJIy4EeHUS] TP COENUHEHMH C JHO(PUIM3HPOBAHHBIM TMOPOIIKOM M3 IEPBOrO KOHTEHHepa
pactBopa, comep:kaiero: (i) okono 333 ME/mn nonunentuna FVII (nanpumep, nonmunentuna
FVIII pnurenpHOrO AEHWCTBHSI WM KOPOTKOro neficreus, nanpumep, rEVIIIFc), (i1) okomo 13,3
mr/mi caxapossr;, (ii1) okoso 12,0 mr/ma NaCl; (iv) okono 1,03 mr/ma L-ructununa; (v) okoio
0,80 mr/mn purmapara xjopuna Kajgeiwst, U (vi) okono 0,13 mr/mn momucopOarta 20 wmm
nosucopbara 80.

B nmononHMTENPHOM BapuaHTE peanu3aluu HM300peTeHUs MNpemIokeH (apMaleBTHIECKUN
KOMIUIEKT, KOTOPBIA COHEPKUT TMEPBBI KOHTEHHEp, coxepkamui JTHOPUIN3UPOBAHHBIN
MOPOLIOK, TPU 3TOM nopoirok conepkut: (1) okono 1500 ME nomunentuna FVII (nanpumep,
noymnentuaa FVIIL pnutensHoro neiictsus mnu kopotkoro aeicreus, nanpumep, tEVIIIFc), (i1)
okoJio 40 mr caxapossl; (1i1) okosio 36 mr NaCl; (iv) okono 3,1 mr L-ructununa; (v) okosno 2,4
MTI' TUTHApaTa XJopuaa Kajabius, u (vi) okojo 0,40 mr nonmucopbara 20 wiu nojucopdara 80; u
BTOPOI KOHTEHHEp, COAep KAIUN CTEPUIIbHYIO BOAY Uil HHBEKIUN B 00BEME, 1TOCTATOYHOM ISt
NOJYy4YeHHUs TPH COEAWHEHHWU C JHOPWIN3UPOBAHHBIM MOPOIIKOM W3 IEPBOTO KOHTEHHepa
pactBopa, conepskaruero: (i) okoso 500 ME/mn nonunentuna FVII (nanpumep, nonunentuna
FVIII pnutenpHOrO AEWCTBHSI WU KOPOTKOro neiicteus, Hanpumep, rEVIIIFc), (ii) okomo 13,3
mr/mi caxapossr; (ii1) okoso 12,0 mr/ma NaCl; (iv) okono 1,03 mr/ma L-ructununa; (v) okosio
0,80 mr/mn aurmagpara xjopuna kajgpims, u (vi) okojo 0,13 mr/mn momucopbara 20 wm
nosiucopbara 80.

B nmononHMTENPHOM BapuaHTE peanu3aliu HM300peTeHUs TNpemIokeH (apMaleBTHIeCKUN
KOMILIEKT, KOTOPBIA COAEPKUT TEPBBI KOHTEHHEp, coxepkalui JTHOPHIN3UPOBAHHBIHN
MOPOLIOK, TIPU 3TOM MOPOLIOK conepskut: (1) okosno 2000 ME nonunentuna FVII (nanpumep,
noymnentuaa FVIIL pnmutensHoro neiicteus mim kopotkoro aeicreus, nanpumep, tEVIIIFc), (i1)
okoiio 40 mr caxapossl, (ii1) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructunnna; (v) okono 2.4
MT TUTHApaTa XJopuaa Kajabius, u (vi) okojo 0,40 mr nomucopbara 20 wiu nonucopdara 80; u
BTOPOH KOHTEHHEp, COAEpIKAIUN CTEPUIIbHYIO BOAY Uil MHBEKIUN B 00BEME, TOCTATOYHOM ISt
NOJIy4EeHUS] TPU COENUHEHMH C JHO(PUIN3MPOBAHHBIM IOPOIIKOM M3 IEPBOrO KOHTElHepa

pactBopa, comepxaiero: (i) okono 667 ME/mn nomunentuna FVII (nanpumep, nonunentuna
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FVIII pnurenpHOrO AEWCTBHUS MM KOpoTKoro neiicreus, nanpumep, tEVIIIFc), (i1) oxomo 13,3
mr/mi caxapossl, (iii1) okono 12,0 mr/mn NaCl; (iv) okomno 1,03 mr/mia L-ructununa; (v) okoso
0,80 mr/mn puruagpara xjopuna kajaeius, U (vi) okono 0,13 mr/mn momucopOara 20 wmm
nosucopbara 80.

B nomonHMTENPHOM BapHaHTE peanu3aluu H300peTeHHs] NpeuiokeH (papMaleBTUYeCKUil
KOMIUIEKT, KOTOPbIH COAEPKUT TMEepPBbI KOHTEiHep, COxepKauuid JTHO(GUIM3UPOBAHHBINA
MIOPOIIOK, MPU 3TOM MOPOIoK coneps:kuT: (i) okono 3000 ME nonunentuna FVIIL (nanpumep,
noymnentuaa FVIIL putenbHoro neiictus mim kopotkoro aeicreus, Hanpumep, tEVIIIFc), (i)
okoJio 40 mr caxapossr;, (i) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructununa; (v) okono 2,4
MTI' TUTHApaTa XJIopuaa Kajabius;, u (vi) okojo 0,40 mr nonucopbara 20 wiu nojucopdara 80; u
BTOPOH KOHTEHHEp, COAepIKAIUN CTEPUIIBHYIO BOAY Uil MHBEKIHUH B 00BEME, TOCTATOYHOM ISt
NOJIyYEeHUS] TP COENUHEHMH C JHO(PUIN3HPOBAHHBIM IOPOIIKOM H3 IEPBOrO KOHTEHepa
pactBopa, coaepkamiero: (i) okoyo 1000 ME/mn nonunentuna FVII (ranpumep, nonmunentuna
FVIII pnurenpHOrO AEWCTBHS WM KOpOTKoro neiicreus, nanpumep, rEVIIIFc), (i1) okomo 13,3
mr/mi caxapossr;, (ii1) okono 12,0 mr/ma NaCl; (iv) okono 1,03 mr/ma L-ructununa; (v) okomno
0,80 mr/mn purmagpara xjopuna kajgeimst,; U (vi) okono 0,13 mr/mn momucopOarta 20 wm
nosmcopbara 80.

B nmononHuTENbHOM BapuaHTE peanu3alMu HM300peTeHUs MpemIokeH (apMaleBTUUYEeCKU
KOMIUIEKT, KOTOPBIA COAEPKUT TIEpBbIIl KOHTElHep, conxepkaluil JTHOPUIN3UPOBAHHBIN
MIOPOIIOK, MPU 3TOM MOPOIOoK conep:kuT: (1) okono 4000 ME nonmunentuna FVIIL (nanpumep,
nommnentuzaa FVII putensHOro neiictsust nim KopoTkoro aeictsus, nanpumep, rEVIIIFc), (i)
okoJjio 40 mr caxapossr;, (iii) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructuauna; (v) okono 2,4
MTI' IUTHApaTa XJIopuaa Kajabius, u (vi) okojo 0,40 mr nonucopbara 20 wnu nojucopdata 80; u
BTOPOH KOHTEHHEp, COAEpIKAIUN CTEPUIIBHYIO BOAY Uil MHBEKIHUN B 00BEME, TOCTATOYHOM IS
NOJIy4EeHUS] TP COENUHEHMH C JHO(PUIM3HPOBAHHBIM IOPOIIKOM M3 IMEPBOrO KOHTEIHepa
pactBopa, conepskamiero: (i) okoyo 1333 ME/mn nonunentuna FVII (ranpumep, nonunentuna
FVIII pnurenpHOrO AEWCTBUS WM KOpOTKOro neiicreus, nanpumep, rEVIIIFc), (i1) okomo 13,3
mr/mi caxapossr; (ii1) okono 12,0 mr/ma NaCl; (iv) okono 1,03 mr/ma L-ructununa; (v) okoio
0,80 mr/mn murmmgpara xjopuna Kajgeimst, U (vi) okono 0,13 mr/mn momucopOarta 20 wmm
nosucopbara 80.

B nmononHMTENPHOM BapuaHTE peanu3alnu HM300pETeHHs TpemIokeH (apMaleBTHIeCKUN
KOMIUIEKT, KOTOPBIA COHEPKUT TMEPBBI KOHTEHHEp, coxepkalui JTHOPUIN3UPOBAHHBIHN
MOPOLIOK, TIPU 3TOM MOPOLIOK conepskut: (1) okono 5000 ME nonunentuna FVII (nanpumep,
noyunentuaa FVIIL pnutensHoro neiictsus mnm kopotkoro aeicreus, nanpumep, tEVIIIFc), (i1)

okoJio 40 mr caxapossl, (1i1) okosio 36 mr NaCl; (iv) okono 3,1 mr L-ructununa; (v) oxoso 2,4
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MTI' TUTHApaTa XJopuaa Kajabus, u (vi) okojo 0,40 mr nonmucopbara 20 wiu nonucopdara 80; u
BTOPOH KOHTEIHep, COAep KAIUN CTEPUIIbHYIO BOAY Uil MHBEKIHUN B 00BEME, TOCTATOYHOM IS
NOJIy4EeHUS] TPH COEIUHEHMHU C JHO(PUIN3MPOBAHHBIM IOPOIIKOM M3 IEPBOrO KOHTElHepa
pactBopa, coaepkarero: (1) okoso 1667 ME/mn nonunentuna FVII (ranpumep, nonunentuna
FVIII pnutensHOro necTBHsA WM KOPOTKOro aecrsus, nanpumep, tEVIIIFc), (i) okomo 13,3
mr/mi caxaposbr; (ii1) okoso 12,0 mr/ma NaCl; (iv) okono 1,03 mr/ma L-ructununa; (v) OKojio
0,80 mr/mMn guruaparta xjopuma Kaimbius; U (vi) okosio 0,13 mr/mun momucopbata 20 wim
nosiucopdara 80.

B nmononHMTENPHOM BapuaHTE peanu3aliu HM300peTeHUs MNpemIokeH (apMaleBTHIeCKUN
KOMIUIEKT, KOTOPBIA COZEPKUT TEPBBI KOHTEHHEp, coxepkalui JTHOPUIN3UPOBAHHBIHN
MOPOLIOK, TPU 3TOM nopouiok conepkut: (1) okosno 6000 ME nonmunentuna FVIII (nanpumep,
noymnentuaa FVII putensHoro neiicteus mim kopotkoro aeicreus, nanpumep, tEVIIIFc), (i1)
okoJyio 40 mr caxapossl, (ii1) okono 36 mr NaCl; (iv) okono 3,1 mr L-ructuanna; (v) okono 2.4
MT TUTHApaTa XJIopuaa Kajabius, u (vi) okojo 0,40 mr nomucopbara 20 wiu nonucopdara 80; u
BTOPOH KOHTEHHEp, COAepIKAINN CTEPUIIbHYIO BOAY Ul MHBEKIUH B 00BEME, TOCTATOYHOM ISt
NOJIy4EeHUS] TPH COENUHEHMH C JHO(PWIN3MPOBAHHBIM IOPOIIKOM M3 IEPBOrO KOHTEIHepa
pactBopa, conepkamero: (1) okoyo 2000 ME/mn nonunentuna FVII (ranpumep, nonmunentuna
FVIII pnurenpHOrO AEWCTBUS MM KOpoTkoro neiicreus, nanpumep, tEVIIIFc), (i1) oxomo 13,3
mr/mi caxapossl, (1i1) okono 12,0 mr/mn NaCl; (iv) okomno 1,03 mr/mia L-ructununa; (v) okoso
0,80 mr/mn puruapara xjopuna kajablms;, U (vi) okono 0,13 mr/mn nomucopOara 20 wnm
nojmcopbara 80.

B ompeneneHHbIX BapuaHTax peasu3anuy W300peTeHNs MepBbli KOHTEHHep U3 MPEeIIOKEHHOTO
B JITAHHOM JIOKyYME€HTe (hpapMaleBTHUECKOrO KOMIUIEKTa MPEACTABIsIET COOOW CTEKJITHHBIN
(bmakoH, 3aKpBITBI PE3WHOBOW mNpoOKoi. B  onpemeneHHbIX BapHaHTaX peaU3aALUH
n300peTeHust BTOPOI KOHTEHHep U3 MPEUIOKEHHOTO B TAHHOM JOKyMeHTe (hapMaLeBTHUECKOTO
KOMIUIEKTa TPEICTaBISIeT COOON KOPIYC IIMPHUIA, COSTUHEHHBINH ¢ MOPIIHEM. B onpeneneHHbIX
BApUAHTAX peaIH3alMyd H300pPETeHUs] IIMPHI TMPENCTaBIsAeT COOOW MpeaBapUTENbHO
3aMOJIHEHHBIN MITPHL, COoxepkamui pa3dasurens. B ompeneneHHbIX BapHaHTaxX peanu3alid
U300peTeHNss TMPENJIOKEHHBIH B JAHHOM JOKYMEHTe (papMaleBTUYECKUH  KOMILIEKT
JOTIOJHUTENBHO CONEPXKHUT amanTep A COSOUHEHHS CTEKJSTHHOrO (JakoHa € KOPIyCOM
mrpuna. B onpeneneHHbIX BapuaHTaX peanu3alid U300pEeTEeHHs NMPEUIOKEHHBIH B JaHHOM
IOKyMeHTe (apMalleBTHYECKHI KOMIUIEKT IOIMOJHUTEIbHO COAEPKUT WH(PY3HOHHYIO TPYyOKy,
COEMHEHHYIO C WIJIOH, AJIs TMOACOEOUHEHMs K INIMPHLY, MOAXOAALIEMY IJIsI BHYTPUBEHHOM

uHpy3un.
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B onpeneneHHbIX BapuaHTaxX peau3aldy u300pereHus HeoOxoaumas no3a nomunentuna FVIII
(nanpumep, nonunentuna FVII nnurenpHOro AedcTBUS WM KOPOTKOTO NEHCTBHS, HaAnpumep,
rFVIIIFc) mMoxxeT ObITh HOCTHTHYTa MyTEM NMPUMEHEHUs OAHOTO U3 MPEIUIOKEHHBIX B JaHHOM
IOKyMeHTe (papMalleBTUYECKUX KOMIUIEKTOB. B  oOmnpeneneHHbIX BapHaHTaxX pealu3aluu
n300peTeHust Uil JOCTH)KEHHsS HEOOXOOMMOW MJ03bl MOXHO TPHMEHATh Ooyiee OIHOTrO
¢dapmaLeBTHIECKOr0 KOMIUIEKTa. B TaHHOM JOKyMEHTe MpEeIoXKeH CIoco0 KOMOMHUPOBAHMS
Wi OOBbeMHEHHs! MPenapaToB, COAESPIKALIMXCS B ABYX WM 00jee MPENOKEHHbIX B JaHHOM
IOKyMeHTe (papMalleBTUYECKUX KOMILIEKTAX, C HEIbI0 TOCTHKEHUST HEOOXOIMMOH TO3BL.

B HekoTophix BapuaHTax peanusanun n3odperenus nomunentun FVII qns ¢apmanesrudyeckoi
KOMIO3uIMK Tpeacrasisier cobolt momunentun FVIIL xoporkoro neiictBus. B mpyrux
BapuaHTax peanmsanuu n3odpetenus nojmmnentun FVII nns dpapmaneBTHUeCKONH KOMITO3UIUH
npencrasisier codoit moyunentun FVIII nourensHoro nefcTus.

B HekoTopbIx BapuaHTax peanusanuu n3oodperenus nonunentun FVII pnmutensHOro neiicTust B
dapmaneBTHIECKONH KOMIO3HIMU COoAepKuT dacth ¢akropa VIII u dacTe, HE OTHOCAIIYIOCS K
daxropy VI, nanpumep, reTepoNOruUHbI KOMIIOHEHT. B OJHOM BapuaHTe peanu3anuu
M300pETEeHNsI TeTEPOIOTUYHBIN KOMIIOHEHT CIIOCOOEH YBEIHMUUBATE i1 VIVO WJIH in Vilro Iepuon
nonyBbiBeneHnss nojunentuaa FVIIL Tumosele He otHocsmmecs kx ¢akropy VIII uactu
BKJIFOYAIOT, HO HE OrpaHUYMBAIOTCI OHTHM, Fc, anpOymMuH, mnocinenoBaTeabHOCTh PAS,
tpanceppun, CTP (28-amunokucnorHeni C-tepmunanbhblii nentun (CTP) gemosedeckoro
xopuonuyeckoro ronagorponuHa (hCG) ¢ 4 O-rnukanamu), nonudTmieHr KOs (I100),
ruapokcudTiiikpaxman  (I'OK),  anbOyMuH-CBA3BIBAIOLIMH  MOJMIENTHA,  aJbOyMHH-
CBSI3BIBAIOIME HEOONBIINE MOJIEKYJIbI WM JIIOOble MX KOMOMHAUMW. THUIOBBIE MOJUIENTHIBI
JUTUTENTIBHOTO IEHCTBUSI COTJIACHO M300PETEHUI0 BKIIIOYAIOT, HANpuMep, TOJUNenTuabl Gakropa
VII-Fc, mnomunentuasl ¢akropa VIl-aneOymun, mnonunentuasl ¢akrtopa VIII-PAS,
noyunentuasl pakropa VII-tpancdeppun, momunentuast ¢akropa VIII-CTP, momunentumst
¢axropa VII-IIOI, momunentunet Gakropa VII-I'IK, nomunentuns! ¢pakropa VIII-ansOymun-
CBSI3BIBAOLIMI mosumnentun win  nojunentuasl  (akropa  VIII-aneOyMmuH-CBS3BIBarOIIAS
HeOOobIast MOJIEKYJIa.

®aktop VII (wacte daktopa VI momunentuna FVIIL nmutensHoro apeiictBus wiu FVIII
noymmnentuna FVIII kopoTkoro aeiicTBrsi) MOXxKeT ObITh IO MeHbIIel Mepe Ha 60%, 70%, 80%,
90%, 95%, 96%, 97%, 98%, 99% wmm 100% UOEHTUYHBIM AMHHOKHCIIOTHOM
nocnenoBarenbHocTH  akropa VIII, mnpuBenennoit B Tabmume 11 06e3 cuUrHaIBHOM
nociienoBaTeIbHOCTH (aMrHHOKHUCTOTHI OT 20 o 1457 u3 SEQ ID NO:2; u aMuHOKUCIOTHI OT 20
no 2351 u3 SEQ ID NO:6), npu 3Tom gacts pakropa VIII obnanaer akruBHOCTHIO (hakTopa VIIIL

@aktop VIII (wacte ¢daxropa VIII XuMepHOTro MONUIENTHAA) MOXKET OBITh HMIEHTHYHBIM
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AMUHOKHCIIOTHOH mocnenoBatenbHOCTH (akropa VII, mnpusenennoit B Tabmume 11 0Ge3
CUTHAJIbHON mocyenoBareapbHOCTH (aMuUHOKHUCIOTHL oT 20 nmo 1457 w3z SEQ ID NO:2; u
amuHOKHCIOTHI OT 20 10 2351 u3 SEQ ID NO:6).

®aktop VII (wacte daxkropa VII momunentuna FVIIL nmurensHoro peiicteus wiu FVIII
nojunentuaa FVIII kopoTkoro aeicTsusi) MoKeT ObITh 1O MeHbLIeH mepe Ha 60%, 70%, 80%,
90%, 95%, 96%, 97%, 98%, 99% wmmm 100% UOEHTUYHBIM AaMHHOKMCIIOTHOM
nocnenoBarenbHocTH  (dakropa VIII, mnpuBemennort B Tabmuume 11 ¢ CUrHAJNBHOM
MOCJIEIOBATEIBHOCTHEO (aMUHOKHUCIOTHI OT 1 1o 1457 uz SEQ ID NO:2; 1 aMUHOKHUCIIOTHI OT 1
1o 2351 uz SEQ ID NO:6), nmpu 3T1oMm Hacts pakropa VIII obnanaer akruBHOCTHIO (hakTopa VIIL
@aktop VIII (wacte ¢akropa VIII nomunentuga FVIIL anurenpHOro AeWcCTBHS WM
nojunentuna FVIID koporkoro neicTtBusi) MOKET OBITh HIASHTUYHBIM aMHHOKHCIIOTHOM
nocnenosarenbHocTH  (dakropa VI, mnpusenennorti B Tabmume 11 ¢ cuUrHaNbHOM
MOCJIEIOBATEIBHOCTHEO (aMUHOKHUCIIOTHI OT 1 10 1457 u3 SEQ ID NO:2; u aMHUHOKHUCIIOTHI OT 1
1o 2351 u3 SEQ ID NO:6).

[MonunenTua ANUTETHPHOTO AEHCTBUS MOXKET COAEPKAThb IMOCIEAOBATENIbHOCTh, MO MEHbIIEH
Mepe Ha 60%, 70%, 80%, 90%, 95%, 96%, 97%, 98%, 99% wunu 100% uUAEHTUYHYIO
aMUHOKHCIIOTHOH nocnenoBatenbHOCTH (akropa VIII u Fc, npusenennoii B Tabmume 11A(1) 6e3
CUTHAJIbHON MOCienoBaTesibHOCTH (aMUHOKUCIOTHI OT 20 mo 1684 u3z SEQ ID NO:2), wmm no
MeHbLel mepe Ha 60%, 70%, 80%, 90%, 95%, 96%, 97%, 98%, 99% unu 100% uneHTU4YHYIO
aMMHOKHUCIIOTHOM nocnenoBarenbHocTH (akropa VIII un Fc, npusenennoii B Tabmuue 11A(1) ¢
CUTHAJIbHOM IMOCJIeI0BATebHOCTBIO (aMHHOKHCIOTHI oT 1 10 1684 u3 SEQ ID NO:2), npu sTom
HIOCJIEIOBATENILHOCTh 00nanaer akTHBHOCTEIO (hakTopa VIII. AxktuBHOCTH daxropa VIII mMoxxHO
OMpEeNeNuTh MPU TOMOIINM aHajKM3a AaKTUBHPOBAHHOTO YACTHYHOIO TPOMOOILIACTHHOBOTO
Bpemenu (aPTT), XxpOMOreHHOro aHau3a Wik APYTMMH U3BECTHbIMHU criocobamu. [Tonumnentun
FVIII npnurenbHOro MOENCTBUS MOXKET COAEPXkKATb IOCIENOBATEIbHOCTb, WIEHTUYHYIO
aMUHOKHCIIOTHOH mocnenoBatenbHocTH (akropa VIII u Fc, npusenennoii B Tabnuue 11A(1) 6e3
CUTHAJIbHOW TOCEeNOBaTEIbHOCTH (aMUHOKUCIOTHI oT 20 no 1684 u3z SEQ ID NO:2), wm
UJIEHTHYHYI0 aMHHOKUCIIOTHON mnocnenoBarenbHocTH (akropa VIII m Fc, npuBenenHoil B
Tabmune 11A(1) ¢ cUTHaIBHOM MOCIEAOBATEIPHOCTHIO (AMUHOKHUCIOTHI OT 1 10 1684 u3 SEQ ID
NO:2).

Kak o0cyxmanoch BbIIIE, TUMOBbIE MOJUIESHTHIbI JJIUTEIHPHOTO NEWCTBUS TAaKKe BKIIFOYAOT
¢dakrop VIII, cnuterii ¢ omHUM WM Ooyiee MONUNENTHAAMH albOYMHHA, aJTbOyMMH-
CBSI3BIBAIOLITUMH TIOJUTIENITHIAMHI WIH a0y MHUH-CBSI3BIBAIOIIUMI HEOOIBIINMU MOJIEKy1aMu. B
OITHOM BapHUAHTE peaju3aluy U300peTeHHs] aJlbOyMUH SIBJISIETCS YEJIOBEYECKHM aJIbOYMUHOM.

AnpOyMHH WM anbOyMHH-CBSA3BIBAIOIIMN O€JOK MOXKET OBITh IpHCOeNUHEH Kak K N-
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TepMuHaibHOMy oOkoH4daHuo FVIIL, tak u k C-tepmuHanbHOMy okoH4aHuro FVIIL wnu
BCTaBlieH Mexay nByMmsi amuHOKkucioramu B FVIIL Tlpumepsr anvOymuna, uanpumep, €ro
(parMeHTbl, KOTOpbIE MOXXHO HCIOJB30BaTh B HACTOALIEM H300PETEHHUH, SIBISIOTCS
u3BecTHbIMU. CM., nanpumep, natent CIIA Ne 7592010; narent CIIHA Ne 6686179; u Schulte,
Thrombosis Res. 124 Suppl. 2:S6-S8 (2009), koTopbie BCE B IOJHOM O0OBEME BKJIIOYEHBI B
JAHHBIM JOKYMEHT MOCPEACTBOM CCBUIKH.

AnbOyMHH-CBSI3BIBAIOLINE TTOJUIENTHABl MOTYT BKJIOUaTh, Oe3 OrpaHHMYeHHH, OaKkTephasbHbIE
aNbOYMUH-CBS3BIBAIOIINE JOMEHBI, aJbOyMUH-CBSI3bIBAIOLINE TENTUAbI MM  aJbOyMHH-
CBSI3bIBAIOLINE (PPArMEHTbI AaHTHTEN, KOTOPbIE MOTYT CBSI3bIBATHCS C anbOyMuHOM. [Tprmepom
OaKkTepHaTbHOrO aJIbOYMUH-CBS3BIBAIOIIETO JOMEHA SIBJIIETCSI IOMEH 3 M3 CTPENTOKOKKOBOTO
nporenHa G, packperteiii B Kraulis ef al., FEBS Lett. 378:190-194 (1996) u Linhult ef al.,
Protein Sci. 11:206-213 (2002). Ilpumeps! anb0yMHUH-CBS3BIBAIOMINX IENTHAOB BKJIOYAIOT
TPyMIy MeNTUAOB, CoAepskammux kopoByw mnocienoBareabHocTe DICLPRWGCLW (SEQ ID
NO: 7). Cm., nanpumep, Dennis et al., J. Biol. Chem. 2002, 277: 35035-35043 (2002). ITpumepsI
anbOyMHUH-CBSI3bIBAOIINUX (pparMeHTOB aHTHTEN packpbeithl B Muller and Kontermann, Curr.
Opin. Mol. Ther. 9:319-326 (2007); Rooverset et al., Cancer Immunol. ImMunother. 56:303-317
(2007) u Holt et al., Prot. Eng. Design Sci., 21:283-288 (2008), koTOpble B MOJHOM OOBbeMe
BKJIFOUEHBI B IAHHBIN TOKYMEHT IOCPEACTBOM CCBIIKH.

B onpenenennbix acnekrax nonunentun FVII naurensHOro neiictBus corimacHo U300pETEHUIO
COZIEP’KUT IO MEHbLIEH Mepe OAMH yYacTOK NPUCOEAWHEHHs HETOJUNEeNTUAHON HeOONbIIOoi
MOJIEKYJIbl, BAPUAHTA WM MPOU3BOAHOIO, KOTOPBIE MOTYT CBA3bIBATH ajbOyMuH. ITpumepom
TaKUX aJIbOyMHH-CBSI3BIBAIOIINX KOMIIOHEHTOB sBiIsieTCsl 2-(3-MaJenMuIonponaHamMuo)-6-(4-
(4-fiondenmn)oyranamuno)rekcanoar (merka «Albuy), packperreiii B Trusselet er al.,
Bioconjugate Chem. 20:2286-2292 (2009).

Kak 00cy»nanoce BbIlIE, THUIIOBbIC MOJIUMENTHIBI IJIUTEIBHOIO IACHCTBUS TAKXKe BKJFOYAIOT
¢daxtop VIII, cnuteiii mo meHbiueln mepe ¢ ogHuM C-tepmuHaibHbiM nentugoMm (CTP) -
CyOBEIMHULIBI YEJIOBEYECKOTO XOPUOHUYECKOTO FOHAIOTPOIMHA HIIH ero (pparMeHTa, BapHaHTa
i nponsBogHoro. CTP moxer OvIT ciut ¢ ¢pakropom VIII kak B N-TepMUHAIBHOM OKOHYaHUU
FVIII, tax u B C-repmunanbHoM okoHuaHun FVII, wunu BcraBieH Mexay IByMs
amuHokucioramu B FVIIL. HM3BectHo, uto omuH wim Oonee mentuaoB CTP, ciuThiX ¢ WM
BCTaBJIEHHBIX B PEKOMOMHAHTHBIN O€JIOK, YBEIMYUBAIOT /71 ViVO TIEPUOJ TIOJTYBBIBEACHHS 3TOTO
oenmka. Cm., nanpumep, nareHt CIIIA Ne 5712122, B moinHOM 0ObeMe BKIIFOUEHHBIH B JTaHHBIH

IOKYMEHT MIOCPEACTBOM CCBLUIKH. Tunossle NENTUBI CTP BKJIFOYAIOT

DPRFQDSSSSKAPPPSLPSPSRLPGPSDTPIL (SEQ ID NO: 8) UIn
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SSSSKAPPPSLPSPSRLPGPSDTPILPQ (SEQ ID NO: 9). Cu., nanpumep, 3asBKy Ha HaTE€HT
CHIA Ne US 2009/0087411 A1, BKIIFOUEHHYIO ITOCPENCTBOM CCBUIKH.

Kakx obcyxnanocs Beime, Tunosble mnosmnentuasl FVIIL pnurenpHOro nedcTBus Takke
BKJIrO4aroT Gaxtop VIII, ciuTeliil mo MeHblel Mepe ¢ ONHOM nociaenoBaTeabHOCThi0 PAS nium ee
(dparmMenTOM, BapuaHTOM I pon3BoaHbIM. [TocnenoBatenbHOCTh PAS MOkeT ObITh CiuTa Kak
¢ N-repmuHanbHbiM okoH4daHueM FVIIL, tak u ¢ C-repmuHanbHbiM okoHuaHnueM FVIIL, wnn
BCTaBJIeHAa Mexay AByMsi aMmuHokucyioramu B FVIIL. B koHTekcTe NaHHOTO AOKYMEHTa MEeNTUN
PAS wmu nocnenoBatenbHOCTE PAS  0O3HauaeT aMHHOKHCIOTHYIO IOCJEAO0BATENbHOCTD,
COZEPIKALIYI0 TJaBHBIM O0pa3oM OCTATKH aJlaHWHA U CePUHA WJIM COAEPIKALIYI0 TJIaBHBIM
o0pa3oM OCTaTKM aJlaHMHA, CEepPHMHA M  TMPOJHMHA, TMPH 3TOM  AMHHOKHCJIOTHAs
NOCJIEIOBATEIbHOCTD  NMPHHUMAET  TNPOM3BOJBHYK)  CHUPAIbHYKO  KOHPOpMAaLUI B
¢dusnonornueckux ycnosusx. COOTBETCTBEHHO, MOCenNoBaTeNbHOCTh PAS mpencrasisier coboit
CTPOUTENbHBIH  OJIOK, AMHUHOKHCJOTHBIH TIOJMMEP WM  IOCIEeI0BATEIbHOCTh-KACCETY,
COJIEpKaLIYO0, IPEUMYLIIECTBEHHO COCTOSIIYI0 UJIM COCTOSALLYIO U3 ajlaHUHA, CEpUHA U MPOJIMHA,
KOTOPYEO MOKHO HCIIOJIb30BAaTh KaK YacThb IETEPOJOrMYHOIO KOMIIOHEHTA B XUMEPHOM OelKe.
AMHHOKHCJIOTHBIM TOJIUMEP TaKXKe€ MOXKET TPUHUMATh MPOHM3BOJBHYI  CHHPAIBHYIO
KOH(poOpMaLuio B ciy4dae AOOaBIEHHs B IOCIENOBATeNbHOCTH PAS OCTAaTKOB, OTIMYHBIX OT
alaHyHa, CepUHA W MPOJIMHA, B KA4YeCTBE HEOCHOBHBIX cocCTaBisroluX. Ilog «HEOCHOBHBIM
COCTaBJISIFOLIMM» MOAPa3yMeBaeTCs TO, YTO AMUHOKHUCIJIOTBI, OTJIMYHBIE OT aJlaHWHA, CEPUHA U
NPOJIMHA, MOKHO 100aBJiATH B TmoOcCjienoBaTelbHOCT PAS 10 ompeneneHHON CTeneHw,
HanpuMmep, 10 okoiso 12%, m.e., okono 12 u3 100 amuHOKUCHOT nocnenosareabHocTH PAS, 1o
okoj10 10%, no okono 9%, mo okoyio 8%, okoa0 6%, okono 5%, okojo 4%, okono 3%, m.e.
okosio 2% wunu okojo 1% aMUHOKHUCIOT. AMUHOKUCIIOTHI, OTJIMYHBIE OT aJlaHWHA, CEPUHA H
MPOJIMHA, MOTYT OBbITh BHIOpAHBI U3 TPYMIILI, cocTosine u3z Arg, Asn, Asp, Cys, Gln, Glu, Gly,
His, Ile, Leu, Lys, Met, Phe, Thr, Trp, Tyr u Val. B ¢usnonorudeckux yciaoBusix nentun PAS
NPUHUMAET TPOHM3BOJBHYIO CHHPAIbHYIO KOH(OPMALMIO M TEM CaMbIM MOXKET OIMOCPENOBaThb
MOBBILIICHWE i1 VIVO W/WMM in Vifro CTa0WJIBHOCTH PEKOMOMHAHTHOTO OejKa COTJIACHO
u300peTeHNo 1 00JIaIaeT MPOKOATrY TUPYIOIIeH aKTUBHOCTBIO.

Heorpannuusaromme mnpumepsl nentuaos PAS Bxmouaror ASPAAPAPASPAAPAPSAPA
(SEQ ID NO: 10), AAPASPAPAAPSAPAPAAPS (SEQ ID NO: 11),
APSSPSPSAPSSPSPASPSS (SEQ ID NO: 12), APSSPSPSAPSSPSPASPS (SEQ ID NO: 13),
SSPSAPSPSSPASPSPSSPA (SEQ ID NO: 14), AASPAAPSAPPAAASPAAPSAPPA (SEQ ID
NO: 15), ASAAAPAAASAAASAPSAAA (SEQ ID NO: 16) wnu moOble MX BapHaHTHI
NPOU3BOHBIE, (bparmeHThbI WIH KOMOWHAINH. JlonoHUTEIbHbIE PUMEPBI

nocienosatenbHocTelt PAS usBectHbl U3, nanpumep, 3asasku Ha nateHT CIIIA Ne 2010/0292130
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Al wu 3asBku cormacHo PCT Ne WO 2008/155134 Al. EBponeiickuii BBIOAHHBIA MaTE€HT
EP2173890.

Kakx obcyxnanocs Beime, Tunosble mnosmnentuasl FVIIL pnurenpHOro nedcTBus Takke
BKJIFOUarOT (paktop VIIL, cnutelit mo MeHbIIeH Mepe ¢ OJHUM MENTUAOM TpaHC(eppruHa WK €ro
(dparmMeHTOM, BApUAHTOM WJIM TPOU3BOAHBIM. IT0 MeHbIIeH Mepe oauH mentua TpaHcheppuHa
MOXeT ObIThb CIUT Kak ¢ N-repMmuHambHbIM okoHuanueM FVIIL, tak u ¢ C-TepMHUHAIBHBIM
okonuanuem FVIII, wnu BcraBiaeH wmexay aBymst amuHokuciotramu B FVIIL  JlrwoOoi
TpaHC(hEeppPHUH MOKET OBITh CIUT C WJIM BCTaBJIeH B pekoMOuHaHTHBIN Oenok FVIII cormacHo
u3o0perenno. B kauectBe mpumepa MoxkHO mpuBectH udenoBedeckwit Tf (Tf) mukoro twuma,
NPEACTaBISIIOI NI cO00 679-aMHMHOKUCIIOTHBIN OeIok ¢ Maccol mpubnusutensHO B 75 K/la (He
YUUTBIBAS TJIMKO3WJIMPOBAHUS) C IByMsI OCHOBHBIMH oMeHaMH, N (okoio 330 aMHHOKHUCIIOT) U
C (oxono 340 aMHUHOKHCIIOT), KOTOpPBIe 00Pa3yIOTCs BCISACTBHE NyTUTHKAUU reHa. Cyv. HoMmepa
noctyna B GenBank NMO001063, XM002793, M12530, XMO039845, XMO039847 u S95936
(www.ncbi.nlm nih.gov), xotopsie Bce B MOJHOM 0OOBbEME BKIIIOYEHBI B JAHHBIA JTOKYMEHT
MOCPEICTBOM CCBHUIKH.

TpancheppuH mepeHOCHT kene30 MOCPENCTBOM OIOCPEAOBAHHOIO PELENTOpOM TpaHcheppuHa
(TfR) supmoumro3a. Ilocie BBICBOOOXKAEHHS Kejie3a B OHAOCOMAJBHBI KOMIIAPTMEHT H
Bo3Bpamenuss komriekca Tf-TfR Ha kmerounyro nmosepxHocTh Tf cHOBa BbICBOOOXKIAETCA BO
BHEKJIETOYHOE IPOCTPAHCTBO MAJISI OCYINECTBJIEHHs CIEAYIOINEro LUKJa repeHoca skemesa. Tf
o0JamaeT IUINTEIbHBIM NIEPHUOIOM IOy BBIBEACHUS, KOTOPBIN coctaBisier 14-17 nueti (Li ef al.,
Trends Pharmacol. Sci. 23:206-209 (2002)). benku ciausHust TpaHceppuHa H3yYald B
OTHOLIEHUU MPOAJIEHHUs] TEepPHOAa IOJNyBbIBEACHUs, HALENEHHONH AOCTaBKU B Tepamuu paka,
NEPOPANbHONM AOCTAaBKM W TMPOJIOHTMPOBAHHON akThBanuMu TpouHcyauHa (Brandsma ef al.,
Biotechnol. Advy., 29: 230-238 (2011); Bai ef al., Proc. Natl. Acad. Sci. USA 102:7292-7296
(2005); Kim et al., J. Pharmacol. Exp. Ther., 334:682-692 (2010); Wang ef al., J. Controlled
Release 155:386-392 (2011)).

Kak 00cy»nanoce BbIIe, THUIOBbIE MOJUMENTHIBI IJIUTEIBHOIO ACHCTBUS TAKXKE BKJIFOYAIOT
¢dakrop VIII, cnuTelii 1O MeHbLIEH Mepe C OAHMM NoJMdTWIeHTHKoJeBbiM (I1000)
KOMITOHEHTOM.

I[I3T'mmuposanssii FVIII MoxeT OTHOCHTBCS K KOHBIOTaTy, obpasyemomy mexnay FVIII u mo
MEHbLIeH Mepe omHON MoJekyjod nojmstiieHrmkois (I1900). 210 sBusercss koMMepUYecKH
JIOCTYITHBIM B LIEJIOM PsiZie MOJIEKYJISIPHBIX MacC U CPEAHUX JHUANa30HOB MOJEKYJSIPHBIX Macc.
TunuvHble TpUMEpBl CPENHUX UANA30HOB MOJIEKYJSIpHBIX Macc IIDIT BkmOuUaroT, HO HE
orpaHnuMuBarOTCs 3TUM, 0KoJIo 200, okono 300, oxono 400, okxono 600, oxono 1000, okoso

1300-1600, oxono 1450, okono 2000, okono 3000, okono 3000-3750, okono 3350, okono 3000-
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7000, oxono 3500-4500, oxomno 5000-7000, okono 7000-9000, okono 8000, okono 10000, okono
8500-11500, oxono 16000-24000, okono 35000, oxono 40000, oxono 60000 u oxomno 80000
JAbTOH. DTH CPEJHHE MOJIEKYJISIPHbIE MAacChl IPUBENEHBbI IPOCTO B Ka4eCTBE MPUMEPOB U HE
ABJISTFOTCS] KAKUM-TIOO 00pa3oM OrpaHHYHBAIOLINMU.

[Mpumenumbiii B u3o0perennu mnonunentun FVIII amutensHOro neicTBus MokeT OBITh
II3I' uaupoBaHHBIM M COHIEPXKATbH MOHO- WU noiu- (nanpumep, 2-4) ITOI'-KOMIOHEHTBI
[IOT unrpoBaHUe MOKHO MPOBOIUTH MPU MOMOLIM JHOOOW M3 M3BECTHBIX B JaHHOW 00JacTH
TexHuku peakuuii 191 mnuposanus. CriocoOsl nosydenus 191 nnupoanHoro 6enka B obmem
cilydae BKJFOYAKOT (1) OCYINECTBJIEHHE PEAKLUHU TMOJHUIENTHAA C MOJUITHICHIIUKOIEM (TaK|UM
KaK PeaKTHBHBIN 3(Up Win anpaerunHoe npousBognoe [1917) B yCcnoBUsX, B KOTOPBIX MENTU
COTJIACHO M300PETeHHIO MPUCOEOUHSIETCs K OqHOH min Oonee rpynmam I1917; u (i1) monyueHue
nponykTa(oB) peakuuu. B o0mmem ciydae onTUMalibHbIE PEAKLIMOHHBIC YCIIOBHUS ONPEAEISIFOTCS
OT CJly4asl K CJIy4ar0 Ha OCHOBAaHUU M3BECTHBIX 1apaMeTPOB U JKEJIaeMOro pe3yJbTara.
CymectByer O0nblIoe KOIHMYECTBO croco0oB nmpucoenuHenns 11917, NOCTYMHBIX crenuanucTam
B JMaHHON oOnactu TexHuku, Hanpumep, Malik F ef al, Exp. Hematol. 20:1028-35 (1992),
Francis, Focus on Growth Factors 3(2):4-10 (1992); Esponeiickue narentel Ne EP0401384,
EP0154316 u EP0401384; u wMexayHaponHble mnaTeHTHble 3asBku Ne WQ092/16221 wu
WOQ095/34326. B kadecTBe HeorpaHuumBaromero npumepa Bapuantsl FVIII moryT comepkaTth
LIICTENHOBbIE 3aMEIIeHUsl B OJHOM Min Oojee mHCepluoHHBIX yuacTkax FVIIL, a nucrenssl
MOTYT OBITH IOTOJHUTENBHO KOHBIOTHpOBaHbl ¢ IIOIT momumepom. Cm. Mei et al., Blood
116:270-279 (2010) u marent CIIIA Ne 7632921, xoTopble B MOJHOM OObEME BKIIFOYECHBI B
JAHHBIN JOKYMEHT NOCPEACTBOM CCBUIKU.

Kak o0cyxnanoch Bbiie, Tunosble mnonunentuabl FVIIL mmuTenbHOro nedCTBUS Takke
BKIrO4aoT  (dakrop VI, cnuThli 1O  MeHbLIeH Mepe C OOHHM  IOJIUMEPOM
ruapokcusTiiikpaxmaia (I'DK). I'OK mnpencraBnser coOOH NpPOM3BOJHOE aMIJIONEKTHHA
NPUPOIHOTO MPOUCXOKACHUS U pa3pylIaeTcsi B opraHusme anbda-amunazoit. 'K nposisiser
NPEUMYLIECTBEHHbIE OMOJIOTHYECKHE CBOWCTBA M HCIIOJIb3YETCS KAaK areHT, BOCHOJIHSOIIUI
00BEM KpPOBH, U B T€MOJWIIOLIMOHHON Tepanmuu B KJIMHHUYECKHX YCoBHsX. CM., manpumep,
Sommermeyer et al., Krankenhauspharmazie 8:271-278 (1987);, u Weidler et al., Arzneim.-
Forschung/Drug Res. 41: 494-498 (1991).

I'OK xapakrepusyercs IIaBHbIM 00pa3oM pachpeneIeHneM MOJIEKYJSIPHOW MacChl U CTETIEHBIO
3amernenus. [ DK umeer CpeaHIOI0 MOJIEKYIISIPHYIO Maccy (CpEeIHIOK MacCy), COCTABIISIOLIYIO OT
1 o 300 x[a, ot 2 no 200 x/la, ot 3 no 100 x/la wm ot 4 no 75 x/la. I unpoxkcusTunkpaxman
MOJKET JIONOJHUTENBHO XapaKTepU30BaTbCS MOJIIPHON CTENEHBIO 3aMEILEHUs, COCTaBIISIOIIEN

ot okosio 0,1 1o 3, ot 0,1 no 2, ot 0,1 10 0,9 unu ot 0,1 o 0,8, u coorHoweHNEM Mexay C2:C6
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3aMelleHneM B auamnasoHe or 2 10 20 mo OTHOWIEHHK) K TUAPOKCHSTUJIBHBIM IPYIIIAM.
VOLUVEN® or Fresenius npencrasnster co6oit DK ¢ MonekyIspHOii Maccoil, COCTaBIsromel
oxono 130 x/la. VOLUVEN® npencrasnser coboil MCKYCCTBEHHBIH KOJUIOMJ, MPUMEHSEMBIH,
Hanpumep, IJsl  BOCIOJNHEHHsT 00beMa, KOTOPO€ WCMOJNb3YeTCsl B LEsIX Tepanuud U
npodunaktuky runosojieMuu. CyimecTByer OONbIIOE KOJIMYECTBO CHOCOOOB NMPHUCOEAMHEHUS
I'DK, f[OCTymHBIX CHOEMUANUCTaM B JAHHOH OOJAaCTH TEXHUKH, HAnpumep, CrocoObl,
aHAJIOTUYHBIE ONMCAHHBIM BbILIE criocobam npucoeanHenus [101.

B HekoTOpBIX BapuaHTax peajusanuu uzodperenus nojunentun FVII pnureabHOro nedcTBus,
conepskaumii yactb FVIIL, nMeeT yBeNIW4YeHHbINH NePUO MOJyBbIBeneHUs (t1/2) MO CPABHEHUIO C
MOJIUIIENITHIOM, COCTOSIIIMM M3 TOi ke camoit yactu FVIII, Ho Oe3 He oTHocsmerica k FVIII
yactu. [lonmunentun FVIIL nnutenpHOro neicTBus ¢ YBEIWYEHHBIM t1/2 MOXKET Ha3bIBaThCs B
naHHOM aokymente pnonroxeiicreyromuM FVIIL TlomunenTtuner xumepnoro dakropa FVIII
IUTUTENTBHOTO NEUCTBUS BKIIOYAIOT, Hanpumep, paxrop VIIL, cnuteiii ¢ Fe (Bkirouas, nanpumep,
noymnenTtuasl xuMmepaoro (axropa VIII B gopme rudpuma, Takoro kak MOHOMEp-TUMEPHBIN
rubpun FVIIIFc; Cm. Ilpumepsr, Tabmumna 11A; u nmarentsr CIIHA Ne 7404956 u 7348004), u
¢axrop VIII, cnutslii ¢ anb0yMUHOM.

B konrekcte paHHOro pgokymenrta mnojunentun ¢akropa VI mpencrasmsier  coboit
¢dyHkunonanepHbIN nonunentun ¢pakropa VIII B cBoelt HOpMaIbHON pOJIN B KOATYJISILIAH, €CIIH He
ykazaHo wuHoe. Takum oOpaszom, TepmuH ¢Qaxrop VIII Brmowaer sBisArOIIMECS
(YHKLIMOHAJIBHBIMH ~ BapHaHTHble nojunentunabl. benku ¢axropa VIII moryt ObITh
YeJIOBEUECKHMH, CBUHBIMH, COOAaubUMH U MbIIUHBIMH Oenkamu Qakropa VIII. M3BecTHsI
MOJIHOPA3MEPHBIE TOJMUIENTUAHBIE U IOJUHYKJIEOTHIHBIE IOCIEAOBATENILHOCTH, a TaKXKe
MHOTHEe (YHKLIHMOHAJIbHBIE (DparMeHThl, MyTaHTbl W MoAu(UIMpOBaHHBIE BepcHH. [IpumepsI
MOCJIEIOBATEIbHOCTEN YEJIOBEYECKOTO dakTopa VIl IIPUBEACHBI B BUJIE
noanocnenosatenbHocTeil B SEQ ID NO: 2 wnu 6 (Tabmuua 11). [omunentuast paxropa VIII
BKJIFOUAIOT, Hanpumep, noaHopasMmepHsiii ¢akrop VI, momHopasmephsbiii pakrop VIII muHyc
Met B N-konue, 3penbiii ¢akrop VIII (MUHYC cHrHajbHasl MOCIENOBATEIBHOCTD), 3PEJbId
¢axTop VIII ¢ nononuutenpHbiM Met B N-konue w/wmm ¢dakrop VIII ¢ mONMHBIM MM YaCTHYHBIM
ynanenueM B-nomena. Bapuanter dakropa VIII BrarowaroT ynaneHuss B-momena, kak
YaCTUYHBIE, TAK U MOJIHBIE.

H3BecTHO OYeHb MHOTO (YHKIIMOHAIBHBIX BapuaHToB (akTopa VIIL, uTo obcyxnaercs Bbilie U
HIDKe 1o Tekcry. Kpome Toro, y mnammeHToB ¢ remoduineli ObUIM BBIIBICHBI COTHH
He(yHKIIMOHATBHBIX MyTauuid B (akrope VIII m Obuto ompeneneHo, YTO AEHCTBHE STUX
myTtauuii Ha QyHKuuo ¢dakropa VIII cBs3aHo B Oonblueli CTeeHN ¢ TeM, I7ie OHH HaXOMSITCS B

npenenax 3-mepHoi cTpykTypsl ¢pakropa VIIL, uem ¢ npuponoii samewmenus (Cutler ef al., Hum.
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Mutat. 19:274-8 (2002)), B monHOM 00BEME BKJIIOYEHHAs B JAHHBIA JOKYMEHT IOCPEICTBOM
cceuiku. Kpome toro, cpaBHenue dakropa VIII dyenoBeka v qpyrux BUAOB MO3BOJIAJIO BBISIBUTH
KOHCEPBATUBHbIE OCTATKH, KOTOpPbIE, BEPOATHO, HEOOXOAMMBbI I (PYHKLHOHHPOBAHUS
(Cameron et al., Thromb. Haemost. 79:317-22 (1998); US 6251632), B nmomHOM oObeme
BKJIFOUEHHBIE B JAHHBIN JOKYMEHT MTOCPEICTBOM CCBUIKH.

I'en yenoseueckoro (axropa VIII Obu1 BeIAENEH U 3KCIPECCHPOBAH B KJIETKAX MIJIEKONUTAIOLINX
(Toole, J. J., et al., Nature 312:342-347 (1984); Gitschier, J., ef al., Nature 312:326-330 (1984),
Wood, W. L, et al, Nature 312:330-337 (1984); Vehar, G. A., et al., Nature 312:337-342
(1984); WO 87/04187, WO 88/08035; WO 88/03558; marent CLIIA Ne 4757006), koTopble BCe
B MOJIHOM 00bE€Me BKJIFOYEHBbI B JAHHBIN JOKYMEHT MOCPENCTBOM CCHUIKH, & aMUHOKHCIIOTHAS
nocnenoBateibHOCTh Obuta mosydena mo kJIHK. Capon et al., marent CIIIA Ne 4965199, B
NIOJJHOM O0BE€ME BKJIFOYCHHBIH B JaHHBIA JOKYMEHT MOCPEICTBOM CCHUIKH, PACKPBIBAET METOJ
pexomOunanTHBIX JIHK nys monydenust gakxropa VIII B kieTkax-xo3sieBaX MIIEKOMUTAOIMNX U
MeTon o4ucTKu uejoBeueckoro ¢akropa VIII. Coobmanock 00 3KCIPECCHH YEIOBEYECKOTO
¢axropa VIII B knerkax CHO (knetku ssugHUKOB KuTaiickoro xomsika) 1 BHK (knerku mouek
HOBOpOXKAEHHOrO Xomsika). Yenmoseueckwit (aktop VIII Obi1 MomupumupoBaH ¢ LETBIO
ynaneHus Jactu uin Bcero B-momena (matentsr CIIIA Ne 4994371 u 4868112, koTopsie Bce B
NOJJHOM O0beMe BKJIIOUEHBbl B JAHHBIH JOKYMEHT MOCPEICTBOM CCBUIKH), M TaKXKe ObUIO
npoBeneHo 3amerneHne B-momena udenoseueckoro gakropa VIII B-momeHoMm uenoBedeckoro
dakropa V (marent CIIIA Ne 5004803, B moigHOM 0Obe€Me BKIIIOUEHHBIN B JaHHBIA JTOKYMEHT
nocpenctBoM ccbuikn). ITocnenosarensrocts k/IHK, kopupyromas uyenoseueckuii ¢paxrop VIII,
U TIPOTHO3MPYEMasi aMUHOKHCIIOTHAs! TIOC/IEA0BATEIbHOCTh IPUBEICHBI, COOTBETCTBEHHO, B SEQ
ID NO:1 u 2 3asBke Ha mateHT CIIIA Ne 2005/0100990, B mosHOM 0ObEME BKJIFOUEHHOU B
JaHHBIA JOKYMEHT MOCPEACTBOM CCBLIKH.

B narente CIIIA Ne 5859204 aBropctsa Lollar, J. S., B mogHOM 00beMe BKIIFOUEHHOM B JaHHBIH
JIOKYMEHT TOCPEACTBOM CCBUIKH, cooOImaercsi 0 (yHKIHOHAJIBHBIX MyTaHTax (akropa VIII,
o0JagarIuX CHIDKEHHONH aHTUT€HHOCTBIO M CHIDKEHHOW MMMYHOPEAKTUBHOCTBIO. B mareHTe
CIITA Ne. 6376463 asropctra Lollar, J. S., B moimHOM 00beMe BKITFOUEHHOM B JTAHHBIA TOKYMEHT
MOCPENCTBOM CCBUIKH, Takke cooburaercss 0 MytanTax akropa VIII, oOnanaromumx CHHXKEHHOM
UMMYHOPEaKTUBHOCTHIO. B 3asBke Ha mateHT CIIIA Ne 2005/0100990 aBropcTBa Saenko et al., B
MOJIHOM O0beMe BKIIOUEHHOW B JaHHBIA JOKYMEHT IMOCPEICTBOM CCBUIKH, COOOIIAeTCs O
(dyHKUIMOHATBHBIX MyTaHTax B goMeHe A2 ¢pakropa VIIL

bonbmoe konmuyecTBo PpyHKUMOHANBHBIX MoNeKy pakTopa VIII, Bkimrouas ynanenus B-nmomena,
packpbiTo B crneayromux mnarerrax: US 6316226 u US 6346513, xotopble 0ba MpHUITHCAHBI

Baxter, US 7041635, npunucanssiii In2Gen; US 5789203, US 6060447, US 5595886 u US
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6228620, npurnucanubie Chiron; US 5972885 u US 6048720, npurnucanusie Biovitrum, US
5543502 u US 5610278, npunucanasie Novo Nordisk; US 5171844, npunucannsiii IMMuno Ag;
US 5112950, npunucanneii Transgene S.A.; US 4868112, mpunucansbiii Genetics Institute,
KOTOpbIE BCE B ITOJIHOM 00BbEME BKIIFOUEHBI B JAHHBIH JOKYMEHT IIOCPEICTBOM CCHUIKH.

bbutn onyOnrkoBaHbI JaHHBIE MO mocnenoBatensHocTH cBuHOrO (hakropa VIII (Toole, J. J., et
al., Proc. Natl. Acad. Sci. USA 83:5939-5942 (1986)), B nomHOM 0ObeMe BKIIFOUEHHAs! B TaHHBII
JOKYMEHT MOCPEACTBOM CCBUIKH, U COOOIIANIOCHh O MOJIHOM CBUHOM mocienoBarenbHocTy kKJIHK,
nojyyeHHo npu nomowu [TP-ammmudukamm nocienosarenbHocted  paxropa VIII us
oubmoreku xJIHK cBunol cenesenku (Healey, J. F. ef al., Blood 88:4209-4214 (1996), B
NOJJHOM O0BbEMe BKJFOUEHHAasi B MJAHHBIA JOKYMEHT IOCPEICTBOM CCBUIKH). [ uOpumHbIH
yenoedeckuii/cBuHON (hakTop VIII, comeprkarnmii 3amMerneHus: BceX JOMEHOB, BCeX CyObeqHMUIL
U OTpeNeNIeHHbIX aMHHOKHCIIOTHBIX MOCJeNoBaTeNnbHOCTEH, ObUT packpbiT B mareHTe CLIIA Ne
5364771 aBropctBa Lollar and Runge u 8 WO 93/20093, B monHOM 00BbEME€ BKIIOUEHHBIX B
TaHHBIH JOKyMEHT mocpenctBoM cceiuiku. HemaBHo B WO 94/11503, B monHOM oObEeMe
BKJIFOUEHHOW B IAHHBIM JOKYMEHT IOCPEACTBOM CCBUIKHM, COOOIIANOCh O HYKJIEOTHIHBIX H
COOTBETCTBYIOIIUX AaMMHOKHCIOTHBIX IIOCJIENOBATEeNbHOCTAX A0MeHOB Al u A2 CBUHOrO
dakropa VIII u xumeproro dakropa VIII, B koTropom cBuHbIe moMeHbl Al w/nmm A2 3ameneHsbl
COOTBETCTBYIOIUMHU 4ejoBeuecKUMU aoMeHamu. B marente CIIA Ne 5859204 astopcTsa
Lollar, J. S. Takxe packpeita cuHast k/JIHK u mnonydeHHble 1O Hell aMHUHOKHUCJIOTHBIE
nocienoBatepHOCTH. B matenTe CIIIA Ne 6458563, B moHOM 00beMe BKIIFOYEHHOM B JaHHBIH
JIOKYMEHT IOCPEACTBOM CChUIKM W mpunucaHHoM Emory, packpeir cBunoi ¢axrop VIII ¢
yAajleHHbIM B-noMeHoMm.

B konTekcre nanHoro nokymenta «B-momen» ¢dakropa VIII npeacrasisier coOOW M3BECTHBINH B
JaHHOW 00JacTH TEXHWKH B-IOMeH, KOTOpBIH Ompenensercss BHYTPEHHEHW WIEHTHYHOCTHEO
AMUHOKHCIIOTHOH  IOCHENOBAaTENbHOCTH M CalTaMd IPOTEOJUTUYECKOrO  paclerIeHUs
TpoMOHMHOM, Hanpumep, ocratkamu Ser741-Argl 648 monmHOpa3MEPHOTO 3PEJIOro YeJI0BEYECKOrO
dakropa VIII. [Jlpyrue nomensr yenoBedeckoro (akropa VIII omnpemensrorcs CienyrOAMU
aMUHOKHCIIOTHBIMU ocTaTkamu: Al, ocratku Alal-Arg372; A2, ocratku Ser373-Arg740; A3,
ocratku Ser1690-11e2032; C1, ocratku Arg2033-Asn2172; C2, ocratku Ser2173-Tyr2332.
ITocnenosarensHocTh  A3-C1-C2  comepxkutr octatku  Serl690-Tyr2332.  OcraBuyrocs
nociieioBaTeibHOCTh, ocTtaTku  (Glul649-Argl689, 0OBMHO HA3BIBAIOT AKTHUBALMOHHBIM
nentuaom Jierkoi uenu ¢akxropa VIII. MecToHaxoxaeHne rpaHULl BCEX JOMEHOB, BKJIIOYast B-
IOMEHBI, Ul CBHUHOTO, MBIIHWHOTO M cobaubero ¢akropa VIII, Taxke M3BECTHO B NaHHOH
obnactu TexHUkH. B ogHOM BapuanTe peanusanun usooOperenus B-nomen daxropa VIII ynanen

(«dpaxrop VIII ¢ ynanenneim B-nomenom» unu « BDD FVIII»). Ilpumepom BDD FVIII sBisiercs
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REFACTO® (pexombunanTHbii BDD FVIII), KOTOpBIHA HMeEeT MOCIeI0BATENbHOCTD, TAKYIO Ke
Kak JacTh nocnenosarenbHocTy pakropa VIII B Tabnuue 11A(1) (amunokucnotsl ot 1 no 1457
wm ot 20 no 1457 uz SEQ ID NO:2). B npyrom BapuaHTe peanusauuu n3odpereHus: Gakrop
VIII ¢ ynaneHHbIM B-IOMEHOM CONEPXKUT HUHTAKTHBIM y4aCTOK  BHYTPHUKJIETOYHOIO
IPOLIECCHUHTA, KOTOPBII COOTBETCTBYET apruHuHy B octatke 754 dakropa VIII ¢ ynanenHeim B-
JOMEHOM, KOTOpBIM cooTBeTcTBYyeT octaTky apruHuHa 773 u3 SEQ ID NO: 2, unu B ocraTke
1648 nonHopasmepHoro ¢akropa VIII, KOTOpbIit COOTBETCTBYET OCTaTKy aprunuHa 1667 u3 SEQ
ID NO: 6. Homepa oCTaTKOB B MOCIIEIOBATENbHOCTSIX, YIOTPeOsieMble B JAHHOM JOKYMEHTE
6e3 orchukH K KakuM-1uOo Homepam SEQ ID, cOOTBETCTBYIOT MOCIENOBATENBHOCTH (haKTOpa
VIII 6e3 mocnenoBaTeIbHOCTH CUTHAIBHOTO nenTraa (19 aMMHOKHUCIIOT) €Clii He YKa3aHO WHOE.
Hanpumep, S743/Q1638 nonxropasmepHoro ¢akropa VIII coorserctyer S762/Q1657 u3 SEQ
ID NO: 6 uz-3a 19-aMHUHOKHUCJIOTHONH MOCJIEA0BATENbHOCTH CUTHAJIBHOIO nentuna. B apyrux
BapuaHTax peanmsanuu u3odperenus (axrop VI ¢ ynaneHHeiM B-moMeHOM comep:KuT
3aMelleHNe WM MYyTaluui B aMHHOKMCJIOTHOM MO3ULIUH, COOTBETCTBYHOILIEH apruHuHy 1645,
3aMelLleHNe WM MYTaluuK) B aMHHOKMCJIOTHOM MO3ULIUH, COOTBETCTBYHOILIEH apruHuHy 1648,
WJIM 3aMELIEHUE U MYTaLUK0 B AMUHOKHUCIIOTHON MO3ULIUU, COOTBETCTBYIOLIEH apruHUHy 1645
u apruuHy 1648 B momHOpasmepHoMm ¢akrope VIII. B HEKOTOpHIX BapHaHTax peasn3aluu
M300peTeHNst 3aMeIaoasl aMUHOKHICIOTa B aMUHOKHUCIOTHON TMO3ULHH, COOTBETCTBYIOIIEH
apruauHy 1645, mpencraBnser co0Ol  aMHUHOKHCIOTY, OTJIMYHYIO OT 3aMelnaroliel
AMUHOKUCJIOTBl B AMUHOKUCJIOTHOW IIO3ULMM, COOTBETCTBYIOLIEH apruHuHy 1648, B
OIpeNeICHHBIX BapUAaHTAX pean3alMy H300pETeHUs 3aMelleHne WINM MYTaLHs MPeACTaBIISIO
co00# aMHUHOKHCIIOTY, OTJIMYHYIO OT aPTHHUHA, HANpUMep, aJlaHWH.

«@axrop VIII ¢ ynanenneim B-goMeHOM» MOXKET COAEPKATh MMOJIHbIE UM YACTUYHbIE Y1AJIEHUS,
packpbiTele B mateHtax CIIIA Ne 6316226, 6346513, 7041635, 5789203, 6060447, 5595886,
6228620, 5972885, 6048720, 5543502, 5610278, 5171844, 5112950, 4868112 u 6458563,
KQKJIbI U3 KOTOPBIX B TIOJIHOM 00BbEME BKIIFOYEH B JAHHBIH JJOKYMEHT MOCPEACTBOM CChUIKH. B
HEKOTOPBIX BAapUAHTAX pealu3aluu H300peTeHus mnocienosareiabHOCTh (akropa VIII ¢
yaJeHHbIM B-TOMEHOM COTTaCHO HACTOALIEMY H300PETEHHIO COAEPIKHT J000e U3 yIOaIeHU,
PaCKpBITBIX B KOII. 4, cTpoka 4 — koJ1. 5, cTpoka 28 u npumepax 1-5 marenrta CIIIA Ne 6316226
(trakxke B US 6346513). B HekoTOpbIX BapuaHTax peanuzaunu nzobperenus dakrop VIII ¢
yIaJEHHBIM B-OMEHOM COTIIaCHO HACTOSIIEMY M300PETEHHIO CONEPKHUT YAAIEHHE, PACKPBITOE
B KOJI. 2, cTpoku 26-51 u mpumepax 5-8 marenra CIIHA Ne 5789203 (taxske US 6060447, US
5595886 u US 6228620). B HexkoTophIX BapwaHTax peanusanuu uzodperenus ¢axrop VIII ¢
yIaJeHHbIM B-TOMEHOM COIEPIKUT yIaJleHue, ONMUCAHHOE B KOJ. 1, CTpoku 25 — KOJ. 2, CTpoKa

40 matenra CIIIA Ne 5972885; kon. 6, ctpoku 1-22 u npumepe 1 narenra CIIIA Ne 6048720,



45

koJ. 2, ctpoku 17-46 matenta CIIIA Ne 5543502; xo:. 4, crpoka 22 — koin. 5, cTpoka 36 maTeHTa
CIOA Ne 5171844, kon. 2, crpoku 55-68, Ha ¢urype 2 u B nmpumepe 1 marenra CIIHA Ne
5112950; xon. 2, crpoka 2 — xout. 19, crpoka 21 u Tabnuue 2 matenra CIITA Ne 4868112; kom. 2,
cTpoka 1 — kou. 3, ctpoka 19, koun. 3, ctpoka 40 — koun. 4, crpoka 67, xkon. 7, ctpoka 43 — kot 8,
crpoka 26 u ko 11, crpoka 5 — kox. 13, crpoka 39 nmarenra CIIIA Ne 7041635; unu xou. 4,
crpoku 25-53 marenta CIIIA Ne 6458563. B HEKOTOpBIX BapHaHTaX peaju3aluyl U300peTeHus
daxrop VIII ¢ ynanenHsiM B-noMeHOM conep:kuT ynajieHue Oojbinel yacTu B-momMeHa, HO mpu
5TOM COAEPKUT aMHUHO-TEPMUHAJIbHBIE MTOCIEA0BATEIbHOCTH B-10MeHa, KOTOpble BaXkKHbI 1Jisl il
Vivo  TIPOTEOJIMTUYECKOTO IPOLIECCHHIa MEPBUYHOrO MPOAYKTa TPAaHCIHSLUU B  JIBE
NOJIMITENTHIHBIE TeTH (/71.€., YYaCTOK BHYTPHKJIETOYHOIO MPOLIECCHHIa), Kak omucano B WO
91/09122, xoTopasi B IOJHOM OObeMe BKJIFOYEHA B NAHHBIN JOKYMEHT MOCPENCTBOM CChUIKH. B
HEKOTOpBIX BapuaHTax peanuzauuu uszobpereHus ¢akrop VI ¢ ynaneHasiM B-pomenom
CKOHCTPYHMPOBAH C yJaJ€HUEM aMUHOKUCIOT 747-1638, m.e., IpakTUUECKU MOJHBIM yIAICHUEM
B-nomena. Hoeben R.C., ef al. J. Biol. Chem. 265 (13): 7318-7323 (1990), B nmonHOM 00BEME
BKJIFOUEHHAs B JAHHBIA JOKYMEHT nocpenctsoM ceouiku. @axrop VIII ¢ ynanennsiM B-nomenom
MOXKET TaKXXe COIEpPXKaTh YyAaJeHUe aMUHOKHUCIOT 771-1666 unu amMuHOKUCIOT 868-1562
¢dakropa VIII. Meulien P., ef al. Protein Eng. 2(4). 301-6 (1988), B momHOM oObeme
BKJIIOUEHHAs] B JIJAHHBIM JOKYMEHT IOCPENCTBOM cCbUIkM. JlomonHuTenbHBIE yaaneHus B B-
JIOMEHe, KOTOpBbIe SIBJIIOTCS YacTbI0 H300pETeHMs], BKIIOUYAIOT, Hanpumep:. yAaJeHue
aMMHOKHUCIOT oT 982 no 1562 umu ot 760 no 1639 (Toole ef al., Proc. Natl. Acad. Sci. U.S.A.
83:5939-5942 (1986)), ot 797 no 1562 (Eaton ef al., Biochemistry 25:8343-8347 (1986)), ot 741
no 1646 (Kaufman (3asiBka cormacHo PCT Ne WO 87/04187)), 747-1560 (Sarver et al., DNA
6:553-564 (1987)), ot 741 no 1648 (Pasek (3asiBka coriacHo PCT Ne 88/00831)), ot 816 no 1598
w ot 741 no 1689 (Lagner (Behring Inst. Mitt. (1988) No 82:16-25, EP 295597)), xotopble Bce
B TOJHOM OOBeMe BKJIIOYEHbl B JAHHBI JOKYMEHT MOCPEICTBOM CCBUIKH. B HEKOTOPBIX
BapuaHTax peanmzanuu u3odperenus (akrop VI ¢ ynaneHHbiIM B-moMeHOM coOmep:KUT
YacTU4YHOe ynajieHue B-momena, T.e., 21 amuHOKMCIOTHI U3 B-momena (T.e,
SFSQNSRHPSQNPPVLKRHQR, xoropass mpencrasisier codoit SEQ ID NO: 17), uro
packpbito B myOnukamuu CIITA Ne 20100286067 w mybmukaumu CIITA Ne US 20120093840,
KOTOpbIe 00€ B TIOJHOM 00BbEME BKJIFOYEHBI B JAHHBIH JOKYMEHT MOCPEACTBOM ccbuTkU. Kaxnoe
U3 BBIIIEONMUCAHHBIX YJAJIEHUI MOXKHO OCYLIECTBISITH B JIIOOOW MOCIENOBATENBHOCTH (haKkTopa
VIIL

B onHom BapmanTe peanuzanmu nzoOpereHus dacts ¢akropa VIII ¢ ynanennoim B-momeHom B
nomunentune FVIIL pacmieruiena Ha [Be 1end, COEOUHEHHbIC (UM aCCOLMUPOBAHHBIC)

IOCPENCTBOM METAJUIMYECKOH CBS3H, IIPH 5TOM IepBast LIeNb COAEPKUT Tsikenyto enb (Al-Al-
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yacTuuHblli B), a BTOpas memnb comep:kutr Jjerkyio nemnb (A3-C1-C2). B npyrom Bapmante
peanuzaunu n3odperenus yactb pakropa VIII ¢ ymanennsim B-gomeHom mnpencrasisier coboi
ogHouenoveuHslii paxkrop VIII. Opnouenoueunsiii ¢dakrop VIII moxer comepikaTh ydacTOK
BHYTPHKJIETOYHOTO INPOLIECCUHIA, KOTOPBIM COOTBETCTBYET aprMHUHY B ocTtatke 754 ¢akropa
VIII ¢ ynanennbsiM B-momenom (ocratok 773 w3 SEQ ID NO: 2) umum B ocratke 1648
nosnHopasmepHoro ¢akropa VIII (ocratok 1657 uz SEQ ID NO: 6).

MerTannudeckasi CBsI3b MEXIY TSHKEJIOH IETbI0 U JIETKOH LEMbI0 MOXKET ObITh JF0OOH U3BECTHOM
B JAaHHOW OOJIACTH TEXHHKH METAJUIMYECKOH CBs3bi0. Hampumep, MeTaibl, MpUMEHHMbIE B
paMKax M300pETeHUs, MOTYT MPEACTABIATh COOOW AMBAJCHTHBI HOH MeTaya. MeTabl,
KOTOpbI€ MOXKHO IIPUMEHSTh AJISl aCCOLIMALIMS TSAXKENON LeNu U JIETKOM Lieny, BKJIIOYAIOT, HO He
orpaanuuBaroTes 3tum, Ca’”, Mn?* umu Cu?*. Fatouros et al., Intern. J. Pharm. 155(1): 121-131
(1997);, Wakabayashi ef al., JBC. 279(13): 12677-12684 (2004).

IIpumensiemslii B nanHOM nokyMeHTte noaunentus FVIIL moxer copep:xaTs NpoLecCUpOBAHHBIN
¢axrop VIII wnm ogHouenoveunsiii gakrop VI, mmn nx komOnHanumio. B KOHTEKCTe HaHHOTO
IOKyMeHTa «rpoueccupoBaHHblii ¢akrop VIII» o3Hauaer ¢akrop VIII, xotopwriii Obln
paciierieH B apruauHe 1648 (B ciydae momHopasmepHoro ¢akropa VIII) nnm aprunmnse 754 (B
cnyuae (akropa VIII ¢ ynaneHHeiM B-pmomMeHOM), m.e., Ha ydYacTke BHYTPHKJIETOYHOTO
npolLeccuHra. Bcnencrtsue paciienjieHuss Ha Y4YacTKe BHYTPHUKJIETOYHOIO IPOLIECCHUHIA
npoueccupoBaHHbiii (axkrop VIII comepkut nBe MONMMENTUAHBIX LEMH, MMepBas U3 KOTOPBIX
NpeACTaBJsieT COOON TSDKENyIO Lielb, a BTOopasi MpeAcTaBisieT cobol jerkyro nens. Hanpumep,
cnuthlii Oenok mpoueccupoBanHblid paktop VIII-Fc (m.e., Tsokenas uenb u jerkas Lenb, CIUTbIE
¢ Fc), coorBerctByroumii mpudbnusurtensHo 90 k/la u 130 k/la B HeBoccTanapnuBaromem JICH-
ITAAT, cootBerctBeHHo, U 90 x/la u 105 k/la B BOccranaBmmBaromem JICH-ITAAT,
coorBeTcTBeHHO. ClienoBaTeabHO, B OMHOM BapUAHTE pean3alid H300pETeHUs MO MEHbIIEH
Mepe okosio 50%, okono 60%, okono 70%, okono 75%, okono 80%, okono 85%, okono 90%,
ok0J10 95%, okosio 96%, okoo 97%, okono 98%, okono 99% wunu okoso 100% yactu pakropa
VIII B nonmunentune aaurtenapbHoro aevicrsus wiv B nojunentuae FVIIL kopotkoro aelcTsus
npeacrasisier codoil mpoueccupoBanHblil paktop VIII. B apyrom BapuanTe peanuzanuu
u3obpereHust okojio 50%, okono 60%, okono 70%, okono 75%, okoso 80%, okono 85%, okoJo
90%, okosio 95%, okosio 96%, okosno 97%, okono 98%, okono 99% wmnmm okono 100% dactu
¢dakropa VIII B monumentune amutenbHOro aevicteus win B nosmmnentuae FVIIL xopotkoro
JEWCTBUST TpeACTaBisieT coOoi mpoueccupoBaHHblil ¢akTop VIII. B koHKpeTHOM BapuaHTe
peanmm3armu nzodperenus nonunentun FVIIL, comepskamuii npoueccupoBanHbiii ¢akrop VIII,
OuuIieH (WIM BbIIEJIeH) U3 TMOJIMIENTHAA, comepkamero onnouenodednsiii ¢pakrop VIII, a mo

MeHblIel Mepe okosio 75%, okono 80%, okono 85%, okono 90%, okono 95%, oxono 96%,
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okoio 97%, okono 98%, okono 99% wumu okono 100% wactu daxtopa VIII B momunentune
murenpHoro nevicteus win B nojunentune FVIIL kopoTkoro meicTBusi mpencrasisier CoOOiM
nponeccupoBanHbiii  ¢akrtop VIII. B HeEkoTOphIX BapuaHTax peanu3ald H300peTeHHs
nomunentun FVII cogepxxur ot okono 15% no 25% onnouenodeunoro nonunentuna FVIIL u
ot okoJo 75% 1o okono 85% mpoueccupoBanHoro nosnwumnentuaa FVIIL

B koHTekcTe maHHOro nokymeHTa «omsHouenodeunsiid ¢aktop VIID», «SC dakrop VIID» wmm
«SCFVIIl» o3nauaet daxtop VIII, koTopsiii He ObUT paciierieH B y4acTKe apruHUHA (OCTaTOK
1648 B cnyuae monHopasmeproro ¢akropa VIII (m.e., ocratok 1667 uz SEQ ID NO: 6) unu
ocraTtok 754 B cinyuae ¢akropa VIII ¢ ynanennsim B-gomenom (m.e., octatok 773 uz SEQ ID
NO: 2)). CnenoBaTenbHO, IPUMEHSIEMbII B TAHHOM JTOKYMEHTe ofHouenodevnblii pakrop VIII B
noyunentune FVIIL comepxutr onmHy uenb. B ogHOM BapuaHTe peanm3anud H300pETEHHs
ogHouenovyeuHblii  ¢akrop VIII comepKUT HWHTAKTHBIA yYaCTOK  BHYTPUKJIETOYHOTO
npoLecCHHra. B Ipyrom BapuaHTe peaiu3alud HU300peTeHus omHouenodeuHbli ¢akrop VIII
COTJIACHO HM300PETeHMIO COAEPIKUT 3aMELIeHHe HJIM MyTalH0 B aMUHOKHCIOTHOW MO3MLIUH,
COOTBETCTBYIOLIEH apruHuHy 1645, 3aMelieHne Wid MyTalUul0 B aMUHOKHCIOTHON MO3ULIUH,
COOTBETCTBYIOLIIEH apruHuHy 1048 wiM 3aMelleHHe WIM MYyTalUi0 B aMUHOKHCJIOTHBIX
MO3ULIUAX, COOTBETCTBYIOIINX apruHuHy 1645 u aprununy 1648 B monHOpasMepHOM daxTope
VIII. B gpyrux BapwaHTax peanu3alnud H300peTeHHs 3aMeIlarolias aMUHOKHCIOTA B
AMHUHOKHMCJIOTHON IMO3ULIMH, COOTBETCTBYIOLIEH apruHuHy 1645, oTnnyaercs OT 3aMellarouieit
AMUHOKUCJIOTBl B AMUHOKUCJIOTHOW IIO3ULMM, COOTBETCTBYIOLIEH apruHuHy 1648, B
OIpeNeICHHBIX BAapUAHTAX peaH3aluu M300peTeHNs 3aMelleHUe WM MyTalMs HpPeICTaBIsieT
co00il aMHMHOKHCIIOTY, OTJIIMYHYIO OT AapruHWHA, HANpumep, W3ONEHLUH, JeHUWH, JHU3UH,
METUOHMH, (peHUJIAJIAHWH, TPEOHUH, TpUNTO(aH, BAJIUH, aJaHUH, aCMAparvH, acrlaparHHOBYIO
KHUCJIOTY, LMCTEUH, INIyTAMUHOBYK) KHCJOTY, [JIyTAMHH, [JIMLUH, MNPOJHH, CEJEHOLMCTEUH,
CepuH, THUPO3WH, THCTHIWH, OPHHUTUH, MHUPPOJNU3UH wWin TaypuH. CruTelii  Oenok
onHorenovyeunbnii ¢akrop VII-Fc moxker coorBercTBoBaTh mpubOmmsuTenbHo 220 k/la B
HeBoccraHaBiuBaomeMm JICH-ITAATT u nmpubnusurensHo 195 kx/la B BOCCTaHABJIMBAIOIIEM
JCH-TTAAT.

[Ipumensiemast B naHHOM nokyMeHte 4acth (akropa VIII B momumenTtune FVIIL obnamaer
akTuBHOCTBIO (pakTopa VIII. AxktuBHOCTL (pakrtopa VIII MOXHO ompenenuts JEFOOBIMH
U3BECTHBIMH B JaHHOH OOJacTHM TeXHWKU Meronamu. Hampumep, OOHHMM W3 TaKMX METOIOB
MOXET OBITh XpOMOT'€HHBIN aHaIN3. MeXaHu3M XPOMOT€HHOI'O aHAJIN3a OCHOBAH Ha MPUHIHIAX
CHCTEMBl CBEPTHIBAHHMsS KpOBH, B KOTOpOH akTuBupoBaHHbIM ¢akrtop VI yckopser
npeoOpazoBanne (akropa X B ¢akrop Xa B NPUCYTCTBUM AKTUBHUpPOBaHHOrO (axropa IX,

dochonunuoB W HOHOB KajblMs. AKTUBHOCTb (pakTopa Xa OIEHHMBAIOT NPU NMOMOIIU
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runaposinsa cyocrpara m-HutpoaHmwmaa (pNA), cneuuduueckoro B oTHomeHnn (akropa Xa.
HavanpHass ckOpOCTh BBICBOOOXKAEHMS I-HUTPOAHWINHA, M3MepeHHas npu 405 HM, mpsimo
MPOMOPIMOHANIbHA aKTUBHOCTH (pakTopa Xa W, cliefoBaTenbHO, akTuBHOCTH (pakropa VIII B
oOpasue. XpoMoreHHblii aHanu3 pekomeHaosaH [logkomurerom no daxropy VIII u pakropy IX
Komurera mo Hayke u cranmaptuzauuu (SSC) MexxayHapomHoro obuiectsa mo TpomOO3y u
remoctasy (ISTH). Hauunas ¢ 1994 r., XpOMOreHHBII aHAN3 TaKXKe SIBJISIETCS STAJOHHBIM
metonoMm EBponeiickoii ¢apmakoneu mjisi onpenenenuss dddextuBHocTr koHueHtpara FVIIL
Taxum 00pa3om, B OTHOM BapuaHTe peanuzanuu nzodperenus nojunentun FVII, conepskarmmit
onHouenovyeunblii (akrop VIII, obnamaer aktuBHOCTHIO (pakropa VIII, comoctaBumoil ¢
noymnentuaoMm FVIIL, conpepxxamum npoueccupoBanHbiii pakrop VIIL, mpu 5TOM aKTHBHOCTB
¢axrTopa VIII usmepsiercs in vifro METOIOM XPOMOT€HHOTO aHAJIN3A.

B ompenenenHom BapuwaHTe peanusauuu u3odOperenuss nojunentun FVIIL mourtensHOTrO
IOEeWCTBUST TpEACTaBsieT co0oil MoHoMepHO-muMepHblid rudpuny FVIIL Jlns monydeHus
MoHoMepHO-nuMepHoro rudpuna FVIIL u3 wenoseueckoit momm-A PHK (Clontech) monyuanu
KOAMPYIOIIYIO MOCIEAOBATEIBHOCTD YesioBeueckoro pekomounanTHoro FVIIL ¢ ynanenHsim B-
JOMEHOM TIPU TOMOINM TOJMMEPa3HOH LEeNMHOW peakuuu ¢ obOpatHoi TpaHckpumuend (OT-
ITI1P), ucnone3yst FVIIl-cnennpuueckue mnpaiimepst. IlocnenosatensHocts FVIIL comepsxut
HAaTUBHYIO CUTHAJIBHYIO nocienosarenbHocTh Ay FVIIL Vananenue B-nomena umeno mMecto or
cepuHa 743 (S743; 2287 n.o.) no rmyramuHa 1638 (Q1638; 4969 mn.0.), a monHOe ynaneHue
coctaBmiio 2682 mo. 3areM  KOAMPYIOLIYK  IOCJENIOBATEJbHOCTh  YEJOBEUECKOU
pekomOunanTHOM Fc monywamu npu nomouu OT-TIHP u3 Oubnmorexkn x/IHK uenosedecknx
netixountoB  (Clontech),  ucmomezyst  Fc-cnmenmduueckne — mpaiimeper.  Ilpaiimepsr
KOHCTPYHUPOBAIM TaKUM 00pa3om, urodsl nocnenosarebHocTh FVII ¢ ynanenHsiM B-nomeHom
ObUla HETMOCPEACTBEHHO ciuTa ¢ N-KOHIIOM MocjenoBarebHOCTH Fc 0e3 mpomexyToYHOro
nuHkepa. IlocnenosarensHocts [IHK FVIIIFC knoHMpOBamu B BEKTOP IBOWHON 3KCIPECCUU
miekormraromux pBUDCE4.1 (Invitrogen) mon ynpaenenuem I[IMB mpomotopa. Bropyro
UJCHTUYHYIO MOCJIEeN0BaTeNIbHOCTh FC, BKIFOYAsi MBIIINHYIO CUTHAJIBHYIO MOCJIEN0BATENbHOCTD
Igk, monyuamn mpu nmomomu OT-IILP u xnoHupoBamu Huxe BTOporo mpomoropa, EFla, B
skcnpeccruoHHbIN BekTop pBUDCEA4. 1.

B onmHOM BapmaHTe peanmmzanuu U300peTEHUs MapTHEP MO CBsA3bIBAaHMIO FcRn Moker
npencTaBisith codoit Fc-obnacte. [lapTHep mo cesi3biBanmio FcRn npencrasisier coboii mobyro
MOJIEKYJly, KOTOpasi MOXeT crieluduuecku cBsi3piBaThesi perentopoM FcRn ¢ mocnenyrommm
aKTHUBHBIM TpaHcropToM peuentopoM FcRn mapthepa mo cBsaseiBanmo FcRn. Takum obOpasom,
tepmuH Fc Brmouaer moObie Bapuantsl IgG Fc, xoropeie sBistoTCs (PyHKIHMOHAIBHBIMH.

Ob6nacte Fc-uactu IgG, kortopast cBssbiBaercsa ¢ penenrtopoMm FcRn, Obina ommcana Ha
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OCHOBAaHUU PEHTIeHOCTPYKTypHOH kpucrauiorpaduu (Burmeister er al. , Nature 372:379
(1994), B moaHOM O0BEME BKJIFOUEHHASI B TaHHBIM JOKYMEHT MOCPENCTBOM CChUTKH). OCHOBHAs
obnacte koHTakta Fc ¢ FcRn Haxonmutcss BOmmM3u coegmnenust nomenoB CH2 um CH3. Bce
koHTakThl Fc-FcRn Haxonsarcs B mpeaenax onHoM Tskenon nenu Ig. IlapTHeps! O CBSA3BIBAHUIO
FcRn BrurouaroT, nanpumep, uenviii IgG, Fe-pparment IgG u apyrue ¢pparmentst IgG, kotopsle
COZIepIKaT TMOJIHYIO CBs3bIBAIOIIYO 00sacTh FCRn. OCHOBHBIE y4YacTKM KOHTAKTa BKJIOUYAOT
AMHHOKHCJIOTHBIE ocTaTku 248, 250-257, 272, 285, 288, 290-291, 308-311 u 314 nomena CH2 u
aMUHOKUCTOTHBbIe ocTaTku 385-387, 428 m 433-436 nomena CH3. Cchulku Ha HyMepaLHIO
AMHHOKHCJIOT UMMYHOIJIOOYJIMHOB WM (PparMEeHTOB MMMYHOIJIOOYJIMHOB, WM UX OOJacTeit
ocHoBanbl Ha Kabat er al. 1991, Sequences of Proteins of Immunological Interest, U. S.
Department of Public Health, Bethesda; MD, B momHoM oObeMe BKJFOYEHHOH B IaHHBIN
NOKyMeHT mocpenctsoMm ccbuikn. (Pemenrop FcRn Obul BbimeneH W3 HECKOJIBKUX BHIOB
MJICKOIIUTAIOIINX, BKItOYasi Jroaed. M3BeCTHbI MOCIeNOBaTENBLHOCTH dYelioBedeckoro FcRn,
kpbicuHoro FcRn u mpimmuHoro FcRn (Story et al., J. Exp. Med. 180: 2377 (1994), B noaHOM
o0beMe BKIIFOUEHHAs! B JAHHBIN JOKYMEHT MOCPENCTBOM CChUIKH). FC MOKET comeprkaTh TOMEHBI
CH2 u CH3 ummyHornoOyianHa ¢ uian 0e3 mapHUpPHOH o0nacTi UMMyHOTrIo0ynHa. Tunosslie
Fc-Bapuantsl npemnoxernst B WO 2004/101740 u WO 2006/074199, B monHOM o0BEME
BKJIFOUEHHBIX B JAHHBIM JOKYMEHT IIOCPEICTBOM CCHUIKH.

Fc (umu Fc-uacTh XMMEpPHOTO MOJMIIENTHIA) MOXKET COAEpkKaTh OJHY MM Oojee MyTauui Wiu
KOMOMHALWH MyTaLUi.

Fc (wmm Fc-4acte XMMEpPHOro MHOJMIIENTHAA) MOXKET COAEp)KaThb MyTalWH, NPUBOASLINE K
YBEJIMYCHHUIO Mepuoja MoJyBbiBeAeHMs, Takue kak M252Y, S254T, T256E u ux komOuHaimy,
kak packpeito B Oganesyan ef al., Mol. Immunol. 46:1750 (2009), koTtopasi B OJHOM O0beMe
BKJIIOUEHA B AHHBIM MOKyMeHT nocpenactBoM ccbuiku, H433K, N434F u ux koMOWHALMH, KaK
packpeito B Vaccaro ef al., Nat. Biotechnol. 23:1283 (2005), xoropas B HOJHOM o0ObeMme
BKJIFOYEHA B JAHHBIA JTOKYMEHT MOCPEICTBOM CCBUIKH, MyTaHTBI, PACKpPbIThIE Ha CTpaHuLax 1-2,
naparpad [0012], u Ilpumepax 9 u 10 B US 2009/0264627 Al, xoropasi B HOJHOM oObeMe
BKJIFOUYEHA B JAHHBII JOKYMEHT MOCPEICTBOM CCHUIKM; M MYTAHTBI, PACKPBIThIE HA CTPaHULE 2,
naparpadsl ot [0014] no [0021] B US 20090163699 Al, koTopasi B MOJTHOM 00beMe BKJIFOUECHA B
TAaHHBIA JOKYMEHT MOCPEACTBOM CCBUIKH.

Fc (umm Fc-uacTh XMMEPHOTO MONMMNENTHAA) TAKKE MOKET CONEPKaTh, HaNpumep, CIEAyIOHe
myTtammu: Fc-obmacte IgG moxer ObITh MOAM(HUIMPOBAaHA B COOTBETCTBHH C XOPOIIO
U3BECTHBIMH TPOLEAYPAaMH, TAKUMH KaK CalT-HaNpaBJIECHHbI MyTareHe3 U €My MOJOOHbBIE,
9qT0o0OBI MONYy4nTh MOoAubuUIpoBanHble ¢pparmentsl IgG wnn Fc unm ux gactu, kotopeie OyayT

ces3piBaThesl FcRn. Takue Momudukanuy BKIIOYAIOT, Hanpumep, Kak Moaudukanuy,
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yJaJeHHbIE OT KOHTAaKTHbIX y4acTkoB FcRn, Tak m Momudukammm B mpeneisax KOHTAKTHBIX
Y4YaCTKOB, KOTOpbIE COXPaHSAIT M JaXe MNOBBILNAKT CcBA3biBaHHEe ¢ FcRn. Hanpuwmep,
CleAyIOIINe €IMHUYHbIE aMUHOKHUCIOTHBIE ocTaTku B 4enosedeckoM IgGl Fc (Fcyl) moxHO
3aMemarth npakTudecku 6e3 norepu adpdunHocTH cBsaspiBaHus Fc B orHomennn FcRn: P238A,
S239A, K246A, K248A, D249A, M252A, T256A, E258A, T260A, D265A, S267A, H268A,
E269A, D270A, E272A, L274A, N276A, Y278A, D280A, V282A, E283A, H285A, N2806A,
T289A, K290A, R292A, E293A, E294A, Q295A, Y296F, N297A, S298A, Y300F, R301A,
V303A, V305A, T307A, L309A, Q311A, D312A, N315A, K317A, E318A, K320A, K322A,
S324A, K326A, A327Q, P329A, A330Q, A330S, P331A, P331S, E333A, K334A, T335A,
S337A, K338A, K340A, Q342A, R344A, E345A, Q347A, R355A, E356A, M358A, T359A,
K360A, N361A, Q362A, Y373A, S375A D376A, A378Q, E380A, E382A, S383A, N384A,
Q386A, E388A, N389A, N390A, Y391F, K392A, L398A, S400A, D401A, D413A, K414A,
R416A, Q418A, Q419A, N421A, V422A, S424A, E430A, N434A, T437A, Q438A, K439A,
S440A, S444A u K447A, rae, nanpumep, P238A mnpeacraBnser NponuH AMKOrO THIA,
3aMELIeHHbIM aTaHuHOM B no3uuuu HoMmep 238. Kpome anaHuHa, Ipyrue aMMHOKUCIOTBI MOTYT
3aMellaTh aAMMHOKMCIOTHI JUKOIO THMNA B YKa3aHHBIX BbIllE MO3ULUAX. MyTaluu MOXKHO
BBOUTH B FC o oHOM, 4yTOOBI MOTy4nTh OO0JIee OAHON COTHHU MapTHEPOB 10 cBs3bIBaHMIO FcRn,
OoTNIMYHBIX OT HaTuBHON Fc. Kpome Toro, MokHO BMeCTe BBOIUTh KOMOMHALIUU U3 JIBYX, TPEX
i OoJiee TaKUX OTAENbHBIX MyTaLUH, YTOOBI OJYYUTh €I1l€ COTHHU IMAPTHEPOB IO CBSA3BIBAHHIO
FcRn.  Ompenenennble  Takue  MyTalud  MOTyT  o0ecreyMBaTh  JOTMOJIHUTEIbHYIO
(yHKIIMOHATIBHOCTD MapTHepa o cBsi3biBaHMI0 FcRn. Hampumep, B oquH BapuaHT peanu3aiyu
n3o0perenust BkmoueHa N297A, mpuBofsinas K yAaJeHUIO BBICOKOKOHCEPBATUBHOIO y4acTKa
N-rnuko3unupoBanus. JlelicTBue 3TOH MyTallMd COCTOUT B CHU)KEHUM HMMYHOT'€HHOCTH, YTO
TE€M CaMbIM yBEIMYHBAET MEPUOJ MOJYBBIBEACHUS W3 LUPKYJSALUU NMapTHEPa MO CBSI3bIBAHUIO
FcRn, u B monydyenuu mapTHepa mo cBs3biBaHui0 FcRn, HecnocoOHOro cBsizbiBaThest ¢ FeyRI,
FcyRIIA, FcyRIIB u FcyRIIIA, HO npu 3TOM coxpasstomero agpguHHOCTh B oTHOmeHNH FcRn
(Routledge et al. 1995, Transplantation 60:847, koTopasi B MOJTHOM 00beMe BKJIFOUEHA B TAHHBIH
IOKyMeHT nocpenctsoM ccbutky; Friend et al. 1999, Transplantation 68:1632, koTopast B OJTHOM
o0beMe BKJIFOUEHA B JAaHHBIM JOKyMEHT nocpeactBoM ccbuiku, Shields et al. 1995, J. Biol.
Chem. 276:6591, koTtopasi B MOJHOM OObeMe BKJIIOYEHA B JAHHBI JOKYMEHT TOCPEICTBOM
cceuikn). Kpome Toro, okaszanoch, 4TOo MO MEHbIIEH Mepe Tpu dHenoBeuecknx Fc ramma-
peuenTopa pacro3HAT Y4YacTOK cBsa3biBaHus IgG B mpenenax HWKHEH IapHUPHOH 0OMacTH, B
o0meM cay4ae, amMuHOKHMCIOT 234-237. CnenmoBarenbHO, JpPyrod mpuUMep HOBOH
(YHKUIMOHATBHOCTH M TOTEHIUAJIbHOTO CHIDKEHHS HMMYHOT'€HHOCTH MOXKET SIBISITHCSA

CIIEACTBUEM MyTalMi B 3TOHW 0O0JacTH, HAmpuUMep, 3aMelleHus aMHHOKUCIOT 233-236
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gyenoseueckoro IgG1l «ELLG» coorBercTByromeil nmocnenosarenbHocThO M3 1gG2 «PVAY» (¢
OHON aMUHOKMCIOTHOH nenenneii). beuto mokasano, uro FcyRI, FcyRII u FeyRIIL, xoropeie
ornocpenyroT pasnudnbie dddexropHbie GyHKUMM, He cBs3bBatoTCs ¢ IgGl B ciayyae BBeneHHs
takux Mmyrtauui (Ward and Ghetie, Therapeutic Immunology 2:77 (1995), koTopast B MOJHOM
o0beme BKIIFOUEHA B IAHHBII JOKYMEHT MOCPEACTBOM CCbUIKM, U Armour ef al., Fur. J. Immunol.
29:2613 (1999), koropasi B MOJHOM OObeMe BKJIOUEHA B JaHHBIA JOKYMEHT MOCPEICTBOM
CChUIKM). B KauecTBe MOMOJHUTENILHOTO MPHUMEpa HOBOH (PYHKIMOHAIBHOCTH, SIBJISFOIIEHCS
CJIEZICTBHEM OIMCAHHBIX BBILIE MyTAlMi, MOKHO MPUBECTH BO3MOKHOCTb B HEKOTOPBIX CITy4asix
noBblieHnst ahpGUHHOCTH B OTHOLIEHHH FCRN OTHOCHUTENBHO MUKOTO THMA. JTa MOBBIIEHHAS
ap(UHHOCTh MOXKET OTOOpaKaThCsl HAa TIOBBIIIEHHONH CKOPOCTH AaCCOLMALNH, MOHMKEHHOM
CKOPOCTH TUCCOLMAIIMY FJIM KaK TOBBIMEHHOH CKOPOCTH aCCOLMAINH, TaK M IOHMKEHHOM
CKOPOCTH JUCCOLMAlMHU. MyTanuu, KOTOpbIe, KaK CYHTAeTCs, OKAa3bIBAOT BIHMSIHHE Ha
nosbitienne adGuaHOCTH B oTHOIEeHUU FCRn, BritowaroT, Hanpumep, T256A, T307A, E380A u
N434A (Shields et al., J. Biol. Chem. 276:6591 (2001), koTopast B OJHOM 00BbeMe BKJIFOUYEHA B
TAaHHBIA JOKYMEHT MOCPEACTBOM CCBIIKH).

Fc (wmm Fc-dacTe XuMEpHOro moJUIenTuaa) MOKeT ObITh 1Mo MeHbneil mepe Ha 60%, 70%,
80%, 90%, 95%, 96%, 97%, 98%, 99% wumu 100% UAESHTUYHOH AaMHHOKHUCJIOTHOM
nocienosatesnbHocTy Fe, mpusenennoit B Tabmune 11 (amunokucnors! ot 1458 no 1684 u3 SEQ
ID NO:2 nnu amuaokucnots! ot 2352 no 2578 uz SEQ ID NO:6). Fc (unmu Fe-uacth xumepHOTro
NOJIMIIENTHIA) MOXeT ObITh HWAEHTHYHOW aMUHOKHCIOTHOW mocienoBaTtenbHOCTH Fc,
npusenenHo B Tabmuue 11 (ammuokmcnorsl or 1458 no 1684 w3 SEQ ID NO:2 u
aMUHOKUCIOTHI 0T 2352 o 2578 u3z SEQ ID NO:6).

SABnsiercst nm mo0asi KOHKPETHAsl MOJIEKyJa HYKJIEWHOBON KHCJIOTHI WM TOJMIIENTH] IO
MeHblnel mMepe Ha 85%, 90%, 95%, 96%, 97%, 98% wnu 99% WAEHTUYHOW HYKJICOTHUIHOU
NOCJIEIOBATEIbHOCTH  WJIM  TOJIMIENTHUAY COIJIACHO HACTOSIIIEMY H300pETEeHHI0, MOXKHO
OTPENEeNIUTh Ha MPAKTHKE, TPAAULUOHHO UCIIOIB3Ysl N3BECTHBIE KOMIBIOTEPHBIE MPOrpaMmbl. B
OTHOM BapHaHTe peanu3aluu u300peTeHus crocod omnpeneneHUs HAUOOJBIIEro OOIIEro
CXONICTBA MEXAY 3aNpallMBaeMON IOCIIENOBATEIbHOCTRIO (CTAHAAPTHOW WM OPUTHHAJIBHOM
NOCJIEIOBATENIbHOCTBIO) W HCCIIEAYeMOH  IOCJIENOBATENbHOCTBIO, HA3bIBAEMBI  TaKKe
rJ00aJIbHBIM BBIPABHUBAHHEM TIOCJIEAOBATENIbHOCTEH, MOXKET MCIOJIB30BATh KOMITBIOTEPHYIO
nporpammy FASTDB Ha ocHoBe anroputma Brutlag ef al., Comp. App. Biosci. 6:237-245
(1990), xoTopast B mOJHOM OOBEMe BKIIIOUEHA B JAHHBIA JOKYMEHT TOCPEACTBOM CCBHUIKH. B
BBIPABHMBAHUU TIOCJIEAOBATENIbHOCTEH 3ampalinBaeMasi U HCCleyeMasl IMOCIeN0BaTeIbHOCTH
obe mpencraBsiroT codoit mocnenosarenbHocTH JHK. TlocnenosarensrHoctn PHK mokHO

cpaBHuBarh mnocie 3ameHbl U Ha T. PesynbraToM ykasaHHOro rioOajbHOTO BBIPAaBHHUBAHHS
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NOCJIEIOBATENIbHOCTEN SIBIISIETCS ONpeeeHe MPOLIEHTa WASHTUYHOCTU. B npyrom BapuaHTe
peanuzaunu m3ooperennss B FASTDB BeipaBHuBanuu nocnenosarenbHocrer JIHK st pacuera
NPOIEHTA WIAEHTUYHOCTH HCHONB3YIOT CIENyIOIIUE MapaMmeTpbl. MaTpula = yHHTapHas, k-
Koprex = 4, mrpad 3a HapymeHue KoMrieMeHTapHocTu = 1, mrpad 3a coenunenue = 30, minHa
rpynnsl pangomusaunu = 0, rpaHnuHeli Bec = 1, mrpad 3a ran = 5, mpad 3a pasmep rama 0,05,
pasmep okHa = 500 wuaum [IMHA HUCCAEAYEMOW HYKIEOTHUAHOW IOCJIEeNOBATENbHOCTH, B
3aBUCUMOCTH OT TOT'0, YTO KOpOUe.

Ecnu wuccnenyemass 1noOCIenOBAaTENbHOCTb KOPOYE 3alpaliMBaeMONl  MOCIEAOBATENbHOCTU
BCJIeACTBUE 5™ win 37 Aenenwii, HO He M3-3a BHYTPEHHUX JEJIEeLUH, pe3yJbTaThl HEOOXOIMMO
CKOPPEKTHPOBATH BPYYHYIO. DTO CBsI3aHO ¢ TeM, uto nporpamma FASTDB we yuutsiBaer 5™ u 3’
yCe4YeHUs MCCIIENyEeMOM MOCIeN0BATENbHOCTH IIPU pacueTe MPOLEHTa HIEHTUYHOCTU. B ciydae
UCCJIENyEMBIX TOCIIEOBATEIbHOCTEH, YCEUEeHHbIX B S5° wmiM 3’ KOHLAX IO CPABHEHHIO C
3anpaliBaeMoi NMoCie0BaTebHOCTBIO, IPOLEHT UASHTUYHOCTH KOPPEKTUPYIOT, MOACUUTHIBAsS
KOJINYECTBO OCHOBAHHUI 3ampalinBaeMol MOCIeN0BaTebHOCTH, KOTOpble HaxoAsaTes B 5 u 3’
KOHIIAX HCCIENYEeMOH TOCIIEeAOBATEIbHOCTH, W KOTOPbIE HE COBIIAJAIOT/BBIPOBHEHBI, Kak
IPOIEHT OT OOINEero KOJMYeCTBAa OCHOBAHMH 3alpallnBaeMOl IMOCIEeNOBATEIbHOCTH. ABiseTCs
T HYKJIEOTHJ COBIAJAIOLINM/BBIPOBHEHHBIM, OINPEAENAETCS MO pPe3yJbTaTaM BBIPABHUBAHUS
nocnenosatenbHocTeil FASTDB. 3areM 3TO mpoOLEHTHOE coiep KaHue BbIYUTAETCS U3 NPOLIEHTA
UACHTUYHOCTH, PACCUMTAHHOIO IpU IOMOLIM BhllIeyka3aHHOW mnporpamMmbl FASTDB ¢
UCTIONIb30BAHUEM 33J]aHHBIX [ApaMeTPOB, YTOOBI MOJNYYHTh KOHEYHYIO OLIEHKY IIPOLIEHTa
UIGHTUYHOCTH. Ty CKOPPEKTHPOBAHHYIO OLEHKY MPUMEHSIOT B LENAX HACTOSILIEro
nm3oOperenuss. Tonbko oOcCHOBaHMs 3a mnpenenamu 5> M 37 OCHOBaHHMH HCCIENyeMOH
MOCJIEIOBATEIbBHOCTH  COrJIacHO  faHHbIM  BblpaBHMBaHus ~ FASTDB,  koropeie  He
COBITAIAI0T/BBIPOBHEHBI € 3aMPALIMBAEMON MOCIENOBATEIBHOCTBIO, YUUTBIBAIOTCS MPU pacyueTe B
LEJIAX PYYHOH KOPPEKTUPOBKU MPOLIEHTA UIEHTUUYHOCTH.

Hamnpumep, ni1s1 onpenenenus NpoLeHTa UISHTUYHOCTH NMPOBOAAT BbIpaBHUBAHHUE HCCIIENYEMOM
nocnenoBaTeIpHOCTH B 90 OCHOBaHMI € 3ampaliMBacéMON MOCJIEeNOBATENBHOCTBIO B 100
ocHOBaHuil. [lenenuun HaxomaTcs B S5  KOHIE HCCIENyeMON IOCJIeNOBaTeIbHOCTU M,
cnenoBatenpHO, BelpaBHUBaHNEe FASTDB He mokasbiBaeT criaprBaHUs/BBIPABHUBAHUS TEPBBIX
10 ocHoBanuii B 5’ koHue. 10 HecmapeHHbIX OCHOBaHMM mpexacTaBiusitoT  10%
MOCJICIOBATEIBHOCTH (KOJIMYECTBO OCHOBaHWN B 5° uw 3’ KOHIIAX HE COBMAmaeT ¢ OOIMHM
KOJINYECTBOM OCHOBAaHMH B 3alpalluBaeMON IIOCJIEAOBATENIbHOCTH), CIIEIOBATENbHO, U3
MPOLEHTAa UAEHTUYHOCTH, pacCUUTaHHOro npu nomoinu nporpammel FASTDB, Beruntator 10%.
Ecmn ocraBmmecs 90 OCHOBaHMM COBMNAJANOT WMAEAJIbHO, KOHEUHbIH MPOLEHT WUIAEHTUYHOCTU

coctaBuT 90%. B npyrom npumepe npoBOIAT CPAaBHEHUE HUCCIEAYEMOMN MOCIEN0BATEIbHOCTH B
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90 ocHoBaHul C 3ampammuBaeMon mnocienosaTenbHOCTBIO B 100 ocHosanmii. Ha stoT pas
JeNeuun SABISAIOTCS BHYTPEHHMMHM, IO3TOMy B 5° wuiaum 3’7 KOHLAX —HCCIEAyeMOM
MIOCJIEI0BATEIbHOCTH HET OCHOBAHMMH, KOTOPBIE HE COBMAJAI0T/BBIPOBHEHBI € 3alpocoM. B aTom
clly4ae NPOLEHT WIAEHTHMYHOCTH, pPacCUUTaHHbI npu nomowu nporpamMmsl FASTDB, ne
KOPPEKTUPYIOT BpyuHYH0. IloBTOpsisick, TONbKO OCHOBaHUS B 5’ M 3’ KOHLAX HCCIENyeMOil
NIOCJIEIOBATEILHOCTH, KOTOpBIE He COBIAJA0T/BBIPOBHEHBI C  3ampalmmnBaeMoiu
NOCJIEIOBATENBHOCTBIO, YUUTBHIBAIOTCS NIPU PYYHON KOppekuuu. JIpyrux pydHbIX KOPpPEKLUH B
LIeJSIX HACTOSIIIErO N300peTEeHNs He IPOBOJIAT.

Ilon monunenTaOM, MMEIOIIMM AMUHOKHMCIOTHYH IMOCJIE€NO0BATEIbHOCTh, 10 MEHBIIEH Mepe,
HanpuMmep, Ha 95% «HUOEHTUYHYIO» 3amlpalinBaeMON aMHUHOKHCIOTHOH MOCJIeI0BaTeNbHOCTH

COTJIACHO  HACTOSALIEMY  M300pPETeHHIO, TMOAPAa3yMEBAOT TO, YTO  AMHUHOKHCIOTHAS

,
MOCJIEI0BATENBHOCTD HCCJIETy EMOT0O MOJIUNENTH A UEHTUYHA 3anpaiBaeMon
MOCJIEIOBATEIbHOCT 32  UCKJIIOYEHHEeM TOro, 4YTo  HccleayemMas — IMOJMIeNTUAHAs
MOCJIEA0OBATENBHOCTh MOKET COAEPkKaTh A0 MATH aMUHOKHUCJIOTHBIX OTJIMUMM Ha Kaxzablie 100
AMHHOKHCIIOT 3alpaliiBaeMoi aMMHOKUCJIOTHOM MOcjenoBaTeNbHOCTU. Jlpyrumu croBami,
9TOOBI MOJTYYUTh MOJHUIIENTH], HIMEIO LA aMUHOKHCIIOTHYIO MOCIIEI0BATEIbHOCTD, 110 MEHBIIEH
Mepe, Ha 95% «HUIEHTHUHYIO» 3ampaliuBaeMONl aMHUHOKHCIOTHOM TMOCIEAOBATENIbHOCTH, B
UCCIIEy €MOH ITOCIIEI0BATENIbHOCTH MOTYT OBbITh BCTAaBJIEHBI, YaJIeHbl (HHCEPLUU-AETEINN) TN
3aMelleHbl JPYTUMU aMUHOKHUCJIOTaMH A0 5% aMHUHOKUCJIOTHBIX OCTATKOB. JTHU OTJIUYUS OT
CTAHIAPTHOH IMOCIENOBATEIbHOCTH MOTYT HaXOAUTLCS B aMUHO- MM KapOOKCH-TEPMUHAJIBHBIX
NO3ULMAX CTAHJAPTHOH aMHUHOKHCIIOTHOH MOCJIENOBATENbHOCTH WM B JEOOOM MECTe MEXAy
5TUMH TEPMHUHAIBHBIMH TMO3ULHUSAMHU, O OJHOMY BIEPEMEXKKY C OCTaTKAMU B CTaHIAPTHOMN
MOCJIEIOBATEIBHOCTH WJIM B OAHOM WJIM HECKOJBbKHX COMpPSDKEHHBIX TPyMMNax B Ipeaenax
CTaHJapPTHOH MOCJEeI0BAaTENIbHOCTH.

SBnsieTcst U TFOOOW KOHKPETHBIN MOJMIENTHA N0 MeHbIned mepe Ha 85%, 90%, 95%, 96%,
97%, 98% unu 99% uAEHTUYHBIM, HAIPUMEP, AMUHOKUCIOTHBIM MOcienoBaTebHOCTAM SEQ
ID NO:2 (uactu dakropa VIII, Fc-yacTu, Mo OTASNBHOCTH WU BMeCTe) WK 4, WM U3BECTHOM
NOJIMITENTHIHON mocnenoBaTenbHocTH (pakropa VII mmm Fe, MOXKHO onpenenuTth Ha MpakTHKE,
TPaJAULIMOHHO MCIOJb3Yysl U3BECTHbIE KOMIBIOTEPHbIE IporpaMMbl. B onHOM BapuaHTe
peanu3anyd HM300peTeHus CIoco0 OmpeneneHrus HauOOoNbIIero OOMero CXOACTBA MEXKIY
3anpalnBaeMon MIOCJIEA0BATEILHOCTBIO (cranmapTHOM 15M051 OpPUTMHAIbHOU
NOCJIEIOBATENIbHOCTBIO) W HCCIENYyeMOH  IOCIENOBATENbHOCTBIO, HA3bIBAEMBIH  TaKXKe
rJ00aNbHBIM BBIPABHUBAHHEM IIOCJIEAOBATENIBHOCTEH, MOXKET MHCIOJIB30BATh KOMITBIOTEPHYIO
nporpamMmy FASTDB Ha ocHoBe anroputma Brutlag ef al., Comp. App. Biosci. 6:237-245

(1990), xoTopast B mOJHOM OObeMe BKJIIOUEHA B JAHHBIM JOKYMEHT IOCPEACTBOM CCBUIKH. B
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BBIPABHUBAHUHU [OCJIE€AOBATEIbHOCTEN 3alpalliiBaeMas U HCClefyeMasl MOCIe0BaTeNbHOCTH
o0e MpencTaBysIIoT COOOM HYKJICOTHIHBIEC MMOCIEIOBATEILHOCTH WU 00€ MPEeNCTaBJSIFOT COOOM
AMMHOKHCIIOTHBIE TTOCIIEI0BATENbHOCTH. Pe3yIbTaTOM yKa3aHHOTO II100aJbHOTO BBIPABHUBAHHUS
NOCJIEIOBATENIbHOCTEN SIBIISIETCA ONpefeeHne MPOLEHTAa WASHTHUYHOCTU. B npyrom BapuaHTe
peanuzaiyy U300peTeHns B aMUHOKHCIOTHOM BbipaBHHBaHUU FASTDB nns pacdera mponeHTa
UJIEHTUYHOCTH UCTIONB3YIOT ClleAyroinue napamerpol: Marpuna = PAM 0, k-xoptex = 2, mrpad
3a HecoBmanmeHue = 1, mrpad 3a coemuHenwe = 20, mAIMHA TPyIIbl paHaoMHu3anuud = O,
rpaHUYHBIN BeC = |, pasmMep OKHA = JJIMHA MOCJIEA0BATEIbHOCTH, Tpad 3a rn = 5, mrpad 3a
pasmep mmmna 0,05, pasmep okHa = 500 uaM JAJMHA HCCIEAYEeMOW aMHHOKHCJIOTHOM
MOCJIEI0BATENIBHOCTH, B 3aBUCIMOCTH OT TOT'0, YTO KOpoUe.

Ecnu wuccnenyemass mnocnefoBaTeNbHOCTh KOpOUe 3aIlpalliBaeMOil  MOCIeA0BaTEIbHOCTU
BesencTeue N- unu C-TepMUHANBHBIX JeJelUi, HO He U3-3a BHYTPEHHUX JIeJIeLUi, pe3ybTaThl
HEOOXOAMMO CKOPPEKTHPOBATh BPYYHYIO. IJTO CBsi3aHO ¢ TeM, 4to mporpamma FASTDB He
yuutbiBaeT N- miu C-TepMUHaNIbHbIE YCEUEHUs UCCIIey MOl OCIeI0BaTeNIbHOCTH [P pacueTre
rJ00abHOTO TIPOLIEHTa HIEHTHYHOCTH. B ciydae wuccrienyembIX MOCIENOBATENbHOCTEH,
yceueHHbIX B N- unu C-KOHLAX MO CpPaBHEHHUIO C 3alpalluBaeMOll IOCIEA0BaTEIbHOCTHIO,
MPOLEHT UAEHTUYHOCTU KOPPEKTUPYIOT, MOJCUYMUTHIBASI KOJIUYECTBO OCTATKOB 3aIPallIMBAEMOM
NOCJIEIOBATENIbHOCTH, ~ KOTOpble  Haxomsarcss B N-  wuim  C-KoHLAX  UCCleayeMoi
IOCJIEIOBATENIbHOCTH, M KOTOPblE HE  COBMAAAlOT/BBIPOBHEHBI C  COOTBETCTBYIOLIUM
UCCIIElyeMbIM OCTAaTKOM, KakK IPOLEHT OT OOIIero KOJWYECTBA OCTATKOB 3alpallnBaeMOil
HIOCJIEIOBATENIbHOCTU. SIBJISI€TCS JIM OCTaTOK COBIMAAAIOIIMM/BBIPOBHEHHBIM, ONPENENseTcs: IO
pesyJbTaTaM BbIpaBHHBaHHs mnocienosarenpbHocTeli FASTDB. 3aremM 5TO mporeHTHOe
CONep’)KaHHWEe BBIYUTAETCS W3 TMPOLIEHTA MIEHTUYHOCTH, PACCUUTAHHOIO IIPU IOMOLIH
BhILIeyKa3aHHOW mporpamMbl FASTDB ¢ ucnonb30BaHMEM 3aJaHHBIX MapaMeTPOB, HYTOOBI
MOJIyYUTh KOHEYHYIO OLEHKY TIpOLIEHTa HACHTUYHOCTH. DTy KOHEUHYIO OLIEHKY IpPOLIeHTa
UIEHTHYHOCTH MPUMEHSIOT B LIEJSIX HACTOsero m3odperenus. Tonpko octatku B N- wmiu C-
KOHLIAX HCCJIEAYEMOH TIOCIIENOBATEIbHOCTH, KOTOpPblE HE COBIAJAIOT/BBIPOBHEHBI C
3ampaliBaeMoil  MOCIEAO0BAaTENbHOCTBIO, YUMTBHIBAIOTCS IPU  pacdyeTe B LeNdX pydHOH
KOPPEKTHUPOBKH TMPOLIEHTA MIEHTUYHOCTH. DTO O3HAYAET, YTO YUUTBIBAIOTCS TOJIBKO MO3ULIMU
3amnpaliiBaeMbIX OCTaTKOB 3a MpeaenaMu caMbIx kpaiHux N- mnn C-TepMHHaIBHBIX OCTAaTKOB
HCCIIely MOl ITOCIeI0BATEIbHOCTH.

Hanpumep, i1 onpeneneHus NpoLeHTa UIEHTUYHOCTH NMPOBOAAT BbIpaBHUBAHHUE UCCIIENYEMOMN
MOCJIEIOBATEIBHOCTH B 90 AMHHOKHCIIOTHBIX OCTaTKOB c 3arpaluuBaeMon
nocynenosaTenpHOCThI0 B 100 ocratkos. Jlemeuun Haxonmsarcss B N-KOHLIE HCCIEAYyEMOU

NOCJIEIOBATEIbBHOCT U,  CleAoBaTenbHO, BblpaBHUBaHUe FASTDB He mnokasbiBaer
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coBmaneHus/BoipaBHUBaHms TiepBbiXx 10 octatkoB B N-koHme. 10 HeCmapeHHBIX OCTAaTKOB
npenctaBisitor  10% mocnenoBarebHOCTH  (KOJIHMUECTBO OCTaTKOB B N- u C-KOHIAxX He
COBIAJIaeT € OOINMM KOJMYECTBOM OCTaTKOB B 3apalliMBaeMON IOCIENOBATEIbHOCTH),
CJI€IOBATENIbHO, M3 TMPOLEHTa HUACHTUYHOCTH, PACCUUTAHHOIO MpPHU MOMOIIM IPOrPaMMBI
FASTDB, Beruuraror 10%. Ecnu ocraBmmecs 90 oCTaTKOB COBNANAIOT HUOEATbHO, KOHEUYHBIH
NPOLEHT UAEHTUYHOCTU cocTaBuT 90%. B npyrom npumepe npoBoasAT CpaBHEHUE UCCIIENyEeMOil
MOCJeA0BaTENbHOCTU B 90 OCTAaTKOB C 3alpaliuBaeMoil mocienoBarebHOCThI0 B 100 0CTaTKOB.
Ha sTor pa3 nmenenum sBISIFOTCS BHYTPEeHHUMH, MosToMy B N- mim C-KOHIAX uccienyemoi
MIOCJIEIOBATEIbHOCTH HET OCTaTKOB, KOTOPBIE HE COBMAAAIOT/BBIPOBHEHBI C 3arpocoM. B sTom
clly4ae NPOLEHT WIAEHTHUYHOCTH, pPacCUUTaHHbII npu mnomomu nporpamMmsel FASTDB, He
KOPPEKTUPYIOT BpyuHy0. [ToBTOpssAch, TONBKO ocTaTku 3a npenenamu N- u C-TepMHHaIBHBIX
OKOHYaHUI HCCleqyeMOl MOCIeI0BaTeIbHOCTH COTJIaCHO NaHHbIM BbipaBHHBaHHUs FASTDB,
KOTOpbIE HE COBIAJAOT/BBIPOBHEHBI C 3aMPAaIlNBAEMOM IMMOCIENOBATEIbHOCTBIO, YUUTBIBAIOTCS
NpU PYYHOH KOppeKuuu. [Ipyrux pydHbIX KOPPEKLUHH B LENSIX HACTOSIIEro M300peTeHus: He
MIPOBOJAT.

[TonuHyKIIEOTUIHBIE BapHAHTBI MOTYT COAEpKaTb H3MEHEHHs B KOAMPYIOLIMX OONACTSIX,
HEKOJHMPYIOIUX 00JAacTAX WIIM KaK B OIHUX, TaK U B APYrux. B ogHOM BapuaHTe peann3anuu
M300peTeHNs TONMHYKJICOTUAHBIE BAPUAHTBI COAEP)KAT H3MEHEHMs, Pe3yJbTaTOM KOTOPBIX
SBJITFOTCS] MOJTYALIME 3aMEHbI, JOOABKH WM JIeJIeLIH, HO KOTOPbIe HE M3MEHSIOT CBOWCTBA WU
aKTUBHOCTh KOIUPYEMOro MOJUIenTuaa. B 1apyrom BapuaHTe peanuzaluy H300peTeHUs
HYKJICOTHIHbIE BApUAHTBl IMOJYYE€Hbl TMPU TOMOIIM MOJYALIUX 3aME€H BCJIEACTBHE
BBIPOXKAEHHOCTH F€HETHYECKOro Kozia. B mpyrux Bapuantax peanusaniy H300peTeHus! ONICaHbI
BapHMAHTBI, B KOTOPBIX B JIF0OOH KOMOMHALIMK 3aMEHEHbI, YaleHbl uiu go0asieHbl 5-10, 1-5 win
1-2 amuuokucnoTel. CyIIECTBYIOT pa3Hble NPUYUHBI JJi1 TOJYYEHUS IOJMHYKIEOTHAHBIX
BapUAHTOB, HaNpumep, sl ONTUMU3ALMK SKCIIPECCUU KOJOHOB B Cllydyae KOHKPETHOIO XO3sIMHA
(3amenb! konoHOB B 4yenosedeckoid MPHK Ha npyrue, nanpumep, OakrepuanbHble, Takue Kax F.
coli).

BapuaHTel NpupOAHOro NPOUCXOKAEHHS HA3bIBAIOTCS «alJIeIbHBIMU BAPUAHTAMU» U OTHOCSTCS
K OOHOH M3 HECKOJBbKUX AaJbTEPHATUBHBIX (POPM TeHa, 3aHUMAIOINErO 3aJaHHBIN JIOKYC B
xpomocome opranm3ma (Genes II, Lewin, B., ed., John Wiley & Sons, New York (1985)). Otu
aJJIeNbHbIE BapUAHTBl MOTYT pPAa3jIM4aTbCs HA MOJHHYKJICOTHIHOM W/WJIHA TOJUNENTUIHOM
YPOBHE, U BKIIIOYEHBI B HACTOsIee HM300peTeHHne. B anbTepHaTHBHOM BapHaHTE BapUAHTHI
HETPUPOTHOTO MPOUCXOKACHUS MOTYT OBITh NMOJYYEHbI METONAMH MyTareHe3a WIH IMPsSMbIM

CHHTC30M.
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Hcnonb3ys U3BECTHBIE METOMBI OEIKOBOTO KOHCTPYHPOBAHUS M TEXHOJOTMU PEKOMOMHAHTHBIX
JHK, MoxxHO co3fgaBaTb BapUaHTbl A YJYULIEHMs WJIM HW3MEHEHHUs XapaKTePUCTUK
noymnenTtunoB. Harmpumep, MOXKHO yaanaTe onHy win Gojiee aMUHOKHUCIOT Ha N-koHIe uiu C-
KOHIIE CeKpeTUpyeMoro Oejika MmpakTHIecku 0e3 rnotepu Ouojyorndeckoii ¢pynkiuu. B Ron ef al,,
J. Biol. Chem. 268: 2984-2988 (1993), B nmosHOM 00beMe BKJIIOUYEHHOH B JIAHHBIH JOKYMEHT
IIOCPEICTBOM CCBUIKH, cooOmaercss o BapuanTHbIXx KGF-Oenkax, oOmamarommx remnapus-
CBSI3bIBAIOIIEN AKTHUBHOCTBIO Jake mocyie yaajleHus 3, 8 wumu 27 aMUHO-TePMHHAJIbHBIX
AMHHOKHCJIOTHBIX OCTATKOB. AHAJIOTUYHO, HHTEP(HEPOH raMmma IeMOHCTPHPOBAJ A0 IECSITH pa3
OONBLIYI0 aKTUBHOCTH MOCie ynaneHus: 8-10 aMHHOKHCIOTHBIX OCTATKOB Ha KapOOKCH-KOHLIE
storo Oenka. (Dobeli ef al., J. Biotechnology 7:199-216 (1988), B moiHOM 00beMe BKIIOUEHHAS
B IAHHBIN TOKYMEHT ITOCPEICTBOM CCBUIKH).

Kpome TOro, MHoOroducieHHble JaHHbIE IE€MOHCTPUPYIOT, YTO BAapUAHThl 4YacTO COXPAaHSIOT
OMOJNIOTUYECKYI0 AKTUBHOCTh, CXOIHYIO C aKTHBHOCTBIO O€NiKa MPUPOAHOTO MPOHCXOMKICHHS.
Hanpuwmep, Gayle u ero corpyanuku (J. Biol. Chem 268:22105-22111 (1993), B momHOM 00BEME
BKJIFOUEHHAs! B JAHHBIN JOKYMEHT MTOCPEICTBOM CCBUIKH) TIPOBENN PACIIUPEHHBIA My TAallHOHHBIN
aHanu3 denoseueckoro uuTtokuHa IL-la. OHuM ucnonp3oBaiu cCiy4aiHbI MyTareHes i
nonyuenus: Oonee 3500 ormenpHbIX MyTaHTOB IL-la, koTOphIe B cpemHeM comepkamu 2,5
AMUHOKHCJIOTHBIX HM3MEHEHUII Ha BAapUAaHT HA TMPOTSDKEHUU BCEH [JIMHBI  MOJIEKYJIbI.
MHOXeCTBEHHbIE MyTallUd HCCIAENOBAIM B JIFOOOW BO3MOXKHOH aMHUHOKHCJIIOTHOW TO3HIIUU.
ABTOpBl M300peTeHHs OOHAPYXKHMJIH, YTO «[OOJBIIMHCTBO MOJIEKYJ MOXHO W3MEHATh C
MHMHUMAJIbHBIM BIIMSIHUEM KaK Ha CBS3BIBAIOINYIO, TAK M HA OMOJOrMYECKYI0 aKTUBHOCTB|». (CMm.
pedepar). B NENUCTBUTENBHOCTH,  TOJbKO 23 VHUKQJIbHBIE  AMUHOKUCJIOTHBIE
NOCJIEIOBATEIbHOCTH, TOJyueHHble u3 Oosee vem 3500 wucciaenyeMbIXx HYKJIEOTHIHBIX
NOCJIEIOBATEIbHOCTEH, MPUBOAMIIN K TMOJYYEHHIO Oesika, aKTMBHOCTb KOTOPOT'O CYINECTBEHHO
OTJIMYaJIach OT JUKOrO TUIIA.

Kak yka3aHo BbIlle, MOJMMENTUAHBIE BAPUAHTHI BKIIOYAKOT, Hanpumep, MOIU(PULIHNPOBAHHbIE
noJunenTuabl. Moaudukauuy BKIIOYAKOT, HANpuMep, aueTWINpoBaHue, anuianposanue, AJlD-
puOO3WINPOBaHKUE, AMHUIANPOBAHHE, KOBAJCHTHOE NPUCOCOUHEHHE (JIaBUHA, KOBAJIEHTHOE
NPUCOEIUHEHNE T'eMM-KOMIIOHEHTa, KOBAJEHTHOE [MPHUCOEAMHEHHE HYKJIeOoTHAa WU
IIPOU3BOJHOIO HYKJIEOTH/a, KOBAJIEHTHOE MPUCOEANHEHNE JUMNUA WM IPOU3BOAHOIO JIUIINAA,
KOBAJIEHTHOE  MpHcOoenuHeHne  (PocHaTUANIMHOZUTONA,  NEPEKPECTHOE  CBSI3bIBAHUE,
LUKJIN3alui0, oOpasoBaHWe  OUCYJIbQHUOHONW  CBSI3W, JAEMETIUIMpOBaHHE, oOpa3oBaHue
KOBAJICHTHBIX MNEPEKPECTHBIX CBsA3el, 0Opa3oBaHHEe LUCTEMHA, OOpa3OBaHME MHPOTIyTaMaTa,
bopmumpoBaHue, ramMmma-kapOOKCHIMpPOBaHNUE, INIMKO3WIMpoBaHue, obpaszoBanue GPI-sxops,

TMAPOKCHUIIMPOBAHUC, ﬁOHHpOBaHI/Ie, MCTUJIMPOBAHUE, MHUPUCTHOIUPOBAHUC, OKUCIICHUEC,
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merunupoBanne (Mei ef al., Blood 116:270-79 (2010), xotopasi B mOJIHOM 00BbeMe BKJIFOUYEHA B
JaHHbIN JOKYMEHT MOCPEACTBOM CCBUIKH), MPOTEOJUTHUECKUN IIPOLIECCHHT,
dochopunupoBanre, TNPEHUIHUPOBAHUE, PALEMH3ALMIO, CEJCHOWINPOBAHUE, Cyib(aTamnmo,
ornocpenosanHoe TpaHcnopTHo PHK noGaBneHue amMuHOKHCIOT B O€NKM, Takoe Kak
ApTUHWINPOBAaHNE U YOMKBUTHHHUPOBaHNE. B HEKOTOPBIX BapHaHTaxX peaju3aliy N300peTeHus
daxrop VIII siBnsiercs Moau(UIIMPOBAHHBIM, HANpUMep, TISTUIMPOBAHHBIM, B TIOOOM ya00HOM
Mecre. B HEKOTOpbIX BapuWaHTax peanu3auuu uzoOperenuss ¢akrop VIII sBisiercs
I3THJIMPOBAHHBIM B TIOBEPXHOCTHBIX aMUHOKHCIIOTaxX (akropa VIII, nanpumep, noBepXHOCTHOM
LIUCTEHHE, KOTOPBII MOXKET OBITh CKOHCTPYHPOBAHHBIM LIUCTENHOM. /d. B HEKOTOpPBIX BapHaHTax
peammzarmu u3o0pereHust moxudunuposannblii ¢akrop VII, wanpumep, mATUIMPOBAHHBIN

dakrop VIII, npencrasnsier codoit pakrop VIII miurensHoro nefdcTaus.

111 Cnocoo eeeoenusn

Jleuenne remopuaru A TpPEACTaBIsieT COOOH 3aMECTUTENBHYIO TEPaNHio, HALEICHHYI0 Ha
BocctaHoBieHue aktuBHocTU FVIII or 1% no 5% OT HOpManbHBIX ypOBHEH Ui
NPEAOTBPALICHUST CIOHTAaHHBIX KpoBoTeueHnit (Mannucci, PM. ef al, N. Engl J Med.
344:1773-9 (2001), B mostTHOM 0ObeMe BKIIFOUCHHASI B TAHHBIH JOKYMEHT TTOCPEICTBOM CCBLUIKH).
Hacrosimee n3o0pereHne Takxke BKIIOYAET COCOObI BBEEHHs (papManeBTHIeCKO KOMITO3UIIUI
cormacHoO u3o0pereHuro. B HactosmeM M300peTeHMH TPEJIOkKEH Crocod BBENEHHS
(bapMareBTUYeCKON KOMIIO3MLIMU HY>KAAIOLIEMYCsl B 3TOM CyOBEKTY-4eloBeKy (Hampumep,
NALMEHTY-4€I0BeKy),  BKJIIOYAIOIIMH  BBeAeHHWE  CyOBEKTy  TepaneBTHYECKOH O3Bl
¢dapmaneBTHYECKOH KOMIO3ULMY, conepkamiedi monunentun ¢akropa VI,  manpumep,
nomunentun pakropa VI gnurenpHOro mevicteus wiu nonunentun ¢gakropa VIII kopoTkoro
nevicteusi, Hanpumep, nomunentun ¢akrop VIII-Fc wnmm ruOpup Takoro moaumnentuaa, ¢
ONpeNEeIeHHBIM HHTEPBAJIOM T03UPOBAHMUS.

B HeKOTOpBIX BapHaHTax peajn3aluu u300peTeHus PapMareBTHYECKy0 KOMIIO3ULIHIO COTJIACHO
M300pETEHNI0 MPHUMEHSIOT Ui CHIDKEHUS] MM YMEHBLICHMs TOSBIEHUS OJHOrO MK Oolee
SMHU30[I0B KPOBOTEYEHUH WJIM WX YacTOThl (HampuMep, BO3HUKHOBEHHUS COCTOSIHUS
KPOBOTEUEHHUSI) y HYXKAALErocs B 3TOM cyObekTa. B npyrux BapuaHTax peann3anuu
n3o0pereHnss (papMaleBTUYECKYI0 KOMIIO3UIMIO COTJIACHO H300PETeHHI0 TPUMEHSIOT IS
JICYSHHS] WIIA TIPEAOTBPALIECHUST COCTOSHUS KPOBOTEUEHHS Y HYKIAOIIETOCS B 3TOM CYyOBEKTa.
IIpruuHON COCTOSIHUSL KPOBOTEUEHHUS MOXKET OBITh HapyIIEHHE CBEPTHIBAEMOCTH KPOBH.
Hapymenne cBepTBIBAEMOCTH KPOBH TaKXe MOXKET Ha3bIBaTbCsl Koaryjonarueid. B omHom
NIpUMEPE HApPYLIEHUEM CBEPTBIBAEMOCTH KpPOBHM, KOTOPOE€ MOXHO JIEYUTb IIPU IOMOILIH

(bapMareBTUIECKONH KOMITO3UIIMH COTJIACHO HACTOSIILEMY U300peTEeHHIO, sABJsieTcs: reModuius. B
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IPYroM MpHMeEpe HapyIIEHHEM CBEPTHIBAEMOCTH KPOBH, KOTOPOE MOXKHO JIEYUTh MPU MOMOIIU
bapmareBTUIeCKONH KOMITO3UIMH COTJIACHO HACTOSIIEMY HM300pPETeHHIO, SIBIAETCS TeMO(UIIHS
A

B HekoTOpBIX BapHaHTax peaju3alMu H300pETEHUs THUIl KPOBOTEUEHMs, CBSI3AHHOTO C
COCTOSIHMEM KPOBOTEUEHHSI, BBIOPAH M3 'eMapTpO3a, MBILIEYHOTO KPOBOTEYEHUS, KPOBOTEUESHUS
B IOJIOCTH PTa, KPOBOM3JIMUSAHUS, KPOBOMU3JIUSHUSA B MBILILbI, KPOBOU3JIUSHUS B IOJIOCTh PTa,
TPaBMbI, TPaBMbl TOJIOBBL, KEJIYAOYHO-KUIIEYHOrO KPOBOTEYEHHs, BHYTPHUUEPEITHOTO
KPOBOTEUYEHHS1, BHY TPUOPIOIIHOTO KPOBOM3JIUSHUS, BHY TPUTPYIHOTO KPOBOM3JIUSIHUS, TIEpeiomMa
KOCTEH, KPOBOTEUYEHHUs B LIEHTPAJIbHON HEPBHOM CHUCTEME, KPOBOTEUEHHUs B 3arJOTOYHOM
NPOCTPAHCTBE, KPOBOTEUEHUS B 3a0PIOIIMHHOM MPOCTPAHCTBE MJIH KPOBOTEYECHHUS BO BIIATAJIULIE
NOJB3OLTHO-TIOSICHUIHON MBIIILIBL.

B npyrux BapuaHTax peanm3anuyd H300peTeHUs CyOBEKT, CTPAJAOIUil OT COCTOSIHHUS
KPOBOTEUEHHMS, HYKHAETCSl B JIEYEHUU U1 TIPOBENEHUS XHPYPTHYECKOrO BMEIIATENbCTBA,
BKJIFOYAs, HAnpumep, XUPYPrHUYECKyI NPOPUIAKTHKY WM TEPUONEepPAallMOHHOe BereHue. B
OJHOM TIpUMEpEe XHUPYPrUYeCKOE€ BMEIIATENIbCTBO BBIOPAHO M3 MAJOr0 XHPYPTrUYECKOTro
BMEIIATENbCTBA U OOMIMPHOTO XHUPYPTrUYECKOTO BMELIATEIbCTBA. |HIIOBBIE XUPYPrHUECKUE
NpOLEAyphl  BKJIIOYAIOT yAaleHHe 3yOOB, TOH3WIDKTOMHIO, TIIaXOBOE TI'PbDKECEUEHHE,
CHHOB3KTOMHIO,  TPEMAaHALMIO  4Yeperna, OCTEOCHHTE3, TPaBMATHYECKYI)  XHPYPTHIO,
BHYTPUUYEPENHYIO XUPYPrHIO, BHYTPHOPIOIIHYIO XWUPYPTUKO, BHYTPUTPYAHYIO XHUPYPTHIO,
XUPYPrUI0 MO 3aMEIIEHUI0 CYCTABOB (Hanpumep, TIONHOE 3aMeIleHHe KOJEHHOIO CyCTaBa,
3aMelleHrne Ta300eIpeHHOr0 CyCTaBa M TOMY MOIOOHOE), XUPYPrHIO CepAla U KecapeBo
CeueHue.

B HacTosileM M300peTeHHH TaKkke MPeIIOKEH CIOCO0 CHIDKEHHS MM YMEHBIIEHHs TOIOBOTO
nokaszarenst 4actorbl kpoBoredeHuidd (ITIUK) y cyObekra ¢ remoduunei, BKIFOYArOLIUIA
BBeZieHHe CyOBekTy 3ddexTuBHoi n03bl nmomunentuaa FVIIL. B oqHoMm BapuaHTe peanusaiuu
u3o0perenust nonunentun FVII nnurensHOro nefcTBUs BBOAST C MHTEPBAJIOM JTO3UPOBAHHS
Kak1ple TPU OHs win Oonee. B npyrom BapmanTe peanusanyu n3odperenus 3¢gdexruBrHas nosa
coctasnsier Mexxay okono 20 ME/kr u okonmo 90 ME/kr. B apyrux BapmaHTax peain3anuu
usobperenus 3pdexruBnas noza cocrasiser 20-30 ME/kr, 30-40 ME/kr, 40-50 ME/kr, 50-60
ME/kr, 60-70 ME/kr, 70-80 ME/kr wmu 80-90 ME/kr. B ppyrux BapmaHTax peanu3aniu
uszobperenus >¢dexrusHas no3a cocraiusier 20 ME/kr, 25 ME/kr, 30 ME/kr, 35 ME/kr, 40
ME/kr, 45 ME/kr, 50 ME/kr, 55 ME/kr, 60 ME/kr, 65 ME/kr, 70 ME/kr, 75 ME/kr, 80 ME/kr,
85 ME/kr unu 90 ME/kr.

B onpeneneHHbIx BapwaHTax peanuzanuu u3oOpereHus BBeaenue mnojunentuna FVIII

NpeAHa3HaYeHO ISl HHANBHY ATU3UPOBAHHON (a1aNTHPOBAHHON) MPOPMIAKTUKY U IPUBOIUT K
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I'TIYK, cocraBnsromeMy MeHee, 4eM OKOJIO 5,5, MeHee, ueM OKOJIO 5,4, MeHee, 4eM OKOJIO 5,3,
MEHee, YeM OKOJIo 5,2, MeHee, yeM okoyio 5,1, MeHee, ueM okojio 5,0, MeHee, yem OkoJio 4,9,
MeHee, ueM OKoJio 4,8, MeHee, yeM OKoJio 4,7, MeHee, YeM OKOoJio 4,6 Ui MeHee, YeM OKoJo 4,5.
B npyrux BapuanTtax peanusanuu uzodperenus sBeneHue npusoaut k I'TIUK, cocraBnsromemy
ot okosio 4,7 no 0. B HEKOTOPBIX BapuaHTaX peaju3aluu H300peTeHUss MeIUaHHOE 3HAYeHUE
I'TIUK cocrapmnsier okoJio 1,6. B npyrux BapuanTax peajgu3aiuy u300peTeHus cpeHee 3SHaYeHHe
I'TIYK cocraisier okoso 2,9. B onHOM acrekTe WHAMBUAY ATU3UPOBAHHON MTPOPUIAKTHIECKOH
cxembl 3 dexTuBHAs 1032 coctaBysieT or okono 25 ME/kr mo okono 65 ME/kr u BBOOUTCS
Kaxaple Tpu-NisiTh nHed. Hampumep, sddexTuBHas nosa cocrtaBiser or okoyio 25 ME/kr no
okojio 65 ME/kr u BBOmUTCS Kaxkable Tpu nHA. B npyrom acnekte >¢ddexTuBHas m03a
coctasnsier ot okono S0 ME/kr no okono 65 ME/Kr kaxnble 4eTblpe AHS WINM KaKAbIE ISTh
nHewt. B npyrux acmektax s¢gdextuBHas no3a cocraeiser a0 65 ME/kr kaxnaeie Tpu aHs. B
APYTUX BapHaHTax peajnm3anuu uszoOpereHus s¢dexruBHas nposza nomunentupa FVIII
MoAu(UIMpPOBAaHA HAa OCHOBaHMM (PapMAKOKMHETHYECKOro mnpoduis mnanueHta. B omHOM
nprMepe MalUeHTy CHavyaja BBOIAT JBE JA03bl — MepBYyr0 103y B 25 ME/kr Ha 1 neHp U BTOPYIO
no3y B 50 ME/kr Ha 4 nenb. Eciiu papMakoknHEeTUYECKHE JaHHBIC TIOKA3bIBAIOT MeHee YeM 1%
OCTaTOYHBIN YPOBEHDb OT HOpMaibHOU akTUBHOCTU FVIII mocne aByx HavanbHBIX 103, HALUEHTY
nocje 3Toro BBoaAT oT okosno 25 ME/kr mno okono 65 ME/kr kaxasle Tpu aua. B npyrom
npumepe, eciau (papMaKOKMHETHYECKHUE AaHHBIE MOKa3blBalOT Oojee 4deM 1% oCTaTOYHBIH
ypOBEHb OT HOpMajbHOW akTuBHOCTH FVIII Ha mpoTspkeHMM msaTH AHEH MOCie NO3UPOBAHMS,
MALMEHTy TMOC]e 3TOro BBOAAT OT okoyo 50 ME/kr mo okono 65 ME/Kr kaxkzable TsTh JTHEH.
Ecmn y naumenra HaOmonaercss Gojiee OBYX CHOHTAHHBIX KPOBOTEUEHHMH HA MPOTSHKEHUH
BOCBMHHEIEJILHOTO TIEpUOa mocje BBeneHus ot okojio S0 ME/kr no okoso 65 ME/kr kaxmbie
ISITh THEH, MALMEHTY BBOZST Mpemnapar COrJIaCHO OIHOM u3 cienyromux cxem: (1) mo okono 65
ME/kr kaxaple Tpu AHS (IUIs1 JOCTHIKEHUS LIEJIEBOr0 OCTATOYHOIO YPOBHS, COCTABIISFOIIETO 10
5% ot Hopwmel), (2) ot okono 50 ME/kr mo okono 65 ME/kr kaxable uersipe AHS (s
JOCTIDKEHUSI LIEJIEBOIO OCTATOYHOTO YPOBHS, COCTaBILSIIOINEro 10 5% or HOopwmbl) win (3) oT
okoJyio 25 ME/kr no okono 65 ME/kr xaxxapie Tpu AHS (A1 JOCTHXKEHHSI LIEJIEBOTO OCTATOUHOTO
ypoBHs, cocTaBsirommero ot 1% no 3% ot Hopmsbl). Eciiu y maruienTa, mojy4armero OT OKOJIO
50 ME/kr no okono 65 ME/kr kaxkabpie 4eThipe HHs, BCe elle HaOromaercs Ooyee OBYX
CTIOHTAHHBIX KPOBOTEUEHHH, MAaKCHMAJbHYIO IOy MOXHO IOBBICUTH 10 OKoso 65 ME/kr
KaXple TpU IHA. B HekoTopeix mpumepax uHTEepKBapTWibHbIN nuamnazoH (MK) I'TTYK s
MHIUBUAY ATN3UPOBAHHON MpoduiIakTHUeCcKol cxembl cocTasisieT oT 0 1o 4,7.

B HekoTOppIX BapuaHTax peanm3anuuu u3o0perenus BBepenwe nonmnentuaa FVIII

NpeAHa3Ha4eHo Uil exeHenenbHol mnpodunaktuku u npusogur k [TIUK, cocrasmsromemy
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MeHee, yeM okoJjio 9,0, MeHee, yeM OKoJio 8,9, MeHee, yeM OKoJio 8,8, MeHee, ueM OKoJo 8,7,
MEHee, 4eM OKOoJIO 8,0, MeHee, ueM OKoJIO 8,5 uiau MeHee, yeM okosio 8.4. B ogHoM mpumepe
BeeaeHue npusoaut k I'TIYUK, cocraBasromemy mexay okono 84 u 0. B gpyrom mnpumepe
menunannoe 3Hadenne [TIUK nns exenenenbHON mnpoduIakTUKU COCTaBisieT okono 3,6. B
apyrux npumepax cpennee 3Hauenue [TIUK nns exeHenenbHOW NMpOQHIAKTHKHA COCTABISET
okoio 8,8, B jpyrux BapuaHTax peanusaupu uzoOperenuss SpdexkTuBHas moza s
eKeHeNeIbHON MPOQUIAKTHKH COCTaBiIsieT OKojo 65 ME/Kr onuMH pas B HemeNo, Hanpumep,
KaXJple MATb JHEH, KaXIble IIEeCTb IHEW, KaKIble CEeMb AHEH, KaXable BOCEMb IHEH WM
Kaxaple neBATb aAHed. B Hekoropeix mnpumepax MK ITIHK nns  exxeHenenpHOR
npoQHIAKTHYECKOH cXeMbI cocTaBisieT ot 1,9 no 8,4.

B nmpyrux BapuaHTax peanusanuu m3oOpereHus BeeneHue nonunentuna FVII npennasHaueno
UL STU30AMYECKOro JICUEHHs] WM JiedeHuss 1o TpeOoBanuro u mnpusBoaut k [TIHK,
COCTaBJAIIOLIEMY MEHEE, YEM OKOJIO 55, MeHee, yeM OKOJIO 54, MeHee, YeM OKOJIO 53, MeHee, YeM
OKOJIO 52, MeHee, uem okosio 51, MmeHee, yeM okosio S0, MmeHee, yeM OKoJio 49, MeHee, YeM OKOJIO
48 unu MeHee, 4em okouo 47. B ognom npumepe seeaenue npusoaut k I TIUK, cocrasnsromemy
mexay okono 49 u 0, nanpumep, mexny 48,7 u 0. B apyrom npumMepe MeIMaHHOE 3HAYEHUE
I'TIYK nnst smu3oaudeckoro (mo HeoOXOMUMOCTH) JISUEHUs] COCTaBJsieT OKkoyio 33,5, B mpyrux
npumepax cpenHee 3HaueHue [TIUK nna snuzonudeckoro (mo HEOOXOMUMOCTH) JIEUEHHS
cocraBisier okojio 37,23. B ppyrux BapuaHTax peanuszanuu uzodpereHus: dddexTuBHas n03a
IUISL JIEYeHUs] IO HeoOXOMUMOCTH cocTasisieT oT okoso 10 ME/kr no 75 ME/kr kaxasie 12-24
yacoB. B Hexoropeix mpumepax MKJI I'TTUK nns nedeHust mo HEOOXOAMMOCTH COCTABISET OT
21,1 no 48,7.

B HekoTOppIX  BapuaHTax  peanuzauuud  u3o0pereHus  d¢exTHBHas ~ m03a IS
WHIUBUAY ATU3UPOBAHHON MPOQUIAKTUKY, €KEHEASTbHOW MPOGHIAKTUKH HITH STTH30IUYECKOTO
JICYSHHs] IPEACTABISIET COOO0M (PUKCUPOBAHHYIO 103y MIIH CTPAaTU(UIMPOBAHHYIO 103y. B ogHOM
acriekre puKCUpoBaHHas 103a coctasisier okoso 2000 ME Ha nosy, okosno 2500 ME Ha nosy,
okoj10 3000 ME Ha no3sy, okosio 3500 ME Ha 103y unu okono 4000 ME Ha no3y.

Hnurepsan nosuposanus ans nonunentuaa FVIIL qautensHOro efdCTBUS MOXKET COCTABJIATh MO
MEHBbIIEH Mepe B OT OKOJIO TMOIYyTOpa 10 MECTH pa3 OoJbIIe, OT MOJyTOpa A0 MSATH pa3 Oojble,
OT TOJIyTOpa A0 YeThIpex pa3 OoJbIle, OT MOJyTOpa M0 TPeX pa3 Ooblie WM OT MOJyTOopa 10
IBYX pa3 Oojblle, 4eM HUHTEPBaJ IO3UPOBAHMS, HEOOXOAMMBIN Ui SKBUBAJIEHTHOH HO3bI
¢axTopa VIII 6e3 He oTHOCsmetcs k paxropy VIII yactu (monmmenTuaa, COCTOSIIErO U3 YacTH
daxropa VII), uanpumep, 6e3 Fc-gactu. MHTepBam mO3MPOBAHUS MOXET COCTaBJIATH I10
MEHBbILIEH Mepe B OT OKOJIO MOJIyTOpPa, ABYX, ABYX C IOJOBUHOH, TPeX, TPEX C MOJOBUHOM,

YECTBIPEX, HYETHIPEX C l'IO.]'IOBI/IHOI\/'L IATH, IIATH C MOJIOBUHOM WJIM IIECTH pa3 6om>me, (S
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UHTEpBAJl JO3UPOBAHMS, HEOOXOAMMBIN ANl SKBHBaJEHTHOM n03bl (akropa VIII Oe3 He
otHocsieticss k (akxropy VIII wactm (monmumnenTunpa, cocrosimero u3 4dacta (akropa VIII),
nanpumep, 6e3 Fc-yactu. MHTepBas HO3MPOBAHUST MOXET COOTBETCTBOBATH KaXKIbIM TPEM,
YeThIPEM, ISATH, IIECTH, CEMH, BOCbMH, JIEBSITH, IECATH, ONUHHAALATH, JBEHAALATH, TPHHAALATH
VUM YeThIPHAALATH JHIM MU OoJiee.

Cnoco0b! coriacHo N300PETEHNI0 MOYKHO PEAT30BbIBATh HA MPAKTHKE B OTHOIIEHUU CYOBEKTa,
HY>KIAIOLIEerocs: B TPO(HIAKTHUECKOM JICYSHUN WITH JIEYEHUH 110 HeOOXOAUMOCTH.

B cinyuyae sedeHuss 1o HEOOXOOUMOCTH HMHTEPBad JO3UPOBaHUS  (hapMaleBTHYECKON
koMnoszunuen, copepsxamei nonunentun FVIIL, coorBercTByeT omHOMY pasy kaxnble 24-30,
24-48, 24-72, 24-96, 24-120, 24-144, 24-168, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36,
37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62,
63, 64, 65, 66, 67, 68, 69, 70, 71 unu 72 yaca wnu GoJee.

B onHOM BapmaHTe peanuzauuu  K300peTeHUs CyOBEKT HYXKIAeTcs B JIEYCHUH T10
HeoOXoauMOCTH (3MU30audeckoM). B apyrom Bapuante peanusaivivi H300peTeHus JieueHue o
HeoOxoaumocTH (srm3oanueckoe) yerpansier donee 80% (6onee 80%, Gonee 81%, Gonee 82%,
ooee 83%, Gonee 84%, Oonee 85%, Oonee 86%, Oonee 87%, Gonee 88%, Oonee 89%, Oonee
90%, Oonee 91%, OGonee 92%, Gonee 93%, Oonee 94%, Gonee 95%, Oonee 96%, Gonee 97%,
Gonee 98%, Gonee 99% wnnu 100%) wu 80-100%, 80-90%, 85-90%, 90-100%, 90-95% wunu 95-
100% xpoBoTeueHuil (Hanpumep, CIOHTAHHBIX KPOBOTEUEHUIT) MOCie OAHON no3bl. B npyrom
BapuaHTe peanuzauuu uzodperenus Oonee 80% (Oonee 81%, Oonee 82%, Gonee 83%, Oonee
84%, Oonee 85%, Gonee 86%, Gonee 87%, Oonee 88%, Gonee 89%, Oonee 90%, Gosee 91%,
oonee 92%, Oonee 93%, OGonee 94%, Gonee 95%, Gonee 96%, Gonee 97%, Gonee 98% wunu
100%) wmu 80-100%, 80-90%, 85-90%, 90-100%, 90-95% wnu 95-100% 3nu3010B
KPOBOTEUYEHHSI UMEIOT OLICHKY «IPEBOCXOTHO» HJIM «XOpPOIIO» OT Bpayel MOocje JCUSHHs IO
HEOOXOIUMOCTH (3MU30AMYecKoro). B apyrux BapuaHTax peanusanuu uzoOperenus: oonee 5%,
(Gonee 6%, Gonee 7%, Gonee 8%, Oonee 9%, Gonee 10%, Gonee 11%, Gonee 12%, Gonee 13%,
bonee 14%, 6onee 15%, Gonee 16%, Gonee 17%, 6onee 18%, Gonee 19%, Sonee 20%) wnu S-
20%, 5-15%, 5-10%, 10-20% wumm 10-15% 51U3000B KPOBOTEUEHUST HUMEIOT OLEHKY
«YAOBJIETBOPUTENILHOY» OT Bpauel 1mociie JIEYeHUs 0 HeOOXOTUMOCTH.

B gpyrux BapmaHTax peanm3anuu H300peTeHHs  (PapMaLEeBTHUECKYH) KOMITO3HIHIO,
cogepskautyto nonunentua FVII, npumenstor ns npodunaktuku. Ipodunaktika MoxeT ObITh
NPOMUTIOCTPUPOBaHA yiyulieHneM CMakc, yaydineHueM TMakc W/WIH yBETUYEHUEM CPEIHEro
BpeMEHU yaep:kaHus no cpaBHeHUro ¢ FVIII xkopotkoro peicteus. B HEKOTOpBIX BapuaHTax
peanuzanuu HU300peTeHuss NMpPOoQUIAKTHKA MPUBOJUT K OTCYTCTBHIO 3MHU30/0B CIIOHTAHHOTO

KPOBOTEYEHHUsI HA MPOTSHKEHUH OKoJo 24, 36, 48, 72 wnm 96 vacoB (nanpumep, 25, 26, 27, 28,
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29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54,
55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80,
81, 82, 83, 84, 85, 96, 87, 88, 89, 90, 91, 92, 93, 94, 95 wnu 96 4HacoB) MOCJIE€ HHBEKIHU
(nanpumep, mocnenHel uHBEKIMU). B ompeneneHHBIX BapuaHTax peanu3alud HU300peTeHHs
npoduakTHKa NpUBOAUT K Oonee yem 30% (nanpumep, Gonee uem 31, 32, 33, 34, 35, 36, 37,
38, 39,40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63,
64, 65, 66, 67, 68, 69, 70, 71, 72, 73,74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84, 85, 96, 87, 88, 89
wi 90%, Hanpumep, Oonee yem 50%) cpeqHeMy CHUKEHHIO T'OAOBOIO TMOKa3aTelNisi YacTOThI
KPOBOTEUYEHUH TIPU TO3UPOBAHMH pa3 B Henemo (Hanpumep, 65 ME/kr).

B npyrom mpumepe cyObekta mapauienpHO Jjedar npu nomomm FIX. Tak kak coenuHeHHs
corlacHO M300peTeHnro CcrocoOHbl  akTuBHpoBaTh FIXa, WX MOXHO TPUMEHSTH IS

npeaktuBanmu nojunentuaa FIXa nepen Beenennem FIXa cyObekry.

IV.  Cnocob noyuenusn

ITonunentua FVIII MOXHO mosydaTb B KJIETKE-XO3SHMHE, COAEPIKALIEH BEKTOP, KOAUPYOLIUN
nomunentiy  FVIIL B omHoM BapmaHTe peanu3auuyd HM300peTeHHs  KIIETKA-XO35UH
TpaHnchOpMUpPOBaHA ONHUM WU OOJiee BEKTOpPAMH, COMAEPKAIIUMH MEPBYI0 HYKJICOTHIHYIO
MOCJIEN0BATEIbHOCTD, Koaupyouyo noaunentun FVIIL u nepsbiit nonunentun FcRn, Bropyro
HYKJICOTUJIHYIO  IOCJIEAOBATENbHOCTb, KOAUPYIOINYK BTOpor nojunentun FcRn, wu,
HeoOs13aTeNbHO, TPETHIO HYKJICOTUJIHY O MOCJIEIOBATEIbHOCTD, KOAUPYIOLLY O
npoTeuHKoHBepTasy, Hanpumep, PCS. B KOoHTEKCTe NAaHHOTO OKyMEHTa SKCIPECCHOHHBIN
BEKTOP OTHOCHTCSI K JIIOOOH KOHCTPYKIMH HYKJIEMHOBOH KHCJIOTBI, KOTOpas COIEPIKHUT
HEOOXOMUMBIE 3JIEMEHTBI JJIsi TPAHCKPHUILMKA W TPAHCISLMH BCTaBJIEHHOW KOAMPYIOLLIEH
nocjenoBateibHoCTH Wik, B ciydae PHK BupycHOro BekTopa, HEOOXOAMMBIEC 3JIEMEHTBI IS
perMKauMyu W TPAaHCIHSLUU TPU BHECEHMHM B COOTBETCTBYIOLIYHK)  KJIETKY-XO35MHA.
DKCMPECCHOHHBIE BEKTOPBI MOTYT BKJIFOYATH IIA3MHUIbI, (ParMUbI, BUPYChI U MX TIPOU3BOIHBIE.
B xoHTekcTe NaHHOrO MOKYMEHTa IMOCJIEN0BATEIbHOCTD, YIPABIAIOIAs T€HHON 3KCIPECCUEH,
npeacTaBisieT co0oi MO0y PEryJSITOPHYIO HYKJIEOTHAHYIO MOCIENOBATEIBHOCTh, TAKYIO KaK
NOCJIEIOBATEILHOCTD MTPOMOTOPA UM KOMOMHAIUS IIPOMOTOP-IHXAHCEP, KOTOPasi CIOCOOCTBYET
3¢ GeKTUBHON TPAHCKPHUIILMU U TPAHCISILUH KOJUPYIOIMEH HYKJIEHHOBOW KHCIOTBI, ¢ KOTOPOH
OHa (PYHKIMOHAJBHO CBsizaHa. IlocCienoBaTeNIbHOCTh, YMPABJSIOIIAS TEHHOW SKCIPECCHEl,
MOXET, HaIpuMep, MPEACTABISATh COOOH MPOMOTOP MIJIEKOMUTAIOIIErO MIIM BHPYCA, TAKOH Kak
KOHCTUTYTHUBHBIH WM HHAyUUOENbHBIH  mpoMoTOp. KOHCTUTYTHUBHBIE  IPOMOTOPBI
MJIEKOIUTAOLNX BKJIIOYAIOT, HO HE OrPAHUYUBAIOTCS 3THUM, NMPOMOTOPBI CIEAYIOLIUX T'€HOB!

runokcanTud Qocpopudosunrpancdepazsl (I'OPT), aneHo3uHAEaMUHA3bl, NHUPYBATKHHA3BL,
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npoMoTop Oera-akTWHA M JApPYrue KOHCTHUTYTHBHBIE TIPOMOTOPBL. THIIOBBIE BUpPYCHBIE
IPOMOTOPBI, KOTOPbIE KOHCTUTYTUBHO (PYHKIMOHHUPYIOT B OYKAPHUOTHUECKHUX KJIETKAX,
BKJIFOUAIOT, Hampumep, NpoMoTopsl nutoMerajosupyca (LIMB), Bupyca obeswvsiH (nanpumep,
SV40), Bupyca nanuuiomMsl, afeHOBUpPYyca, BUpyca nmmyHoxaedunura ueiaoseka (BUY), supyca
capkoMbl Payca, nuromeranosupyca, ainHHbIe koHLeBble noBTopbl (JIKII) Bupyca nefikosa
MonoHH M ApPYrHX PeTPOBUPYCOB, a TaKK€ MPOMOTOP TUMUIAMHKHHA3bl BHUpycCa IPOCTOrO
reprieca. Jlpyrue KOHCTUTYTHBHBIE NMPOMOTOPBI M3BECTHBI CIIELUAIICTaM B JAHHOH oOmactu
TeXHUKU. [IpOMOTOpPBI, KOTOPBIE MOKHO MPUMEHSTh B KAYE€CTBE MOCIIEAOBATENILHOCTEN TeHHON
SKCIIPECCUHM  COTJIACHO HM300pPETeHMIO, TaKXKe BKIHOYAOT HHAYLUOENbHbIE MPOMOTOPBL
WnpynubenbHble MPOMOTOPBI SKCIPECCUPYIOTCST B MPUCYTCTBHHM WHAYLUPYIOLIETO AareHTa.
Hanpumep, mpoMOTOp METaJJIOTHOHEMHA HMHAYLHUPYETCS Il CTHMYJISILUN TPAHCKPUILUUA MU
TPAHCISIUIMK B TPHUCYTCTBUU OIpPEIENIEHHBIX HOHOB MeTayioB. Jlpyrue uWHIyUHOeNbHbIE
IPOMOTOPBI H3BECTHBI CMIEHATIICTAM B TAHHOH 00JIACTH TEXHUKH.

[IprMepsl BEKTOPOB BKJIOYAIOT, HO HE OTPAHMYUBAIOTCS 3THUM, BHUPYCHBIE BEKTOPBI MU
IUTA3MUHbIE BEKTOPBI. llma3MumHble BEKTOpHI OBUIM IIMPOKO ONHMCAHBl B JaHHOH 00acTH
TEXHUKA M XOPOIIO W3BECTHBI CIIELUANUCTaM B NaHHOH obmactu texauku. Cm., manpumep,
Sambrook et al., Molecular Cloning: A Laboratory Manual, Second Edition, Cold Spring Harbor
Laboratory Press, 1989. B mocnegHue HECKOJBKO JE€T ObLIO OOHApYKEHO, YTO IUIA3MHJHBIE
BEKTOPBI HUCKJIIOUUTENBHO YIOOHBI JJIsI TOCTABKU I'€HOB B KJETKH /N ViVO BCIEICTBUE CBOEH
HECNOCOOHOCTU K PEIUIMKALMM U WHTETPUPOBAHUIO B T'€HOM XO3siMHA. llpu 3TOM masMuasl,
cofiep>Kallfe MPOMOTOP, COBMECTHMBIH C KJIETKOM-XO3IMHOM, MOTYT 3KCIIPECCHPOBATh MENTH]
U3 TeHa, KOTOpbI (YHKUMOHAIBPHO KOAMpyeTcs IuiasMunod. Hekoropsle TpaguLMOHHO
MIPUMEHSIEMbIE TJIA3MUJIbI, JOCTYIHbIE U3 KOMMEPYECKMX HMCTOYHHUKOB, BKJOuUawoT pBR322,
pUC18, pUCI19, pasnuunsie masmuasl pcDNA, pRC/CMV, paznuusbie miasmunasl pCMYV,
pSV40 wu pBlueScript. JlomonHuTeNbHBIE TPUMEPHI CHEMU(PUUECKUX TUIA3MUZ  BKIIOYAIOT
pcDNA3.1, Homep B karamore V79020; pcDNA3.1/hygro, Homep B katasmore V87020;
pcDNA4/myc-His, Homep B kartamore V86320; u pBudCE4.1, Homep B karamore V53220,
KoTopble Bce noctasisitores Invitrogen (Carlsbad, CA.). Jlpyrue miaa3Muabl XOpOIIO H3BECTHBI
CHEeLMAINCTaM B JAHHOW 00NacTH TexHUKH. Kpome Toro, miasMuabsl MOKHO CKOHCTPYHPOBATh
WHIUBUAYAJIBHO MTPU MOMOINU CTAHAAPTHBIX METOIOB MOJIEKYJISIPHON OHOJIOTHH, YTOOB! YIAIUTh
w/nnu nodasuthk crienpduueckue pparmentol JHK.

3aTreM 3KCIPECCHOHHbIE BEKTOPHI HIIM BEKTOPBI TPAHCPHUUUPYIOT WIM KOTPAaHCHHUUHUPYIOT B
NOAXOMAIIYIO KIETKY-MHIIEHb, KOTOpasi OyJeT 3KCIpPeccCHpoBaTh NOJHUIENTHAbL. MeToasl
TpaHC(EKIIUN U3BECTHBI B TaHHOW 00JIACTH TEXHUKH U BKJIIOYAIOT, HO HE OrPAaHIMYUBAIOTCS STHM,

nperunuraipo ¢ocharom kampumsa (Wigler et al. (1978) Cell 14:725), snexTpomnopanuro
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(Neumann ef al. (1982) EMBO J 1:841) u npuMeHeHUe pEareHTOB Ha OCHOBE JUmocoM. [l
SKCIIPECCUH OIMMCAHHBIX B JAHHOM JIOKYMEHTe O€JIKOB MOKHO IMPUMEHSTh OOJBIIOE KOJMYECTBO
CHCTEM  XO3SMH-IKCIIPECCHOHHBIH  BEKTOp, BKJIIOYas Kak MPOKAPUOTHYECKHE, TaK M
sykapuorudeckue kiaeTkd. OHM BKIIOYAIOT, HO HE OIPAHHYUBAIOTCS 3THUM, MHUKPOOPTAaHU3MBI,
Takue Kak Oaktepuu (manpumep, L. coli), TpancpopMupoBaHHBIE PEKOMOWHAHTHBIMH
SKCHpecCHOHHbIMH BekTopamu Ha ocHoBe JIHK Oaxrepmodara wmmm mnasmupnoit JIHK,
COJZIEP>KAIMMH MTOAXOISALIYI0 KOAUPYIOIIYIO MOCIEN0BATENbHOCTD, APOXOKU WIM MULIETTHATIbHbIE
rpulbl,  TpaHCHOPMHUpPOBAHHBIE  PEKOMOMHAHTHBIMH  JPONCKEBBIMH — HJIM  TPUOHBIMH
SKCIIPECCUOHHBIMU BEKTOPaMH, CoIep KaUMHU TIOJX OJISALITY FO KOZUPYIOLIY IO
NOCJIEZIOBATEIbHOCTD, CHUCTEMBI KIJIETOK HACEKOMBIX, HH(PHLUHUPOBAHHBIE PEKOMOMHAHTHBIMH
BUPYCHBIMH SKCIPECCHOHHBIMU BEeKTOpaMmu (Hanpumep, OakyJIoOBUpPYyCa), COAEPKAIIUMHU
NOAXOMAIIYI0  KOAMPYIOLIYIO  IOCJENOBATEIbHOCT,  CHUCTEMBI  KJIETOK  PAcTeHUH,
UHpULPOBaHHBIE PEKOMOMHAHTHBIMH BUPYCHBIMH 3KCIPECCHOHHBIMH BEKTOpPaMH (Hanpumep,
BUPYCa MO3aMKH [[BETHOM KaITyCThI WJIM BUpyca TaOauHOW MO3aMKH) WIH TPAHC(OPMHUPOBAHHBIE
PEKOMOMHAHTHBIMH TUIA3MUIHBIMUA 3KCIPECCHOHHBIMU BeKTOpamu (nanpumep, Ti-Tua3Munbl),
COZEePIKALIMMH  TIOAXOMALIYI0 KOAMUPYIOLIVIO TOCIENOBATENbHOCTD, WM CHCTEMBI KJIETOK
JKUBOTHBIX, BKJIFOUast KJIeTku muiekonuTarommx (Hanpumep, kinerku HEK 293, CHO, Cos, HelLa,
HKB11 u BHK).

B onHOoM BapuaHTe peanusanM  M300pETEHHs] KJIETKA-XO35MH IPEACTaBIseT CoOOM
SYKApUOTUYECKYI0 KJIETKY. B KOHTEKCTe MaHHOro JOKyMEHTa 3YKapHOTHUYECKas KJeTka
OTHOCHTCSI K JIFOOOH JKMBOTHOIM WIM PAaCTUTENIBHOI KJIEeTKe, copepskamei opOpMIEHHOE SIpO.
OyKapuoTU4Yeckue KJIETKM SKUBOTHBIX BKJIIOYAIOT KJETKH IO3BOHOYHBIX, Hanpumep,
MJIEKONIUTAIOLINX, WU KJIETKH OECIO3BOHOYHBIX, HANPUMED, HACEKOMBIX. JYKapUOTUYECKUE
KJIETKH PACTEHWH, B YAaCTHOCTH, MOTYT BKJIOYaTh, 0€3 OTrpaHUYEHUH, IPONKEBBIC KIIETKH.
DyKapuOTHYECKast KJIETKA OTJIMYAETCS OT MPOKAPHOTHUECKOH KIETKH, Hanpumep, OaKTepHH.

B ompeneneHHBIX BapUaHTax peau3alii H300pETeHHs 3y KapUOTHYECKast KJIETKa MPEACTaBIseT
coOOH KJeTKy Miekonuraromero. KieTka MIIEKONHTAIOMIEro MPencTaBisieT coboil Jolyro
KJIETKY, TIOJIyYE€HHYIO OT MJIEKONHUTAOLIEro. KieTki MIeKOMUTA0IUX, B YACTHOCTH, BKIIFOYAIOT,
HO HE OrPaHMYMBAIOTCA 3THM, KJETOYHbIC JUHUM MIJIEKONHUTAIOMNX. B OmHOM BapuaHTe
peanm3anuy U300pETeHUs KJIeTKa MIIEKOITUTAIOIEro NPeACTaBisieT cOO0H KIIETKY uenoBeka. B
APYrOM BapHaHTE pean3aliy H300pEeTEeHHs] KJIETKAa MIIEKOIMTAIOINEro MPEeACTaBisieT coOoi
kierky HEK 293, koropasi mpeAcTaBisieT YelOBEYECKYI0 YMOPHUOHATBHYIO KJIETOYHYIO JIHHUIO
nouek. Knerku HEK 293 noctynnel kak CRL-1533 or AmepukaHCKON KOJUIEKLIMU TUIOBBIX
KyJbTYyp, Manassas, VA, u kak knetku 293-H, nHomep B katanore 11631-017, unu knerku 293-F,

HoMep B karajore 11625-019, or Invitrogen (Carlsbad, Calif)). B HekoTopbIx BapmaHTax
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peanu3aluy M300peTeHHs KJeTKa MIIEKOMUTAIOIIEro TpeacTaBiser coboii knetky PER.C6®,
KOTOpasi MPEeJCTaBIIsIeT YEJOBEYECKYIO KJIETOUHYIO JIMHUIO, TIOJyUYeHHYO U3 ceTdaTku. Kierku
PER.C6® nocrymuer or Crucell (Leiden, The Netherlands). B apyrux BapuaHTax peanu3aLyu
n300peTeHnst KJIeTKa MIIEKOMUTAIOIIEro MNPEeACTaBisieT COOON KIETKYy SHYHUKOB KUTAHCKOTO
xomsika (CHO). Knerku CHO poctymHbl OT AMEPHUKAHCKON KOJUIEKLMHM THIIOBBIX KYJBTYP,
Manassas, VA. (nanpumep, CHO-K1; CCL-61). B npyrux BapuaHTax peanu3anuu H300peTeHus
KJIETKA MJIEKOITUTAIOIIETO MPEACTABIISET COOOM KIIeTKY MOYKH HOBOpOkIeHHOro xomsika (BHK).
Knerku BHK nmoctynmHbl oT AMeEpUKAaHCKOH KOJUIEKLIMM THUIOBBIX KyJbTyp, Manassas, Va.
(nanpumep, CRL-1632). B HeKOTOpBIX BapHaHTaX peaJIU3alUd H300pETeHHs KJIeTKa
MIIeKonHUTaromero npexacrasisier coboit kierky HKB11, xortopas mpexacrasisieT ruOpHIHYIO
kiaerounyro nuHH0 Kietok HEK293 u uenoeuecknii B-knerounoii muauu. Mei et al., Mol.
Biotechnol. 34(2): 165-78 (2000).

VYka3zaHHbBIH COcOO MOKET TOTIOIHUTENIbHO BKITFOYATh 3TAIbl OUUCTKH. Pa3yuHbIe BUIbI STAIIOB

OYHCTKH XOPOIIO U3BECTHBI B TAHHOW 00JIACTH TEXHHUKH.
ITpumepsnr
IIpumep 1. Onucanue npoaykra

rFVIIIFc npencrasisier coOoOH HOATONENWCTBYIOLINM, IOJHOCTBI) PEKOMOMHAHTHBIN Oeok
CJIUSIHUS, COCTOSIIUI 13 uesnoBeueckoro ¢axropa ceeprbiBanus kposu VIII (FVIII), koBanenTHO
cesizaHHOrO ¢ Fc-nomenom yenoseueckoro ummynoraodynuna G1 (IgG1). Yacts ¢akropa VIII B
rFVIIIFc uMeer mepBUYHYI0 aMMHOKHCJIOTHYIO IOCIEAOBATENbHOCTh U MOCTTPAHCISLUOHHBIE
mMoaudukanuu, Kotopsie conoctaBumb ¢ 90 + 80 k/la popmoit paxropa VIII (m.e., ¢ ynaneHuem
B-nomena). Fc-nomen rFVIIIFc copepkut mapuupnyro, CH2- u CH3-o6nactu IgG1. rFVIIIFc
coaepkutT 1882 aMHUHOKUCIIOTHI € MPEANOJaraeéMoll MOJIEKYJSIPHOM MAacCOM, COCTaBJISAIOLIEH
npubM3uTeNbHO 220 KMIIOAATBTOHOB.

tFVIIIFc nonywaror mpu momomu TexHoioruu pexkomOuHantHbix JIHK B uenoBeueckoi
smOpuoHanbHON KierouHor nunnn novyek (HEK), xapakrepucTuku KOTOPO# MHUPOKO U3YUEHBL
Knerounas nunusa oskcnpeccupyer rFVIIIFc B onpeneneHHyr cpeay [Jil  KJIETOYHOIO
KYJIbTUBHPOBAHHUS, KOTOpasi HE CONEPXKUT OENKOB, TMOJYYEHHBIX U3 JKUBOTHBIX HJIH
gyenoBedecknx HCTOYHUKOB. rFVIIIFc oummaror mpu momomm psina Xpomatorpadpuieckux
3TANoB, YTO He TpeOyeT MpHMEHEHHs MOHOKJIOHAJIBbHOro aHTturena. Ilpomecc BkIrO4aeT stam
MHAKTUBALMU BUPYCOB I€TEPr€HTOM M MHOKE€CTBEHHbBIE 3Tallbl 3JIMMHHALIUN BUPYCOB, BKJIOYasI

stan adpuHHON xpomarorpaduu M STan yAepKaHUS BUPYCOB MpH noMomu 15 HMm
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HaHOWIbTpauu. B mporeccax KIETOYHOTrO KyJbTHBHPOBAHUS, OYHMCTKA U IIOJYYEHUS
npernapaTa He HCIIONB3YIOTCS JOOABKHU YEIOBEUECKOT0 UM YKUBOTHOTO IPOUCXOMKIEHUS.
rFVIIIFc otHOCHTCS K (hapMakoTepaneBTHUECKON IPyIIe. KpOBOOCTAHABINBAIOIINE MIPENapaThl,
¢axTop ceeprhiBanus kpoBu VIII. OH npenocrasisieTcss B BUAe CTEPUIIBHOTO, HE COAEPIKALIErO
KOHCEpPBAHTOB, HEMUPOTEHHOTO, JTHO(PHUIM3UPOBAHHOTO MOpPOIIKA Miu TabjeTku oT Oeraoro ao
rpsi3HO-Oenoro mBera anst BHyTpuBeHHoro (BB) BBemeHuss BO (uakoHe s pPa3oBOro
UCIIONIb30BAHMS C NMPUJIATAIOLIMMCS JKUAKUM pa30aBUTENeM B INPEABAPUTEIBHO 3aIOJHEHHON
mmnpune. Kpome rEVIIIFc papmaneBTudeckas KOMIIO3UIUS COAEPIKUT B TIHODHIIH3aTE caxaposy,
XJopua Hatpusi, L-ructumud, Xjopun kambuus u nojucopdar 20 wim momucopbar 80 u
COIEPIKUT CTEPHJIbHYIO BONY Uit MHBbEKUMHA. Kakablii uakoH 1 pasoBOro HCHOIb30BAHUS
HOMHUHaIBHO cogepxur 250, 500, 750, 1000, 1500, 2000, 3000, 4000, 5000 wumm 6000
Mexnynaponusix enuann (ME) rFVIIFc. Tlocme BOCCTaHOBIIEHUS MPEAOCTABICHHBIM
paz0aBuTENEM NPOAYKT COAEPIKUT CIEAYIOINe BCIIOMOTaTeIbHbIE BELIECTBA: Caxapo3y, XJIOPU
Hatpwst, L-ructunun, xnopun kansuus u nojucopOar 20 wu nommcopbar 80 B KOHLEHTPALHSIX,
npuBeneHHbIX B Tabmune 1 wim Tabmuue 2 Hike. @apmaneBTHUECKAs KOMIIO3ULUS TTOJTyYeHa
IUTs1 BHYTPUBEHHOT'O BBEAEHUS TOJIBKO IOCJIE BOCCTAHOBJICHHS.

Kaxxnas ymakoBka comepkut (uakoH mans mopomka (crekyno Tuma 1) ¢ mpobkoi (OyTun) u
OTJIAMBIBAIOIUMCS ~ KOJIMAYKOM  (QIIOMMHUI), 3 MJI pacTBOPUTENs B IPEIBAPUTENBHO
3anonHeHHOM mmpuie (crekno tuna 1) ¢ mopumHeM (OyTui), konmaykoMm (OyTHIIKaydyk) U
CTEPHJIbHBIM aJIanTepoM JJisl (pJ1akOHa B KAUECTBE YCTPOICTBA AJIs1 BOCCTAHOBJICHUS.

TABJINIA 1: Ilpenapatsl rFVIIIFc nocie BoccTaHoB/IeHUS :KUAKUM pa3baBUTeNIeM

rFVIIIFc Caxapo3sa L-ructuaun | Xoopua kanasuusi | Ilonmcop6ar-20

ME/ma* % (mM/00) NaCl (uM) (MM) (MM) % (mM/00)

83 ME/mn 1,33 205 6,64 5.4 0,013
167 ME/mn 1,33 205 6,64 5.4 0,013
250 ME/mn 1,33 205 6,64 5.4 0,013
333 ME/mn 1,33 205 6,64 5.4 0,013
500 ME/mn 1,33 205 6,64 5.4 0,013
667 ME/mn 1,33 205 6,64 5.4 0,013
1000 ME/ma 1,33 205 6,64 5.4 0,013
1333 ME/ma 1,33 205 6,64 5.4 0,013
1667 ME/ma 1,33 205 6,64 5.4 0,013
2000 ME/ma 1,33 205 6,64 5.4 0,013
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TABJIMIA 2: Ilpenapate!l rFVIIIFc nocjie BoccTaHOBJIeHHS sKHIKHM pa30aBuTe1eM

Komvmonent Konnenrpanus
250 500 750 1000 1500 2000 3000 4000 5000 6000
ME/ ME/ ME/ ME/ ME/ ME/ ME/ ME/ ME/ ME/
daaxon | ¢uiaxon | gaakon | ¢uaaxon | paaxon | puaakon | ¢uaxon | guaaxon | puaxkon | paakon
83 167 250 333 500 667 1000 | 1333 1667 | 2000
rFVIIFc* ME/mMa | ME/mMa | ME/ma
ME/Mma | MEma | MEma | ME/ma | ME/ma | ME/ma | ME/mn
Caxaposa 13,3 13,3 13,3 13,3 13,3 13,3 13,3 13,3 13,3 13,3
MI/MII MI/MII MI/MI MI/MII MI/MII MI/MII MI/MII MI/MI MI/MI MI/MI
Xnopuz 12,0 12,0 12,0 12,0 12,0 12,0 12,0 12,0 12,0 12,0
HaTpuA MI/MII MI/MI MI/MI MI/MII MI/MII MI/MII MI/MII MI/MI MI/MII MI/MI
L-ructunuu 1,03 1,03 1,03 1,03 1,03 1,03 1,03 1,03 1,03 1,03
MI/MI MI/MI MI/MI MI/MII MI/MII MI/MII MI/MII MI/MI MI/MII MI/MI
Huruapar
P 0,80 0,80 0,80 0,80 0,80 0,80 0,80 0,80 0,30 0,80
XJIopuaa
MI/MI MI/MI MI/MI MI/MII MI/MII MI/MII MI/MII MI/MI MI/MII MI/MI
KaJbIUsA
IMomcopdar 0,13 0,13 0,13 0,13 0,13 0,13 0,13 0,13 0,13 0,13
20 MI/MII MI/MI MI/MI MI/MII MI/MII MI/MII MI/MII MI/MI MI/MII MI/MI

*2(PexrurOCTs (ME) OmMpeesMroT NpH MOMOIIK XPOMOTCHHOTO aHaym3a EBponeiickoil (papMakonen MpoTHB

BHYTPEHHETO CTaHAApTa, KOTOPBIH oTHOCUTCS K cTanaapty BO3. Cnemuduieckas akrusrocTs 1F VIIIFC cocrasmer 4000-

10000 ME/Mr 6emnxa.

[Tpumep 2. CiocoO nosryueHus npernapara

JlexapcrBennplii npoaykt rFVIIIFc npencraBinsier coOoil cTepuiIbHBIN JTHODHIN3HPOBAHHbIA
MOPOIIOK JJIi HWHBEKIHM, MpenHa3HAa4deHHbI sl BHYTPUBEHHOro BBeneHus. K Hemy
NPUJTAraeTCsl aCENTUYECKU 3aMOJIHEHHbIE (DJIAKOHBI IJIs1 OJHOPA30BOTO MCIIOJIB30BAHMS, KOTOPbIE
HOMUHAJIBHO cozepskar 250, 500, 750, 1000, 1500, 2000, 3000, 4000, 5000 u 6000 ME Ha
¢baakon. @nakonsl npeacrapisitor codoit 10 ma USP/Ph. Eur. ¢nakonsl u3 crekia tuma |1,
3arnevyartaHHble 20 MM TOKPBITON Te(IOHOM JTHO(PIIN3AMOHHON MPOOKOH M3 OyTHiKaydyka U
AFOMUHHUEBBIM OTJIAMBIBAIOIIUMCST KoJmadkoM. Jlo nuoduim3anuyi HOMUHAJNBHBIA 00BEM
3amoNHeHus, npenHasHadeHHbt it 250-6000 ME ¢uakonos, cocraenser 3 mu. CocraB
BCTIOMOTATEJIbHBIX BEIIECTB B Mpenapare A0 JUOGHUIN3ALNHA OCTAETCS OHUM U TEM K€ Uil BCeX
JO3UPOBOYHBIX KOHIEHTparuil. [Topommok aisi MHBbEKIUH BOCCTAHABIMBAIOT 3 MJI pa3baBUTEIs,

conmepikallero CTePWIbHYK) BOAY Ui HWHBEKIMI W TOCTaBJIIEMOTO B  CTEPUIIBHOM

npeaABaApUTECIIbHO 3alIOJTHCHHOM LINIPULIE.
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CocTaBbl pacTBOPOB JIEKAPCTBEHHOT'O MPOAYKTA 0 JHopuausanuu npencrasieHs! B Tabmuie 3.
CocrtaBbl JIeKapCTBEHHBIX MPOAYKTOB IMOCE BOCCTAHOBJICHUs MpeacTasyieHbl B Tabmume 1 wumm

Tabmune 2. (ITpumep 1).

TABJIMIA 3: Konuentpauuun komnonenTos npenaparta rFVIIIFc no inopuansanuu

Konnenrpamms
250 500 750 1000 1500 2000 3000 4000 5000 6000
Kommnonen
ME/ ME/ ME/ ME/ ME/ ME/ ME/ ME/ ME/ ME/
T
dunaxo | puaxon | puaaxkon | ¢puakon | guaxon | guiakon | guakon | puakon | puaakoH | QUIakoH
H
150 287.5 431,25 575 862.5 1150 1725 2300 2875 3450
rFVIIIFe | ME/mn | ME/ma* | ME/ma* | ME/Ma* | ME/ma* | ME/mn* | ME/mor* | ME/mn* | ME/ma* | ME/Ma*
>x< # * ® ® ® * * s *
Caxapo3za 20,0 20,0 20,0 20,0 20,0 20,0 20,0 20,0 20,0 20,0
MI/MJI MI/MII MI/MII MI/MJI MI/MII MI/MII MI/MII MI/MII MI/MJI MI/MII
Xnopuzg 18,0 18,0 18,0 18,0 18,0 18.0 18.0 18.0 18.0 18.0
HATpHUA MI/MI | MI/mi MI/MI MI/MI MI/MI MI/MIT MI/MII MI/MIT MI/MI MI/MIT
L-ructumuu | 1,55 1,55 1,55 1,55 1,55 1,55 1,55 1,55 1,55 1,55
MI/MJI MI/MJI MI/MI MI/MJI MI/MJT MI/MJI MI/MJI MI/MJI MI/MII MI/MII
Juruapar
P 1,18 1,18 1,18 1,18 1,18 1,18 1,18 1,18 1,18 1,18
XJIOpuzaa
MI/MII MI/MJI MI/MI MI/MJI MI/MJT MI/MJT MI/MJT MI/MJI MI/MII MI/MJI
KaJbIUs
ITommcopba 0,2 0,2 0,2 0,2 0,2 0,2 0,2 0,2 0,2 0,2
T 20 MI/MII MT/MII MT/MJI MI/MII MI/MI MI/MI MI/MIT MI/MII MTI/MJI MT/MII
Boga ans
Js momyueHnst 1 v *%*
HHBEKIHH
O0BeM
2,0Mmx | 2,0 M 2,0 ma 2,0 M 2,0 M 2,0 M 2,0 M 2,0 Mt 2,0 M 2,0 M
3AIOJTHCHHS

* 20% W3IUIICK BKIFOUCH B ciydac KoHueHTpauun 250 ME/(makoH, 4ToOBI rapaHTHPOBATh, YTO MOCIC H3MCHCHHH B
TpoTIecce MPUTOTOBJICHHS H HCCICAOBAHMSA BO (DIIAKOHE MPUCYTCTBYET MO MEHBIICH Mepe HOMHHATbHAS KOHICHTPAIIHS.
** 15% w3mmInex BKIIFOYEH B ciydae KoHueHTpauni 500-6000 ME/(prakoH, 4TOOB TapaHTHPOBATH, YTO MOCIC
H3MCHEHHH B MPOLIECCE MPHTOTOBJICHIS M HCCICAOBAHNSA BO (DIAKOHE MPHUCYTCTBYET MO MCHBINCH MEpe HOMIUHATBHAS
KOHICHTPALHSL.

*4* YV angercs mpu THO(BpHITH3ALAH.

ITpumep 3. lo3upoBka u criocod Beenernst/Criocod pacuera Ha4aIbHON pacue€THOMN J103bI

tFVIIIFc mnpencraBmsier coboif  aHTUreMopuiIMUecKHi (akTop AJIUTENTBPHOrO AEWCTBUS
(pexOMOMHAHTHBIN), Ha3Ha4yaeMblii B3poCHbIM M AersM (=12 ner) ¢ remopummedn A

(BposknenneiM nedpururom ¢akropa FVII), nanpumep, nnsi KOHTPONs M NpenoOTBpAIlEHUsS
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SMHU307I0B KPOBOTEUEHHUS, CTAHAAPTHON NPO(HIAKTHUKU A MPEAOTBPALICHUS WM CHUKEHHUS
YacTOThl SMU30/I0B KPOBOTEUEHHs] M NEPUOINEPALMOHHOIO BEOEHHUs (XUPyprudeckoi
IPOPHIAKTHKH).
Hozuposanue rFVIIIFc mokeT ObITh pacCUMTaHO Tak, KaK OMHCAHO B AAHHOM IIpUMeEpe, HO
TaKk€ MOXKET OBbITh OMpPEAEICHO MPU MOMOIIH CTAHAAPTHBIX TECTOB, TAKUX KAK METOJbI aHATIH3a
axtuBHocTH FVIIL, onucaHHble B pyroM MECTe JAHHOTO JOKYMEHTA.
Oxwupnaercs, uro 1 ME rFVIIIFc Ha Kr maccel Tejla yBEIUYUT YPOBEHb LHUPKYJIUPYIOIIETO
dakropa VIII B 2 paza [ME/mn]. Beuto nokasano, uro rFVIIIFc uMmeer yBenndYeHHbIN MePUOA
TIOJTy BBIBEZICHHSI U3 LIUPKYJISILIAH.
Tak kak papMakOKUHETHYECKHE (Hanpumep, EPUON TOTyBBIBEICHUS, i1 ViVO BOCCTAHOBIICHHE)
U KJIuHU4YecKkue oTBeThl nauueHToB Ha rFVIIIFc MoryT BappupOBaThCs, OXKUAAEMOE i ViVvo
UKOBOe yBennueHue yposHs ¢akropa VII, BeipaxkenHoe B ME/nn (wnu B Bune % OT HOPMBI),
WM HEOOXOOMMYIO 103y MOJKHO PaCCYMTATh MPH ITOMOIIHU CIEAYIOMHX (opmMyr:
ME/nn (wnu % ot Hopmbl)=[obmas no3a (ME)/macca tena (kr)] x 2 (ME/nn na ME/kr)
nJin
Ho3za (ME) = macca tena (kr) x HeoOxogumoe nossimenue paxropa VIII (ME/nn wiu % ot
HopMbl) X 0,5 (ME/kr nHa ME/nn)
Cnenyromyro Tabmunyy (Tabnuma 4) MOXHO TIPHMEHSATh B KaueCTBE PYKOBOACTBA IO
JO3UPOBAHUIO B CIIy4ae 3MM300B KPOBOTEUEHHUS:

TABJIMIIA 4: Pykosoactso no nosuposanuto rFVIIFc ans neuenus kpoBoTeueHUH
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Heo0xoaumpli ypoBeHb
Ho3a
TskecTh KpOBOTEUECHHUS (axropa VIII (ME/kr)/YactoTta
(ME/gn nau % ot
A03UpOBaHus (4)
HOPMbI)

Caaboe u ymepeHHoOe 40-60 20-30 ME/kr
Hanpumep: cycrassl, IToBTOp Kaxnavie 24-48
MIOBEPXHOCTHbBIE 4acoB JI0 yCTPaHEHUs
MBIIIILBY/0e3 pucKa uIs KPOBOTEUEHHUS
HEPBHO-COCY AUCTOMN
cUCTEMBI (3a
UCKJTFOUEHHEM
MOAB3A0LIHO-TIOSICHUYHOM
MBIIILIBI), TIIyOOKHE PaHbI
Y TIOYKH, TIOBEPXHOCTHBIE
MSITKHE TKaHH, CIIU3UCTHIE
000JIOUKH
OO6mupHoe 80-100 40-50 ME/kr
Hanpumep: noas3aomHo- ITosTop Kaxabie 12-24
MIOSICHUYHBIE U TITyOOKHe 94acoB 10 YCTPAHEHUS
MBIIIIBI C TOBPEXKICHUEM KPOBOTEUECHHS
HEPBHO-COCY AUCTOMN
CUCTEeMBbI W OOJTBIIOH
KPOBONOTEPEH,
3a0pIOLTMHHOE
npoctpancTso, LIHC,
TOpJIO U LIes], XKeJyJOUHO-
KHUIIEYHBIN TPAKT.

IIo matepuanam WFH 2012

ITocnenyromue AO3UPOBKH U TMPOJOJLKHUTENBHOCTb JIEUEHUS 3aBUCSIT OT WHAMBHUIYAJIbHOTO
KJIMHUYECKOro OTBeTa, TsokecTr Aeduunta pakropa VIII u Mecta u CTeNIeHH KPOBOTEYEHUSI.
Cnenyromyrwo Tabmunyy (Tabnuna 5) MOKHO TIPUMEHSATh B KadeCTBE PYKOBOACTBA IO
JO3UPOBAHUIO B CIy4ae MEPUOTIEPALIMOHHOTO BEACHUS (XUPYPTrUIeCKOH MPOPUITAKTUKHN):
TABJIMIIA 5: PykosoactBo mo amosupoBannto rFVIIFc ans mepuonepalliOHHOTO BEIECHUS

(xupypruyueckoi mpoQHIaKTHKH)
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Llenesoit ypoBeHb
Tun xupypru4eckoro ¢axkropa VIII flosa
(ME/kr)/Yacrorta
BMeELIATEJIbCTBA (ME/aa unu % ot
A03UpOBaHuUs (4)
HOPMbI)
MauJioe 50 -80 25-40 ME/kr
Marnble onepauuuy, OnHoit uHY3UH MOKET
BKJIFOYAs! yAJICHUE OBbITb TOCTATOYHO.
3y00B 0€3 OCIOKHEHUH IToBTOp Kaxable 24 yaca
pU HEOOXOTUMOCTH ISt
KOHTPOJIsI KPOBOTEUEHHUSI.
O0mupHoe 80 -120 HauanbHas
JoonepaloHHast 1032 B
OOwmpHBIe onepanuy, 40-60 ME/kr ¢
BKJIFOYAs MOCJeAY o LIEeN
BHYTPHOPIOLIHBIE, MOBTOPHOM 10301 B 40-
XUPYprus no 50 ME/kr gepes 8-24
3aMeILEHHUI0 CYyCTaBOB 4acOB U 3aTEM KaxJble
24 qaca nns
MO IePIKAHUS
aktuBHoctu FVIII B
npezenax 1ejJeBoro
Arana3oHa.
rFVIIIFc umeer
OoJbIINI TIEPUOA
TIOJIy BBIBEZIEHHS, YEM
NPOAYKTHI TUIA3MEHHOTO
U pEKOMOMHAHTHOTO
FVIII (Cwm. ITpumep 5)

Jlis craHmapTHOUM TPOUIAKTHKU peKoMeHayemoi cxemoi siisercs 50 ME/kr xaxkabie 3-5
nHeit. Jlo3a MokeT ObITh CKOPPEKTHPOBAHA HA OCHOBAHUM OTBETA MALIMEHTA B AUamna3oHe 25-65
ME/xr.

JLis exxeHenenbHON NPOPUIAKTHKY peKOMEHIyeMast 103a coctaiisieT 65 ME/kr.

rFVIIIFc mpoTuBONOKa3aH NalMEHTaM, y KOTOPBIX HAOMIOAANCh TSDKEJbIE aJUIePrHYecKue
peakuuy, BKJIOYas aHAQWIAKCHIO, HAa NPOAYKT MM €ro KOMIIOHEHTBl. B KIMHMYECKHX
UCCIIEIOBAHMAX TSDKEINBIX AJUIEPTHUECKUX Peaknnui He HaOJIoNaiH; OIHAKO, U3BECTHO, YTO OHH
BO3HHKAJIU NP MPUMEHEHUH APYTuX (HakTopoB s 3amerneHus paxropa VIIL

Knuanueckuii orser nHa rFVIIIFc woxer BapbupoBathesa. Eciaum kpoBoTeueHne He
KOHTPOJIUPYETCA IpPU IOMOIIM PEKOMEHAYEMOW M03bl, MOXKHO OIpPENENUTh IUIa3MEHHBIN
ypoBeHb (aktopa VIII wu BBomuth noctarounyro no3y rFVIIIFc, urobsl moctuyb
yIOBJIETBOPUTENBHOTO KIMHUYECKOro oTBeTa. Ecnu mmasmeHHbll ypoBeHb (akrtopa VIII y

NnanveHTa HE MOBBIIIACTCA, KaK OKUAAJIOCh, HJIN €CJIN KPOBOTCUCHHUE HE KOHTPOJIMPYETCs ITOCIJIC
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Beenenuss rFVIIIFc, crnenyer paccMOTpeTp  BapHMaHT  NPUCYTCTBHSL ~ WHTHOMTOPOB
(HEeHTpaNM3yIOLINX AHTHTENI) M MPOBECTH COOTBETCTBYIOLINE HCCIENOBAHUA. Y IALMEHTOB,
kotopbie mpumeHstoT rFVIIIFc, MoxkHO oTciexuBarh nosiBieHne MHruouropos ¢akropa VIII
IpU TOMOINM COOTBETCTBYIOIIMUX KJIMHUYECKUX HAOMIOAEHUII U J1a0OpaTOpPHBIX TECTOB,
W3BECTHBIX CIIELUAIICTAM B JAHHOM 00J1aCTH TEXHUKH.

ITpu HaMMUUK KIIMHUYECKUX MOKA3aHMH MOYKHO OTCJIEIKUBATh YPOBHH aKTUBHOCTH (akTopa VIII
B IJIa3M€ KPOBU MALMEHTA, Hanpumep, NPU MOMOLIY OJHO3TAMHOIO aHajIu3a KOaryJaupyroLen
AKTUBHOCTH, JUIS TOATBEPXKACHUS TOrO, YTO OBUIM IOCTHTHYTBI M COXPAHSIOTCS aJ€KBATHbIC
ypoBHu (akropa VIII. JIOMOJHUTENBHO MOKHO OTCJIEKUBATH TMOSBIIEHHE B IJIa3Me€ KPOBHU

nanyeHTa UHruoutTopos daxropa VIIL

ITpumep 4. Knmuanueckoe uccnenoBanne Gpasbl 3 peKOMOMHAHTHOTO MPOAYKTA CIIUSHUS (PakTopa
VIII u Fc ¢ yBenmuueHHBIM niepruoaoM nonyBbiBeeHus (uccienosanue « A-LONG»)

Obwee onucanue uccieoosanus A-LONG

s uccnenoBannst A-LONG Ob110 otoOpaHo 165 B3pOoCibIX MALMEHTOB B BO3pacTe OT 12 et u
bonee. B uccnenoBannn A-LONG ObUIO TpH TIpyHmbl JICYEHUS: WHAWBHAYAJIM3HPOBAHHAS
npoduIakTHKa, eXeHeneabHas NpoQIIaKTHKA U SMH30AnYecKoe (10 HEOOXOIUMOCTH) JIeueHue
(rpymmet 1, 2 u 3, coOoTBETCTBEHHO). J1J1s1 OTAENBbHON MOATPYIIITEI MAITHEHTOB U3 TPYII JICYSHUS
rFVIIIFc paccunthiBamyu A NEPUONEPALIMOHHOTO BEASHUs MALEHTOB, KOTOPBIM TpeboBaiach
o0IMpHast XUPYpPrudeckasi Oonepanus BO BpeMst HCCISTOBAHMSL.

Bcero uccnenoBanue Obuto 3aBepuieHO i 92,7 NMPOLEHTOB NALMEHTOB. PeKOMOWHAHTHBIN
FVIIIFc B menom okasajics XOpOLIO NEPEHOCHMbIM. Y MAlMEHTOB, KOTOPbIE BCE MEPELUIN C
KOMMEPYECKH NOCTYITHBIX poaykToB (akTopa VIII, He Obu10 BhIsiBIEeHO MHrHOUTOpOB rFVIIIFC
u He ObUIO 3aUKCHPOBAHO Ciy4aeB aHapUIAKCUU. ABTOpaMH H300peTeHUs: He ObLIO
O0OHapY KEHO CepPhe3HBIX HEXKEATEIbHbIX SIBJCHUHN, CBA3aHHBIX C JIEKAPCTBEHHBIM MPETAPATOM.
Haubonee pacnpocTpaHEeHHBIMH HEXENATeIbHBIMU SIBICHMSIMA (YacTOTa TMOSIBJIEHUS >5
NPOIIEHTOB), KOTOpPbIE€ BO3HUKAIM IIOCIE TMEPHOAa MEPUONECPALIMOHHOTO BENEHHs], OBLIH
Ha30()apUHTHUT, apTPAJITHUs, TOJOBHAS O0JIb M MHPEKLUS BEPXHUX AbIXaTEIbHBIX Ty TEH.
Menuannble (cpenHue) romoBble Mokaszatenu dvactorbl KpoBoredenmid (I'TIUK), Bkirouas
CIIOHTaHHbIE W TPaBMAaTHYECKHE KPOBOTeuUeHWs, cocraBuan 1,6 (2,9) B rpymnme
UHIUBUAY ATU3UPOBAHHON mpoduiakTuky, 3,6 (8,8) B rpymme exxeHenenbHOH MpOPUIAKTUKA U
33,6 (37,2) B rpymnme SMNU30AMYECKOrO JieUeHWs. B rpynme WHAMBHIYaIH3UPOBAHHOM
npoQUIAKTUKH MEIHAHHBIM HHTEpBaJl NO3UpOBaHMsA coctaBui 3,5 aHsa. Ha mnporsokenun

nocnegHux 3 MecsueB  ucciaenosaHus 30 MPOLEHTOB — MALMEHTOB B IPYyIIe
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WHIUBUAYAIN3UPOBAHHONW MPOQUIAKTUKHA JOCTHUIJM CPEIHEro HWHTepBaja JO3MPOBAHUS,
COCTAaBJIAIOLIETO IO MEHbLIEH Mepe 5 THEH.

KoHTponb KpOBOTE€YEHUH OLIEHUBAIN Y BCEX MALUEHTOB, Y KOTOPBIX BO BPEMsl MCCIENOBaHUS
HaOMoanM  3MM30Abl  KpoBoTedueHuil. Bcero 98 mpoleHTOB 5Mu3010B  KPOBOTEUEHUIT
KOHTPOJIMPOBAJIUCH MPU NOMOIIM OAHOM unu 1ByX unbexuuii rFVIIIFc.

Kpome Ttoro, rFVIIIFc oueHuBanmu B ciay4dae NEPUONEPALMOHHOIO BEeACHHs 9 MaLUEHTOB,
KOTOPBIM TPOBOIMIIM O OOWIMPHBIX XUPYPrHYECKUX omepauuid. Jledamue Bpaydl OLIEHUIN
remoctatiueckyro s¢dexrtuBHocts rFVIIIFc kak mnpeBocxomHyr wuim Xxopomyr B 100
MIPOLIEHTAX 3TUX ONEPALUiL.

A-LONG Bkirouano nposenenue (apmakokunerudeckoro (®K) ananmmsza rFVIIIFc nns Beex
NALUEHTOB B HCCIeAOBaHUU. B onpeneneHHoN NpOTOKONIOM MOATPYIIE MAallMeHTOB, B KOTOPOU
npoBoawnu  MacmTabHelii  otbop @PK mpol, npuONU3UTENBHBIH KOHEYHBIH IMEPHOX
nonysbiBeaeHus rFVIIIFc cocrasun 19,0 yacoB mo cpaBHeHuto ¢ 12,4 vacamu aist ADVATE®
[aHTHTrEMOMITNIECKHI dbakTop (pexOMOMHAHTHBIN), METOJ oe3 MIPUMEHEHUs
I1a3Mbl/anbOyMHUHA], YTO corjacyercs ¢ pe3yJbTaTaMH, TIOJyYeHHbIMH B ¢asax 1/2

uccnenosanus rEVIIIFc.
06 uccneoosanuu A-LONG u npozpamme rFVIIIFc

A-LONG mnpencrasisio co0oit riiodaapbHOe, OTKPBITOE, MHOTOLIEHTPOBOE HCClieoBaHUue (a3bl
3, B KOTOpPOM oOLeHHUBaIU 3P (PEeKTUBHOCTb, 0€30MacHOCTb M (HapMAKOKUHETUKY BBOAMMOIO
BHyTpuBeHHo rFVIIIFc. Mccnenosanue O6bu1o pazpadorano miis Toro, yrodsl ouenuts rEVIIIFc B
KOHTpOJIE W  TPEJOTBPAINEHHMM  KPOBOTEUEHMH,  CTAaHOAPTHOM  NPOQUIAKTHKE U
MEPUOTIEPALIMOHHOM BEIEHWHM B Ciyd4ae mnaiueHToB ¢ remodummueir A. B A-LONG Obuin
BKJIFOUEHBI 60 IIEHTPOB JieueHus: remopuianu B 19 cTpaHax Ha 6 KOHTUHEHTaX.

B uccnenoBannu A-LONG 6but0 Tpu rpymmsl jtedenus. B rpynne 1 (MHAMBHIYaTHM3UpPOBAHHAS
npodunaktuka, n = 117) manmentoB neunnu npu nomoumwm 25-65 ME/kr rFVIIIFc ¢
UHTEPBAJIOM, COOTBETCTBYIOIIMM OT K&XIObIX TpPeX JO0 TWSTH JHEH, KOTOpbId Obll
WHIUBUAYIN3UPOBAH Ul TOANEPKAHHUS OCTATOYHBIX YPOBHEH (hakTopa, AOCTATOYHBIX IS
NPEOTBPALIEHNs KpoBOTeUeHHs. B rpymme 2 (exeHenenbHas mNpoQuiakTuka, n = 24),
MAUEHTOB JICYIJIN TIPU TIOMOLIH €XEeHENeNbHON 103bl, cocTaBisomeii 65 ME/kr. B rpynme 3
(srim3onmuueckoe sedeHre, n = 23), narueHTsl noyJainn snusoandeckoe nedenne rEVIIFc mpu
HEOOXOIUMOCTH B Cllydae KPOBOTe€UeHHMs. [t onpeneneHHON MOArpyIIbl MAHeHTOB U3 TPy
neuenus rFVIIIFc onenuBanu B ciay4ae XUPyprudecKOU CUTyaluu.

ITepBuunbiMu  mapamerpamu  3(dexTuBHOCTH  OBUTM  TOJOBOW  MMOKAa3aTelb  YaCTOThI

KPOBOTEUEHMM JUI KaXAOro MNauMeHTa B Ipynmne | 1o CpaBHEHHIO C TIpynmou 3 u
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dapmakokuneruka rFVIIIFc mo cpasrenuto ¢ rFVII (ogHO3TamHbIA aHATN3 KOAryJIHPYOLIEH
AKTUBHOCTH [aKTUBHUPOBAHHOE YAaCTHYHOE TPOMOOIIACTUHOBOE BPEMsI| M XPOMOT€HHBIH aHAJIH3,
OTKaJMOPOBAaHHBI OTHOCHUTENBPHO HOPMAJIBHONW YeJNOBEYECKONW OTAJOHHOW IUIa3Mbl  C
3¢ $EeKTUBHOCTBIO, COOTBETCTBYIOLIEHN CcTaHIapTaM Bcemupnoit Opra’u3anuu
3npaBooxpaHeHus). KoHeunble mnokasarenu O€30MacHOCTH BKJIKOYAIM YaCTOTY MOSIBJICHUSI
HE’KeJIaTeNIbHBIX SIBJICHUH U mosiBieHne nHruoutopos (HuiiMereH-monnpuuupoBaHHbIl aHAIN3
bere3na) y mauueHTOB, MCCIENYEeMbIX Ha MPOTSDKEHUHM 10 54 Henenb. BTopudHbIE KOHEYHbIE
nokasarenu 3¢ dextuBHocTr Bitoyanu [ TTUK B rpynmne 2 no cpaBHEHHIO ¢ TPYIIOH 3, TOAOBOM
MOKAa3aTeNlb YaCTOThl CIIOHTAHHBIX CIy4YaeB KPOBOTEYEHHS U CIIy4aeB KPOBOTEUEHMs B CyCTaBBI
JUIsL KQKJOTrO MAallMeHTa, KOJIMYECTBO WUHBEKUUN M A03Y, NPUXONSINYIOCS HA UHBEKLUIO, IS
YCTPAaHEHUS] KPOBOTEUEHHs, a TaKXKe OLIEHKY aBTOPOB H300peTEeHHs] OTBeTa TalMeHTa Ha
XUPYpPruueckoe BMemarenbcTBO ¢ npuMeHeHueM rFVIIIFc no mkane OTBETHOrO KPOBOTEUYEHUS
(TONBKO B Ciy4ae MOATPYIIIBL, B KOTOPOH MPOBOMMIIA XHPYPrHYECKOE BMEIIATENLCTBO), OTBET
Ha JIeYeHHWEe OHNU3010B KpoBoTeueHnd u QapmakokuHetuky rFVIIIFc mo cpaBHeHuio ¢
ADVATE®. He ssnsomuecs HefiTpanusyromumu adtutena (NNA) OLEHMBATM MeTOIOM
aHaJIM3a Ha OCHOBE DJJIEKTPOXEMWIIOMUHECLUeHUUH ¢ npumeneHueM aHTu-rEVIIIFc
CBSI3BIBAKOLIErO AHTUTEIA.

Texymme xknunnueckue uccnenoBanus rEVIIFc sxmouaror nccnenoBanus Kids A-LONG u
ASPIRE. Kids A-LONG mnpencrasisier coO0i OTKpbITOE HUcCienoBaHue ¢pasbl 3, MPOBOAUMOE C
NpeABApUTENbHO MPOIIEALTUMH JIeueHHe NeTbMU ¢ remodumei A B Bo3pacte no 12 ner, B
KoTopoe axkTHBHO HaOmuparoT mnauueHToB. ASPIRE mnpencrasmser coboit  moarocpodHoe
OTKPBITOE HCCIIEJOBAHHE, MPOBOAMMOE ISl MALMEHTOB, Ui KOTOPHIX OBLIO 3aBepIIEeHO

uccienosanre A-LONG, unu 17151 KoTopbix ObLIO 3aBepiieHo uccienosanne Kids A-LONG.

Jusaitn ucciedosanun A-LONG

Huzaiin: robambHOE, OTKPBITOE, MHOTOLIEHTpOBOe wuccienoBanue ¢asbl 3. IIpoTokon
UCCNeOBaHMsl ObUT YTBEP)KAEH MECTHBIMH ODKCIEPTHBIMHA COBETAMH OPTaHU3ALMid B Cliydae
KaXX0H MPUHUMAKOLEel yyacTHe OpraHu3alliM, a UCCIeOBaHue NMPOBOJWIN B COOTBETCTBUHU C
PYKOBOACTBOM IO HAJJIeKalled KIWHUYECKOW MpakThke MexnyHapomaHOH KOH(epeHINH Mo
rapMOHM3ALUH.

Hemn: Ouernth 3PPEKTUBHOCTH M OE30MACHOCTh BBOJUMOIO BHYTPHUBEHHO O€NKa CIHSHUS
dakropa VI ¢ Fc¢ (rFVIIIFc) B kOHTpoJie M MPEAOTBPAINEHUU SMHU30JI0B KPOBOTECUEHUA,
CTAaHIAPTHON MPOQHUIAKTUKE U MEPUOTIEPALIMOHHOM BEIEHUU B CIy4ae WHAMBHIOB C TSDKEJOH
¢dbopmoii remodru A.

KirouyeBbie KpuTepuu BKJIIOYEHHUS:
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My:x4una

Bospact >12 ner u macca no menbiuen mepe 40 kr

Hannume numarnosza tspkenodt ¢opmbl remopumuu A, ompenensemonn kak <1% (<1 ME/mn)
aKTUBHOCTH »HoreHHoro ¢gaxropa VIII (FVIII)

ITarmentsr, panee mnpoxonusiuue sedenue (IIPITJI): wmcropus, Bkmouaromas >150 panee
3aJOKyMEHTHPOBaHHBIX AHeH npuema ([II1) moboro umeromerocst B mpoaa)xe Ha CErOIHSIIHUN
nenb npoaykra FVIIL, mnpoxoxknenue mnpoduiakTvkud > 2 pa3 B HENEN C MPUMEHEHHEM
npoaykta FVIII (tonbko mist rpymmel 1) wim > 12 criiydaeB KpOBOTE€YEHHH 3a mocienHue 12
MECSIIIEB B SITU30JUYECKOM PEKHME.

OtcyTcTBHE Ha JAaHHBIA MOMeHT/B mnpouuiom wuHruouropos FVIII ¢ omnpenensemoit
AKTUBHOCTBIO.

OtcyTcTBHE HUCTOPUM HANIWYHMs HMHCHOUTOPOB MM HMCTOPUH TOSBICHUS QJUICPTHH  HIIH
aHauIakcuu, CBsI3aHHOH ¢ BBeZeHNEM Kakoro-nnoo npenapara FVIII win nmmyHornoOymHa.
Bce cyOpekThl (MM WX OMEKYHBl B CiIydae HECOBEPIIEHHOJETHHUX) Jajld MHCbMEHHOE
UH()OPMHUPOBAHHOE COTJIACHE NIepeNl yUaCTHEM B UCCIIEIOBAHNU.

I'pynnei jgeuennsi: [logpobHocTu nu3aitna uccienosanust A-LONG onmcaHbl HIKE.

I'pynne 1 (vHOuBUAYyanu3upoBaHHas npoduiakTuka) BBoamn 25-65 ME/kr kaxnpie 3-5 nHeit
(c MakcHUMaJbHBIM S-THEBHBIM MHTEepBajJoM no3upoBaHusi). CyOBeKTOB JE€UMIN HadajJbHON
nozoit 25 ME/kr va 1 nenp u 50 ME/kr Ha 4 neHb, KOTOPYIO BIIOCIEACTBUU KOPPEKTUPOBAIIH,
4TOOBI TOJNEPKUBATh OCTAaTOYHbIE YPOBHU (PAaKTOpa, AOCTATOYHBIE I TNPENOTBPAILEHUS
KpOBOTeYeHUs. J[OMOJHUTENbHBIE KOPPEKTUPOBKU 03B! IJI JOCTH)KEHHUS LIEJIEBbIX OCTATOYHbIX
ypoBHeii, cocraBisromux oT 3 mo 5 ME/mn, nonyckamu depes 7 Hemenb, €Ciu y CyOBeKTa
HaOJIF01AJI0Ch >2 YMEPEHHBIX/CHIIbHBIX KPOBOTEYEHUH HA MPOTSKEHUH YYETHOTO 8-HEIeTbHOrO
nepuozna; ot 10 go 20 ME/kr rFVIIIFc (uenp — 20-40 ME/nn FVIIl) ans He3HAYMTENbHBIX
snu30n0B KpoBoreuenwit; or 15 mo 30 ME/kr rFVIIIFc (uenp — 30-60 ME/nn FVIID) nns
SMHU30I0B KPOBOTEYEHUH OT YMEPEHHBIX 10 CHIbHBIX; OT 40 no 50 ME/kr rFVIIIFc (uens — 80-
100 ME/nn FVIII) nnst 51130108 KPOBOTEUYEHUN OT CHJIBHBIX JIO COCTABIISIOIUX YIPO3Y JKU3HU.
I'pynne 2 (eskeHemenbHasi mpoduiakTrka) BBoamin no3y 65 ME/kr. CyObektoB nedmmu 65
ME/kr onuH pa3 B Hefenmo 0e3 KOPPEKTHPOBKH A03bI UJIM HHTEPBAJIA TO3UPOBAHMSL.

I'pynmne 3 (snmusommueckoe [mo HeoOxomumoctu| nedenne) sBonuiu 10-50 ME/kr. CyObekTsI
noJyqanu snusonudeckoe geuerne rFVIIIFc mpu HeoOxonuMocT B ciiydae KPOBOTEUEHHUS.
bruta coznana noarpynna nepuonepauoHHoro seaeHus. B sroii noarpynne rFVIIIFc BBoannu
70 Y TOCJe XHUPYPrUYECKOro BMEIIATENbCTBA B MOATPYIIIE MALMEHTOB, KOTOPBIM TPeOOBaJIOCh
NpoBeNeHNe OOIMHUPHON XUPYPrudecKoil onepanuy BO BpeMsl UCCIe0BaHusA. B Xupypruueckyro

NOATPYIIly MOIJIM BXOAUTH CyOBEKTHl U3 000N rpynmel jedenus. Kpurepum ortGopa:
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HEOOXOAMMOCTh OOLIMPHOTO XUPYPTHUYECKOro BMmemareabcTBa, >12 mneir mpuema rFVIIIFc ¢
OTPULIATEJIbHBIM TUTPOM HMHTHOHTOPOB IOCHE 3TOrO MEPHOAAa U Ha MPOTSHKEHUU 4 HENeNnb N0
XUPYPrUYECKOro BMEIIATENbCTBA, U MPOBEACHUE MO MEHblIeH Mepe yckopeHHoro ordopa ®K
npoO.

Bce cyObexTsI (32 HCKIIFOUEHHEM MOATPYHIbI ¢ nocienosarenbHoi @K) nmpoxoammu orbop @K
npo6 no muabekuuu rFVIIFc u Bmiote 10 96 4acoB mocie MHBbEKLUH B COOTBETCTBHH CO
cxeMoit: o uHbekiuy, depe3 30 (+3) munyT, 3 vaca (+ 15 munyT), 72 (+2) yaca (nesHp 3) u 96
(+2) yacoB (neHb 4) OT HavaIa HHBEKLIUH.

IIpoBonumu oueHky (apmakokuneruku (PK). st Bcex cyObEeKTOB BO BCEX IPyIax MPOBOIUIN
HayanbHy0 oueHky ®K nocne nepsoii posel rFVIIIFc. Iloarpynna nanuenTos u3 rpynmsl |
OblJIa TpUIHCaHA K YCTAHOBJIEHHOW MPOTOKOJIOM MOATpyIe ¢ mocienoBareabHo @K, 4ToObI
cpaBHUTh B auHamuke crabmwibHOCTh @K  cBoticte rFVIIIFc ¢ cooTBeTcTByMOIIEH
XapaKTepPUCTHKOH pekombuHanTHoro ¢akropa VIII (rFVIII, ADVATE® [anTuremopummyeckuii
¢dakTop (pekOoMOMHAHTHBIN), MeTOon 0O€3 MPUMEHEHMs IUIa3Mbl/albOyMHHA], OKTOKOT aiibda)
CIIEYIOIIUM 00pa3oM:

Ilepen neuennem B rpymmne 1 ®K ouennsanu nocie oaHoi 10361 ADVATE® B 50
ME/kr. 3atem @K ouneHuBanmu mjisi 3TUX K€ CYOBEKTOB MOCIE OMHOH IO3BI
rFVIIIFc B 50 ME/kr.

OK rFVIIIFc nosropsnu uepe3 12-24 nepenu.

ITonpobnocTn mnmana po3uposaHuss u  orbopa DK npod B ciydae mnoarpynmel ¢
nocienosarenbHoi @K (rpynmna 1) onucanst Ha Purype 1.

KiroueBble BBIXOHBIE TOKa3aTENN 3 (HEKTUBHOCTH (BKJIIOYEHHBIE B HAUAJIbHbIE TAHHBIE):

a. I'oposoit mokazarens yactotrhl kpoBoreueHuit (I'TIUK) B rpynme 1 mo cpaBHEHHIO C
rpynmnoi 3
b. CpaBHEeHHE TpPyINIbl WHAMBHAYAJIM3HPOBAHHOW MNPOQUIAKTHKH C TPYNIOH ¢

SMU30AUYCCKHUM JICUHCHHUEM.

C. KonnuecTBo MHBEKIHI, HEOOXOIUMOE JIJIsl yCTPAHEHHUS 3MTU30/1a KPOBOTECUEHHS

d. KonnuecTBo HHBEKINI, HEOOXOIUMOE ISl yCTPAHEHUS STTU300B KPOBOTEUEHUH

e. MenuaHHast 103a, HeoOXoaUMast I yCTPAHEHUsI STTU30/10B KPOBOTEUECHU

f. Onenka nedamyuM BpayoM OTBETa CyOBEKTa Ha XHPYPrHUECKOE BMELIATEIBCTBO C

npumenenueM rF VIIIFc no 4-0annpHol 1mkane

Breixonnrsie nokazarenu @K BriIrovaiu:;
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a. Ilepsuunas ouenka @K ocHoBbIBanace Ha ypoBHsx aktusHOcTU FVIII, onpenensiempix B
LIEHTpaIbHON J1abOpaTOPHU MPH MOMOIIU OAHO3TAITHOTO aHANIN3A KOATyJIUPYIOLIed aKTUBHOCTH

u XpOMOFeHHOFO aHaJIn3a HpOTI/IB KOMMepLIeCKI/I I[OCTyrIHbIX ITIJIa3MEHHBIX CTaHI[apTOB.
b. ®K nns rFVIIIFc u ADVATE®

C. ®K cpoiicrea rFVIIIFc cpasuuBanu ¢ rFVIII (ADVATE®; moarpynma c
nocnenoBatebHol @K). OOmmas mpoaoKUTEIbHOCTD UCCIIEIOBAHUS COCTaBMIa <75 ISl BCEX
cyObekTOB. IlepBUYHBIM KOHEUHBIM TOKasaTesneM 3((EKTHBHOCTH ObLI TOJOBOH MOKa3aTelb
yactorbl kKpoBoTeueHui (I'TIUK; rpymmber 1 u 2 mo cpaBHeHHto ¢ rpymmoi 3). OueHuBaiu
NPOQHUIAKTHUECKYIO O3y U HMHTEPBAJ, KOJIMYECTBO HMHBEKLHUH, HEOOXOIUMBIX JUIS JICUEHHS

3MU30/I0B KPOBOTEUEHMUI, U IEPUONEPALIMOHHBIN N'€eMOCTa3.

KiroueBble BBIXOIHBIE TTOKA3aTeHN O€30MaCHOCTH BKIIFOYAIIH!
a. Yactoty mosiBieHus: HWHrubutopos. lccnenoBaHue AOMOJHSUIOCH —OMNPEAETICHUEM
NOSIBJICHUSI HHTHOUTOPOB € 2-CTOPOHHUM 95% NOBEPUTENBbHBIM HHTEPBAJIOM C UCTIOIB30BAHUEM

tounoro meroaa Kionmepa-ITupcona, ecimn Habmonanoch 2 cinyyasi 00pa3oBaHusI HHTHOUTOPOB.

b. Yacrory mosiBiieHUsT HekenaTeNbHbIX siBieHuil (HS), mpoucxopsimux mocie mepuona

MEPUONEPALIUOHHOTO BEAEHUS

Cobmonenne pexunma JiedeHus (TOKa3aTeNnd COOJMIOACHHS peXUMa JICUEHHUs) OLIEHUBAJIH,

HCTIOJIb3Y A SJICKTPOHHBIE THEBHUKU MALTUCHTOB.

Pesynomamot A-LONG

CyObekThl

JIns ydacTusi B HCCJIENOBAaHUU BCero ObLIO OoToOpaHo 165 cyObekroB. CpemHuii Bo3pacT
cocraysut 30 ner (muama3on 12-65), a 8% Obutn <18 jer. Komn4yecTBO ManMeHTOB B KaKIOM
IPYIINEe UCCIEAOBAHUS COCTABIUIO: rpynna | (MHAMBUIYaJTHU3UPOBaHHAS NMPOQUIAKTHKA), N =
118; rpynma 2 (exeHenenbHast npouiakTuka), n = 24; rpynmna 3 (3MU30AUYECKOe JICYCHHE), N =
23; W moarpymnmna MepruoNeparioHHOrO BEACHUs, n = 9, 9 XUPypPrudeckux BMEIIaTeNabCTB (8
cyobekToB u3 rpymnmel 1 u 1 u3 rpynmsl 2). CyOBpeKkTsl U3 KaXKA0H IPYIIIbI JISYSHUS TIOATIANATN
NOJ KpUTEpUH OTOOpPa B XUPYPrUYECKYIO TPYIINY, €CIH OHU HYXJAINCh B OOIIUPHOM
xupyprudaeckom Bmemarenscrse, umenn >12 JIII rFVIIIFc wu oOTpUULATeNbHBI TUTP
UHrHOUTOPOB TIIOCJIE 3TOrO MEepHuojia W Ha NPOTSDKEHHMM 4 Helelnb A0 XHPYPIUYECKOro
BMelIaTenbcTBa. [lalueHTel, KOTOpble paHee MPOXOAWIM 3MHU30[UYECKOE  JIEUEHHE,

XapaKTEPU30BATIUCH 0oJiee BBHICOKHM MCAUAHHBbIM KOJUYCCTBOM 3IMU3000B KPOBOTCUCHUS 3a 12
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MECSILIeB 10 UCCIIENOBaHus, a OOJblIas YacTh MALMEHTOB B rpymmnax 2 u 3 uMenu npoOiieMHbIe
LieJieBble CYCTaBbl. B Cilyyae MalMEeHTOB, KOTOpbIE paHee MPOXOMWIN MpOpHIakTHKY, 87%
COOOIIMIIN O IPOBEIEHUH HHBEKIIUH 110 MEHbIIeH Mepe TP pa3a B HEIEII0.

Hccnenosanue 0bu10 3aBepiueHo 1 92,7% cyOwpexToB. Beero nccnenoBanue ObUIo 3aBepIIEHO
st 153 (mpubmsurensHo 93%) cyObekTos; 112/118 (95%) B rpynme 1, 19/24 (795) B rpynme 2
u 22/23 (96%) B rpynme 3. IIpHuuHbI JOCPOYHOTO NMPEKPAINEHUs YIaCTHs ObUTH CJIEYOLUMU:
rpynna 1 — otka3 cyObekTa oT ydactusi (n = 2), peuenue Bpava (n = 2), apyroe (n = 1), cMepTh
(n = 1); rpynna 2 — otka3 cyOwpekTa OT yudactus (n = 2; HexkenatenbHble siBieHus (HS),
BO3MOYKHO CBSI3aHHBIE C UCCJIEAYEMbIM JIEKapCTBEHHBIM npenaparoMm), HA (n = 2), apyroe (n =
1); rpynma 3 — gpyroe (n = 1).

IMon, paca u reorpadusi cyObeKTOB ObLIM Penpe3eHTaTUBHBIMU B OTHOLIEHHUH BCErO HACETEeHUsI

3emin ¢ reMouirel A, KOTOpOe UMEET OCTYII K JeUeH o, 4to 0b6obmeHo B Tabmure 6.

TABJINIIA 6. [Iemorpadus cyobexktoB A-LONG

Hemorpadus I'pynna 1 I'pynna 2 I'pynna 3 Bcero
(N=118) (N=24) (N=23) N=165
Bospacr (neT), menuana 29,0 (12-65) 31,5 (18-59) 34,0 (13-62) | 30,0 (12-65)
(MMH-MaKC)
Macca (xr), Menuana 71,65 (42,0- 75,85 (50,0- 70,00 (48,0- 71,60 (42,0-
(MHH-MaKC) 127,4) 105,0) 110,4) 127,4)
UMT (xr/m?), Mmenuana 23,90 (15,3- 24,60 (18,8- 22,80 (17,2- 23,90 (15,3-
(MHH-MaKC) 37,1) 37,4) 35,6) 37,4)
Paca, n (%)
bensle 79 (66,9) 12 (50,0) 16 (69,6) 107 (64,8)
UepHbie 7 (5,9) 1(4,2) 2(8,7) 10 (6,1)
Asuatsl 27(22,9) 11 (45,8) 5@21,7) 43 (26,1)
Hpyrue 5(4,2) 0 0 5(3,0)
I'eorpaduueckoe
pacnosoxenue — n (%)
EBpona 34 (28,8) 3(12,5) 4(17,4) 41 (24,8)
CesepHas Amepuka 44 (37,3) 5(20,8) 7 (30,4) 56 (33,9)
Hpyrue* 40 (33,9) 16 (66,7) 12 (52,2) 68 (41,2)
I'enorun — n (%)
WHuBepcust 22 UHTpOHA 41 (35,0) 7 (33.,3) 9(39,1) 57 (35,4)
CaBur pamku 24 (20,5) 4 (19,0) 6 (26,1) 34 (21,1)
MucceHnc-MyTanus 22 (18,8) 4 (19,0) 1(4,3) 27 (16,8)
Honcenc-myranus 19 (16,2) 6 (28,6) 1(43) 26 (16,1)
Hsmenenue caiita 7 (6,0) 0 4(17,4) 11 (6,8)
CIUTaliCUHTa 3(2,6) 0 1(4,3) 4(2,5)
HuBepcus 1 untpona 1(0,9) 0 0 1(0,6)
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Hynnukanus
HIT

1(4,3)

1(0,6)

AwnTHres ¢axropa
Bunnebpanna —
meauan. ME/nn (UK/T)

118,0 (85, 151)

129,0 (86, 166)

131,0 (83, 155)

118,0 (85
153)

2

Cxema npuema FVIII o
uccienosanust — n (%)

IMpodunakruyeckas

Drnu3onuueckas

87 (73,7)
31(26,3)

0
24 (100)

0
23 (100)

87 (52,7)
78 (47,3)

OueHeH. KOJ-BO
KPOBOTEUEHHUI B Mper.
12 mec. — MenuaH.
(VKT

[Ipenbin. npodunakTuka
IIpensin. snuson.
JeueHue

6,0 (2, 15)
27,0 (17, 41)

29,5 (19, 44)

24,0 (15, 36)

6 (2, 15)
27 (18, 40)

>1 Llenesoii cyctaB — n
(%0)

IIpensin. npodpunakTuka
IIpensin. snuson.
JeUeHne

47 (39,8)
26 (22,0)

22(91,7)

18 (78,3)

47 (28,5)
66 (40,0)

CeMelHbI aHaMHE3
HAJIN4KsI UHTHOUTOPOB

4(3,4)

1(4,2)

2 (8,7)

7(4,2)

BUY-nonoxuTeabHbIN

25(21,2)

4(16,7)

7(30,4)

36 (21,8)

BI'C-nonoxurenbHbINA

55 (46,6)

14 (58,3)

13 (56,5)

82 (49,7)

WUMT, unnexc macce Tena; BUY, supyc ummyHoaepuuuTa yenoseka, BI'C, supyc remaruta C

ME/nn o3HaYaeT MKy HApPOIHbIC ¢AWHUIBI HA acnumuTp, UMT, waneke Macch Tena, BUY, supyc

nMMy HOeunuTa yenoseka;, BI'C, Bupyc remarura C, HIT — He mpuMmeHHUMO.

* [lpyrue BKIrouam Ascrpanmto, Hosyro 3emasauto, bpasummo, ['onkonTt, Maamto, Simoruro, Poccuro u FOxHy 0

Adpuky.

+tPacueT mpou3BOAMICS MO JOCTYITHBIM TAHHBIM.

Cy6mwexts! monyuanmu rFVIIFc B cpennem Ha npotsokernu (MuH-makc) 30,5 (<1-54) nenenb u B

cpenHeM (OT MUHUMyMa K Makcumymy) o rpymmnam 1, 2 u 3 Ha npotsikenuu 32,1 (9, 54), 28,0

(<1, 38) u 28,9 (15, 32) nenenp, coorBercTBeHHO. Beero y 111 cybwexTo (67,7%) Obuio >50

JIT uccnemyeMoro JIeKapCTBEHHOTO Tperapara. Bo Bpemsi ucciaenoBaHUsT ObLIO MPOBENEHO

Bcero 9356 wubekuuii, uto coorsercrayer 9170 I (100,2 mamueHto-jer npuema). B memom

93,6% manneHToB B MPOQUIAKTHYECKUX TPYIINax COO0NaIN IPEANICAHHbIE 103y H UHTEPBAIL

B umemom 93,6% mnanueHToB B MPOPUIAKTHYECKUX TIPYMNax JEUeHUs NPUAEPKUBAIHNCH

NpeaAnrMCaHHbIX JO3bl U UHTEPBAJIA.




80

OddexTuBHOCTD

B ananus s¢dexruBHOCTH OBLIO BKIIOUEHO BCero 163 cyObekra. OnuH CyObeKT ObLT HCKITFOUEH,
Tak kak nojy4an Toabko ADVATE® (rpynma 1); npyroii cyOBeKT OTKa3ajcst OT y4acTHs epen
ouenkoii sddexruBHocTH (rpymma 2). Menuannele 3nauenue I[TIUK ¢ 25-m u 75-m
NPOLEHTHIISIMU (MHTepKBapTHIIbHBIN Auana3zod [MK/I]) Obuu cienyromumu: rpynmna 1 — rpymnmna
UHIUBUAYan3upoBaHHoN npodunaktuku: 1,6 (0,0, 4,7), rpynna 2 — rpynna exeHeneabHOH
npodunaktuku: 3,6 (1,9, 8,4); u rpynna 3 — rpynna snu3oguyeckoro yedenus: 33,6 (21,1,
48,7). BONBIIMHCTBO 3>MHM30[J0B KPOBOTEYEHUIH ObUIM CHOHTaHHBIMH. B rpymmax 1, 2 u 3,
cooTBeTCTBeHHO, st 45,3%, 17,4% u 0% He HaOOmANM 3MH30I0B KPOBOTEUEHUMH, a JUIs
13,7%, 34,8% u 0% Habmroganu 1 3mu304 KPOBOTEUEHHUSI.

MenuaHHbIN HHTEPBAI JO3UPOBAHUS:

a. B rpynne nHAMBHIY ATM3UPOBAHHON NMPO(UIAKTHKYE MEIUAHHBIN HHTEPBAJ JO3HPOBAHUS

COCTaBJIsI 3,5 THEHN Ha MPOTSKEHUU MOCIECHUX 3 MECSLIEB UCCIETIOBAHUS.

b. Jlnst 30 MpOLIEHTOB MALMEHTOB U3 TPY bl HHAWBUAY ATM3UPOBAHHON MPOQUIAKTHKH OBLI

JOCTUTHYT UHTEPBAJ JO3UPOBAHUS, COCTABIIAIOLININ 10 MEHBbLIEH Mepe S5 THE.

C. B LIEJIOM, menuanabii  (MKJ)  wHTepBanm  nmo3upoBaHMA B Cllydae
WHIUBUY AJIM3UPOBAHHON MPOQUIAKTUKY, HAPaBJIEHHBIH Ha nocTiskeHue ocratouHoro FVIIL,
cocTaBisironiero no Mesbied Mmepe or 1 mo 3 ME/an (¢ MakcuManbHBIM S-THEBHBIM
UHTEPBAJIOM JO3HUPOBAHMS, TTO3BOJEHHBIM MPOTOKOJIOM), cocTaBui 3,5 (3,2—4,4) nueii (Tabnuua

7) Ha ocuoBe cpenueii (MKJ1) exenenenvHol 10361 B 78 (72-91) ME/kr.

d. [pubmusurenso g 30% cyObekToB ObUT  JTOCTUTHYT MENUAHHBIA HWHTEPBA
JO3UPOBAHUS, COCTABJISIBLININ 5 AHEH Ha MPOTSKEHUH NMOCIEIHNX 3 MeCsLeB uccienoBanus. s
100% cyObekTOB CpemHue WHTEpBaNbl JO3MPOBAHHUS  COCTABHJIM >2 HA MPOTSKEHUU

HUCCIICOOBaHUA.

MenuanHas 103a, TPUXOASINASCS HA UHBEKIUIO, B CIydae 3MU30AUYECKOTO PeXHUMa TPYIIbI 3
cocraBuiaa 26,5 ME/kr (n = 23), a MenwanHas oOmas 103a, MPUXOISIIASICS HA SIMU30M

KpoBoTedeHus1, coctaBuia 27,4 ME/kr (n = 23).

TABJIMIIA 7. CpaBuutenbHas papmakokuneruka aisi rEVIIIFe u rFVIIT (n=28)!

OK nmapametp Cpenuee Cpennee Cpennee

reOMETPUYECKOE | MeOMETPUYECKOoe reOMETPUYECKOE

s @K rFVIIIFe st @K rFVIIL UHTPaCyOBEeKTHOTO
(95% JAN) (95% JAN) OTHOLUEHUS
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(95% JIH)
p-KpuTepui
DNUMUHAILTMOHHOE t1/2 18,97 12,43 1,53
(1) (17,03, 21,12) (11,14, 13,86) (1,36, 1,71)
<0,001
CL (mun/u/kr) 1,95 3,041 0,64
(1,71, 2,22) .71, 3.41) (0,60, 0,69)
<0,001
Bpewms no 1 ME/nn 4,92 3,30 1,49
) (4,43, 5.46) (2,99, 3,65) (141, 1,57)
(noza 50 ME/kr) <0,001

Tpymma ¢ nocneaosarensrolt @K wm3 rpynmer 1, KOMIApTMEHTHAs MOJENb, OJHOSTAIMHBIA AHATHS.
Ouenku u 95% JIW ans cpeJHUX TEOMETPHUSCKHUX BEIHYHMH H COOTHOIICHHUS CPSIHHUX COMCTPHUCCKUX
BEJIMYHH, CTATUCTHYECKAs 3HAYUMOCTD, oleHeHHas rmpu yposHe 0,05 nna 2-croponnero kpurepus; DK,
dapmakokunreTuka, W, noseputensHbiti uwHTEpBaN, (CMmakc, MmakcumaibHas kouueHTparws, [TTK,
IUIOLAAb MO KPUBOWH; tY2, mepuox noayseieeacHus, CL, kaupenc; CBY, cpeaHee BpeMs yaep:KaHHUS,
Vss, 00beM pacnpeeicHHs B CTALIMOHAPHOM COCTOSHHH.

Kontponme  kpoBoreueHuit: mnpudmmurensHo 98% (97,7%) sSnM3000B  KPOBOTEUYEHUH
KOHTPOJIUPOBAIUCH TTOCpencTBOM onHou wiu nByx uabekimii rFVIIIFc. 87,3% kpoBoreuennii
KOHTPOJIMPOBAITUCH TIOCPENCTBOM OaHON UHBEeKIUH. [List 1,7% TpeOoBanoch TpU UHBEKIIUH.

IlepponepauoHHOE BelE€HHE. B LEJIOM ObUIO NPOBENEHO 9 OOMMPHBIX XUPYPrHUECKUX
BMEIIATENbCTB B ciydae 9 cyOwpekToB (8 cyObekToB m3 rpymmel 1; 1 cyObekT u3 rpymmel 2),
BKJIFOYAsh apTPOIUIACTUKY  KOJEHHOro CcycTaBa (n=5), JamapOCKOMHYECKOE I1aXxOBOE
rpebkecedeHue (n=2), ynanenue amnmnenaukca (n=1) u aprtpockonuto (n=1). Jlewamue Bpauu
oueHmn remocrarudeckyro s dexrusHocTh rFVIIIFc xak npesocxonnyto (8/9) umm xoporyro
(1/9) B cayuae 100% xupyprudeckux BmewmareabcTB. CpemHsis (MHH, Makc) KPOBOMOTEpS,
OLleHEeHHas1 sl 7/9 XUpypruueckux BMemaTenbcTB, coctaBuia 15,0 (0, 600) mim Bo Bpems
xupyprudeckoro Bmematenbetea u 0,0 (0, 1100) M mocie omnepauuu; MocieonepanuoOHHbINH

OPEHaAX).
@K

Cpasuutenbubie @K nannsie ans rFVIIIFc u ADVATE®, nony4deHHsie oT 28 cyObEeKTOB U3
noarpymnmsl ¢ nocnenosarenbHol @K n3 rpymmel 1, 0600mens! B Tabnuue 7.

a. rFVIIIFc nemoHcTpupoBan npuOmu3uTesbHo Ha 5S0% OonbInuii epuoa MoJy BhIBEIECHUS
(®@urypa 2) u cpenHee Bpems yaepxanus, conocrasumoe ¢ ADVATE® (P<0,001), Bciencraue
35% cumwxkenus knupenca rF VIIIFc no cpasaenuto ¢ ADVATE®.

b. Cpennee reomerpudeckoe Bpemsi 1o 1 ME/nn aktunoctu FVII nocne 50 ME/kr no3st
coctaBmiio npuomusurenbHo S gael ansa rFVIIFc no cpaBHeHUIo ¢ npuOIM3UTENBHO 3 THIMU

s ADVATE® (P<0,001; Tabnuna 7, @urypa 2).
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C. ITocrenennoe BoccranoBieHue B ciaydae rFVIIIFC Obuio KIMHUYECKH COMOCTABUMO C
ADVATE®.
d. Nsmenennst DK cpoiicte rFVIIIFc ne HaOmoganu, 0 dYeM CBHIETENBCTBYIOT

conocraBumble DK cBOHCTBa MeXy UCXOAHBIMU 3Ha4eHUAMHU U NOBTOpHBIMU PK mpodumsamu

rFVIIIFc.

e. Ananornunbie @K pesynbraThl ObLIM TOJY4YEeHbI B Cllydyae aHAJIM3a HAa OCHOBE

xpomoreHHoro a"anusa FVIIL

f. OpHo3TamHBIE M XPOMOIEHHBIM aHaNIMU3bl KOAryJHUpYOIled AKTUBHOCTU IO3BOJIMIIU
aKkKypaTtHO U To4uHO nposectu uzmepenus 1is rFVIIIFc u ADVATE®, ncnonb3yst KoOMMepUecKkH

NOCTYIHbIE TU1a3MeHHble cTanaapTel FVIIL

Cpennmii  reomerpuueckuii  (95%  1OBepUTENbHBIH  WHTEpPBAJI) KOHEYHBIH  TEPHOA
nonysbsiBeneHus: rFVIIIFc cocrasun npubnmsurensuo 19,0 (17,0, 21,1) gacos, uto B 1,53 pa3
6onbure, yem B ciydae ADVATE® (npubnusurensro 12,4 (11,1, 13,9) gacos).

Cpennee reomerpuueckoe Bpemsi (MKJI) nmo 1% akrusHoctu FVIII mocie S0 ME/kr rFVIIIFc
COCTaBWJIO MpHOMM3UTENBHO 5 nHelt (4,92 (4,43, 5,46) nueit). ConocraBumblie @K mpodumm
rFVIIIFc wHaGmonamu Ha 14 Henmemro. MenuaHHBI HMHTEpPBAJ JIO3UPOBAHHS B Clydae
MHIUBUAY ATN3UPOBAHHON NPO(UIAKTHKN COCTABUI 3,5 AHEH, a MeAMaHHas 1032 Ha HENEeNro
cocraBmna 78 ME/kr; npubmmsurensHo mias 30% ObUT JHOCTUTHYT CpEeOHHMN HHTEpPBA
JO3UPOBAHUS > 5 MHEH Ha MPOTSHKEHUH MOCIEeIHHUX 3 MecsLeB uccienoBanus (CyObpekTs, Oonee
>6 MecsIleB NPUHUMABIINE y4YacTHE B HCCIENOBAaHMM), Kak mokazaHo B Tabmume 8. 98%

SMU30[10B KPOBOTEUECHUI KOHTPOIUPOBATIOCH 1-2 MHBEKLIUAMMU.

TABJIUIIA 8. O600mennas uHpopMaLHA MO NPOPUIAKTHIECKOMY 103HPOBAHHIO

I'pymna 1 I'pynna 2
n NupuBuayann3snposanHas n Hepenbnas
npodpuIaKTHKA npopHUIAKTHKA
MeaquanHas g03a,
ME/xr/veaenro (MK])
Bcero 117 77,9 23 65,6
(72,3,91,2) (64,2, 68.,2)
IMocneaaue 3 mecsual 112 77,7 16 65,52
(71,9, 106,2) (64,3, 67.3)
Me ariaHHBIH HHTEPBAT
nosuposanust, aau (UKJ]I)
Bcero 117 3,5
(3.2,4,4)
IMocneanue 3 mecsua’ 112 3,5°

(3.0.5.0)
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'Ha ocHoBaHuM moCneAHMX 3 MECALCB HCCICAOBAHUS A CYOBEKTOB, =6 MCCALCB MPUHHMAOLIHMX
Y4acTHE B UCCIICJOBAHUH

*PuxcuposanHas 103a 65 ME/kr/ua.

‘Ha ocHOBanuu JaHHBIX (apMakOKUHCTHKU 11 30% CyOBEKTOB OBLIO JOCTHIHYTO JO3MPOBAHKC
KaKIbIC 5 THEH U1 NOAACPKAHUS OCTaTOUHBIX YPOBHEH Ha oT 1% 10 3% BBIIIE HCXOAHOTO.

HK]/I, vHTEpKBapTUILHBIIN JUATIA30H.

besonacHocTh

Wuruburops! rFVIIIFc BeisiBieHs! He ObuTH, Kak He ObLIO cOOOIIEeHNi O ciny4asx aHaduiakcuy,
AJJIEPTUN WU CePhE3HBIX TPOMOOTHYECKUX CITyUasix.

B nenom rFVIIIFc oka3zanicst XOpOLIO MEPEHOCUMBIM, U TaKke He ObLI0 OOHAPYKEHO CEPhE3HBIX
HE’KeJIATEeNIbHBIX SIBICHHH, KOTopble ObLH ObI cBsizanbl ¢ rFVIIIFc.

Haubonee pacnpoctpanenHpivu HS, BHe 3aBUCMMOCTH OT MPUYMH (4acTOTa MOSBICHUN >5%),
KOTOpbIE BO3HHMKAJIHM TIOCJE MEPHUONa IMEPUONEPAllMOHHOTO BEACHUs, ObUIM HA30(papUHTHT,
aptpanrusi (007p B CycTaBe), TOJIOBHAsE OO M WH(EKINS BEPXHUX IbIXaTEJbHBIX MyTeH, KaK
00061mmeHo B Tabnuue 9.

Y 12 cybwekroB (7,3%) Habmomanoce mo meHbined mMepe ogHo cepbesHoe HA (CHA) mocne
Nepuoa MEPUOTNIEPALIHOHHOTO BEIEHHS.

ABropamu wu3oOpereHust He Obuto oOHapykeHo CHS, kortopele Obut OBl CBSI3aHBI C
JIEKapCTBEHHBIM MIPETIapaTOM.

He3nauutenbHoe NpPUCYTCTBHE He SBIAOIUXCA HeHTpammsyroumMu antuten (NNA)
Habmomanu mpu mpoBeneHun aHanmuza NNA, koropblii npubnusurensHo B 20 pa3 Oonee
qyBCTBUTEJIbHBIH, YeM Merona aHaiuza beresma. Beuio oOHapykeHO, 4TO mATh CyOBEKTOB
SBJISTFOTCSI TTOJIOKUTENbHBIMU B OTHOIIEHHU NNA Ha MCXOIHOM YPOBHE, HO BCE OHM UMENHU IO
MEHbIIEH Mepe OIHY OTPHULATENbHYI OLIEHKY BO BpeMmsi uccienosanus. Illects cyOBekTOB,
YeTBEPO B IPYIINE UCCIEAOBaHUs | U ABOE B TPYIINE UCCIENOBAHUS 2, CTAJIU MOJIOKUTEIbHBIMU
BO Bpemsi uccienoBanus. OQHAKO MOYTH BO BCEX CIy4asX aHTUTENA ObUTH BPEMEHHBIMU H
MOKa3bIBAJIM HU3KUI TUTP, M BO BCEX CIyYasiX aHTUTeNa ObUTH HarpasieHs! npotus FVIIL

Bcero coobmanock o mosiienun CHA y 14 (8,5%) cyobekroB. Hu omno CHSA me Obuio
ONpENeNIEHO aBTOPaMU H300PETEeHHs, Kak CBSI3aHHOE C UCCIENYyEeMbIM JIEKapCTBEHHBIM
npenaparom, a CHS, o koropsix coobmanoch, Habmonaan He Oonee ueM y 1 cyObekra. Bo
BpEeMsl HCCIIEIOBAHMS CIYyYMIach | CMepTh, CBsi3aHHAs C MEPENO3UPOBKONM MOJHMBELIECTBA H

OLICHEHHAs1 aBTOPOM MU300peTeHus kKak He oTHocsmasicst kK rEVIIIFc.

TABJINIA 9. 3ak04eHue N0 HexkeaaTeJAbHbIM siBjeHusm (HS)

Bceero
N=164
n (%)
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JIroboe HA 108 (65,9)
Hawubonee pacnipocTpaHeHHbIE
HA (>5% cyObexToB)

Hazodapunrur 20 (12,2)
Aptpanrus 13(7,9)
I'onoBHas Oonb 9(5,5)
WHpexuus BepXHIX 9(5,5)

JAbIXATCJIbHBIX HYTeﬁ

3akroueHne

WHauBHYaaM3UPOBAHHBIA M €KEHEIENbHbIN MPOPUIAKTUYECKHE PEKUMBbI TIPUBENIA K HU3KUM
OJIHO3HAYHBIM MEAUAHHBIM I'OI0BBIM [TOKA3aTENSIM YaCTOThI KPOBOTEUEHU .

B rpynmne nHaMBUAYaTM3UPOBAHHON MPOMUIAKTUKH CPEIHUN MUHTEPBAJ TO3UPOBAHHS COCTABHII
3,5 nusa. Ha npoTsi>keHUu MocieqHux 3 MecALEeB uccienoBanus A 30 MpOLEHTOB MallMEHTOB B
IpyImne WHIUBUAYAJTU3UPOBAHHONH MNPOQUIAKTUKH OBLT JOCTUTHYT CPEOHUI HMHTEpBa
JO3UPOBAaHUs], COCTABJISABIINMI 10 MEHbIIEH Mepe 5 JHEH.

98% »sMU3070B KPOBOTEUEHHUs KOHTPOJMPOBAIUCH ONHOM mnu nByMs unbekuusmu rFVIIIFc.
Bcero npoBogwiu nedenne 757 snu3onoB kpooredeHuit (rpynma 1 = 209; rpymma 2 = 92;
rpynma 3 = 456) nna 106 u3 164 cyowekroB. s 87,3% npnsd ycTpaHeHHs KPOBOTEUEHHS
TpeboBanacy ogHa unbeknus rEVIIFc, a mis 97,8% TtpeboBanoce <2 unbekuii. Beero Obuio
yctpaneHo 85,6%, 80,4% u 89,5% snu3onos kpoBoreuenuii npu nomouu 1 uabekuuu rEVIIIFc
B rpynmnax 1, 2 u 3, COOTBETCTBEHHO.

I'emocraTnueckass aktuBHOCTh TFVIIIFC BO Bpemsi XUpPyprudeckoro BMeINATENbCTBA ObLia
OLICHEHA JIeYalllUMH BpadaMH Kak IpeBocxoaHas uian xopomas B 100% xupyprudeckux
BMELIATENbCTB.

ITepuon nonyssiBenenus rFVIIIFc cocraBun npubnusurtenbuo 19,0 yacos no cpaBHeHuio ¢ 12,4
gacamu juist ADVATE®.

Hu y onnoro cyObekTa He HaOMIOAaMM MOSIBJICHHE MHTHOUTOPOB WM AJUIEPrHYeCKON peakLnuu
Ha rFVIIIFc.

B uenom, pekomOunanTHbIi FVIIIFC okazancst Xopomo nepeHOCHMBbIM.

A-LONG mnpencraBnsiio co0oii  HamOoJblliee PEruCTPALMOHHOE TNIOOAbHOE KITFOUEBOE
uccnenosanne ¢aspl 3 B orHomenun rFVIIL namrensHOrO HEWCTBUA NPHU TsDKEIOH (opme
reMopuInu A, TPOBOIUMOE Ha CeronHsmHui aeHb. MccnemoBanue mokaszajo, uro rFVIIFc
o0nagaer TOTEHUMAJIOM Ul CYIIECTBEHHOIO CHIKEHHS YacCTOThl HWHBEKLUWH, CHIDKEHHS
HArpy3Ku JICUEHMs], YJy4YlIEHUE KIMHUYECKUX BBIXOAHBIX IOKa3aTeNnel Il MPeAOTBPALLECHHUS
KPOBOTEUYEHHH y ALIMEHTOB C TsDKeNoH (hopmoii remModrum A.

Leny guszaiina uccienosanusi: McciaenoBanue ObUIO0 paspaboTaHO AJISE TOTO, YTOOBI OLEHUTH
s¢p¢extuBHOocTE U Oe3omacHocTh TFVIIIFC B KOHTpoOne M mpenoTBpamieHHH 3SMHU30/10B

KPOBOTE€UEHMH, CTaHAAPTHONH MpPOPUIAKTUKE U IEPUONEpAIIOHHOM BEICHHH B Clydae
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MALUEHTOB ¢ TspKenoi ¢opmoit remodrummu A. Kpome toro, nccnenoBanue Obuio pa3padoTaHo
s Toro, 4toObl oneHuTh 3¢dexruBHyro nozy u uHrepsan rFVIIIFc pns nmpodunaktuku, a
TaKKe 11eJIeCO00Pa3HOCTD €XKEeHEAEbHOTO JIedeHHsI 10301 B 65 ME/kr.

Onusoauveckoe JedeHue NpeacTapiseT coO0i TOMbKO BBEAECHUE 3aMelaroIero Gakropa, Koraa
BO3HUKAeT MOTPEOHOCTb B JIUEHMM OIHM300B KPOBOTEUEHMH IOCIEe WX Havaja.
ITpodunakruyeckoe JeueHHEe TPEACTABISIET COOOH peryispHOe BBENEHHE 3aMEINAroLIEero
¢axTopa 11 NpeOTBPALIEHHUS SITU30J0B KPOBOTEUEHNH.

Hauanbhasi cxema coorBercTBoBaja 25 ME/kr Ha 1 nenb u 50 ME/kr Ha 4 neHb. J103y ¥ 4acTOTy
JIEYSHHsT MOXKHO KOppekTupoBaTh Ha ocHoBaHun @K mnpoduns cyOwvekra, a wenbo ObLIO
NoJ/IepKaHUe OCTATOYHBIX YPOBHEH (pakTopa, HOCTATOYHBIX JJISI MPEJOTBPALICHHUS SIU300B
KpPOBOTEUEHHH, ¢ MpUMeHeHneM 1103 Mexay 25 ME/kr u 65 ME/Kr u ¢ uHTepBajaMu JIeUeHUs],
COCTAaBJISIBLIMMU OT 3 10 5 THEW.

B CIIIA Oonee moNOBHHBI MALMEHTOB C TOKENOH (opmoil remopmnmuu A 10 cux mop He
NPUAEPKUBAIOTCS  MPOPHUIAKTHYECKOTO PEXKUMA, YACTHYHO BCJIEACTBHE JIEKAPCTBEHHOM
Harpy3ku. llostomy B wuccnenoBanue A-LONG Obll BKJIIOUEH PEKUM €XKEHENETbHOTO
TO3UPOBAHUS, YTOOBI OLIEHUTD, IPUBEAET JIU 3TOT pexkuM K Oonee Huzkum I TTUK no cpaBHeHHIO
¢ snuszoanyeckuM pexxuMoM. Menuannbiii ['TIUK B ciayuae exeHenenpHOro pexuma COCTaBUI
3,59 (MK 1,9, 8,4) no cpaBuenwuto ¢ 33,6 (MK 21,1, 48,7) nyst sSIM30AHMYECKOTO JICYSHHSI.

Jnsa  Bcex CyOBEKTOB MpoBOAMAM HadanpHyko oueHky @K, uroder mnonyuunts DK
xapakrepuctuku rFVIIIFc B penpe3seHTaTUBHON NOMYJISIIMY NALIMEHTOB ¢ reModunueii A.

bonee wmacmrtabueiii otbop ®K mpod mpoBoamiam 1uis MOArPyHmbl CyOBEKTOB B IpyIINe
VHIMBHIY AIN3UPOBAHHON NpoduIakTUky (rpynma 1) Ha HCXOAHOM YPOBHE MOCJE OFHOW O3Bl
ADVATE® (50 ME/kr) u ocnie 4 Heil BRIMBIBAHMS ¢ MOCHeIyIomeii omHoi no3oit rEVIIIFc (50
ME/kr). B ciyuae ADVATE® o6pasisl kpoBu Opaiy Ha MPOTKEHHH MEePUONA, COCTABIABIIErO
72 yvaca. B cnyuae rFVIIIFc oOpasusl kpoBU Opanu Ha MPOTSIKEHUH MEPHOAA, COCTABJISBLIETO
120 yacos. Ouenky @K rFVIIIFc B 3Toli moarpynne nosropsiiiu yepes 12-24 Hexenb COracHO
cxeme otbopa @K mpod.

B cnydae mepuonepanuonHoro BeeneHust onHoil no3bl rFVIIIFC Obpi0 mMOCTaTO4YHO, YTOOBI
NOA/IEPKUBAaTh TeMOCTa3 /O KOHLA JaTb/BPEMEHH BCEX OOIIMPHBIX XHPYPTrUYECKHX
BMEIIATENbCTB NPU MEAMAHHOW no3e, coctaBnsBuierd 51,4 ME/kr. MennanHoe mortpeOieHue
tFVIIIFc (o6o0meHHoe MO BCEM HMHBEKLUSIM 3a KaKOBIA OINpENeNeHHbIH NEePHOA BPEMEHH)
coctasmiio 80,6 ME/kr B neHb MpoBeAeHUsT OOMIMPHOTO XUPYPrudecKoro BMenareiabeTsa, 161,3
ME/kr Ha 1-3 gam nmocne xupyprudeckoro Bmemarenscrsa u 387,1 ME/kr na 4-14 nuu nocie
XUPYpPru4eckoro Bmeuiatenbcrsa. Ilepuonepanuonnelii remocras npu npumenenuu rFVIIIFc

ObUT OIlEHEH KaK NPEBOCXOAHBIM WM XOPOIIMH Juid BCeX 9 OOIIMPHBIX XHPYPIUYECKHX
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BMermarenbcTB. Hu st omHoro cyObpekTa He coodmanock 00 31u301ax KPOBOTEUEHUI BO BpEMsI
NOCJIEOTNIEPAlIMOHHOTO M peaduiMTalMoHHOro mnepuonoB. Bcero coobmanocs o 7
HekenaTenbHbIX sBieHuwsIX (HA) y 4 (44,4%) cyObekToB B XUPYpPruuecKOW MOATPYIIIE, U3
koTopbix 6 HS xapakTepu3oBanuCh JIETKONW WIM YMEPEHHOW CTeneHbro Tsbkectd, a 1 HA
paccMaTpuBaIOCh Kak Tspkesnoe. [ 2 cyObekToB coo0Ianoch O HANUYUU ABYX cepbe3Hbix HA
(maxoBast rpepka u anneHaunuT). Bece HS Bo Bpemsi mepromepaliiOHHOrO Hepuoaa ObLIH
OLIEHEHBI aBTOPAMU U300pETEHUs, KaK He CBsi3aHHbIe ¢ ieueHueM rFVIIIFc.

Jlewamue Bpaym oLeHWIM reMocTatndeckyro dpdexruBHocTh rFVIIIFC kak mpeBOCXOIHYO WIH
xopomyr B 100% XUpypruueckux BMEIIaTeIbCTB M0 4-0aJlJIbHOM IIKaJe, BKIIFOYAOIEH OLIEHKU
IPEBOCXOIHO, XOPOLIO, YAOBJIETBOPUTENILHO U TIOX0/0€3 OLIEHKH.

rFVIIFc npuBonun k Hu3kum meauanubiM [ITHK, coctaBuBminm 3,59 B rpynmne exeHeneabHOM
npodunaktuku 1 1,60 B rpynmne npouIaKTHKH ¢ WHAWBUAYAJIN3UPOBAHHBIM HHTEpBajoM. B
MPOTUBOIOJIOKHOCTE 3TOMY B Ipynne snuzoandeckoro jedeHuss meauansbsiii [TIUK cocrasun
33,57.

B rpynme wHAMBHAYaIM3MPOBAHHOW NPO(PUIAKTHKH MEAMAHHBIH WHTEPBAT J1O3UPOBAHMS
coctaBuia 3,5 mHel mpu memuaHHOU mose 77,7 ME/Kr Ha NMpOTSIKEHUH MOCIEAHUX 3 MECSIEB
UCCJIEIOBAHUS.

KoneuHslii nepuon mojyBbIBeNeHHsT cocTaBuil npudmmsurensHo 18,97 waco ans rFVIIFc u
npubmusuTensHo 12,3 yacos a1 ADVATE®.

97,8% 3nn300B KPOBOTEYEHUHM KOHTPOIMPOBAINCH IOCPEACTBOM OJJHOM UJIH IBYX UHBEKLIUH.
I'emoctarnueckast s¢dextuBrocts rFVIIIFC B ciaydae mepuomnepanmoHHOrO BBeOeHUS Obuia
OLIEHEHA JIeYalllUMU BpadaMH Kak IpeBocxoaHas uiau xopomas B 100% xupyprudeckux
BMELLIATENbCTB.

I'pynma 2 coOTBETCTBOBANA €XKEHENEbHOM cxeMe no3uposanusi. OHa Obiia paspaboTaHa, 4TOObI
U3YYUTh TOJB3Y NPOPHIAKTHYECKOW Tepamuu JIsi MAleHTOB M 4YTOObI CPaBHUTH OTH
pe3yabTaThl ¢ CyOBEKTaMH, B CIy4ae KOTOPBIX MPHUMEHSUIH CXEMY SIMHU30AUYECKOTO JICYCHUS.
Menuannbii ITIUK B rpynnme 2 cocrasun 3,59 mo cpaBHeHutro ¢ 33,57 B ciaydae CXeMbl
SMU30AMYECKOTO JieueHus (rpymma 3).

MenuaHHast 103, MPUXOASINASICS HA UHBEKLHIO, HEOOXOANMAs I YCTPAHEHHs] KPOBOTEUECHHS,
cocraBmia 27,4 ME/xr, a HeoOxonumast MenuaHHast oo1as 1o3a cocrasuia 28,2 ME/kr.
MennaHHOE KOJMYECTBO MHBEKLUH, HEOOXOAMMOE AJisi YCTPAHEHMs 3THM304a KPOBOTEUEHHS,
crabmipHO coctaBsuio 1,0 mpu NMpUMEHEHWH JIeYeHUs B TpeAesiax 8 4acoB MOCiE Hadaja
KPOBOTEUEHHUsI, BHE 3aBUCUMOCTH OT THUIMA U MecTa KpoBoreueHus. B nenom 78,8% umHBEKLMIA
tFVIIIFc B rpynme 1, 64,8% B rpynne 2 u 79,7% wunbekuuii B rpynmne 3, ObLIM OLIGHEHbBI

cyObeKkTaMH, Kak MNPHUBOASIIME K IPEBOCXOAHOMY WJIHM XOpOoIleMy OTBeTy. MenuaHHbIN
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WHTEPBaJ] AO3UPOBaHUs B 3,5 MHEW B rpynmne | nmpeacTrasisieT HHTEPBal JO3UPOBAHUsS, KOTOPBIN
MOKET OBITh JOCTHTHYT it OONbIIMHCTBA MAanueHToB. 30% mNanueHTOB OBUTH CIIOCOOHBI
NOCTHYb HWHTEpPBaJa NO3UPOBAHUs, COCTABJIABLIErO IO MEHbIIEH Mepe 5 nHeil. Hexoropbie
NALMUEHTh! ObUTH CIIOCOOHBI JOCTHYb TaKOH €KEHENEeNbHON MPOPUIAKTHIECKON cXeMbl (Tpymnmna
2), npu xoropoi menuanubiii [ TIUYK cocrasnsn 3,59 3nu3010B KpOBOTEUEHUH.

CyObekTsl B rpynme HHAMBHAYAIU3UPOBAHHON NPOPUIAKTHKY MOJNYYaIl HAYaJIbHYIO 103y 25
ME/kr Ha 1 genp u 50 ME/kr Ha 4 neHb. J{u3aiiH UCCIEAOBAaHUS MO3BOJISIT KOPPEKTHPOBATH
UHTEPBAJl JO3UPOBAHUS M JTO3UPOBKY, YTOOBI TMOANEPKUBATH IIEJIEBbIE OCTATOYHBIC YPOBHH
(baxTOpa M MPEAOTBPAIIATE MOSIBICHHE KPOBOTEUEHUN. MBI CUMTaEM, YTO METUAHHbIE HHTEPBAJ
NO3UPOBaHUsl U JO3MPOBKA HA OCHOBAHUHU [AHHBIX IOCIEOHUX 6 MeECSLEB HCCIENOBAHMS
SABJSIFOTCST ~ Haubojiee  PEemnpe3eHTaTUBHBIMH B Cllydyae  WHIWBUAYAJIU3HPOBAHHON
PO UITAKTUIECKOH CXEMBI.

87,3% »nM3010B KpOBOTEUEHUI ObUTH yCcTpaHeHbl nmocpeacTsoM onHol mHbekuuu rFVIIFc, a
97,8% ObUIM yCTpaHEHBI MOCPENCTBOM ONHOW WM ABYX HHBeKUui. B cimyusae 96 (12,7%)
SMHU3010B KPOBOTEUEHUH, KOTOpbIe TpeboBanu Oojiee 1 MHBEKINH [IJIs1 YCTPAHEHHSI, MEIUAHHBIHI
WHTEPBaJ MEXy NepBOU U BTOPOU MHBbeKIUeN coctasui 30,9 yacos.

OOmast oueHka aBTOpaMH H300pPETEHUS OTBETA CYOBEKTOB HAa MPEANUCAHHYID WM CXEMY
rFVIIIFc coorBercTBoBana mpeBocxomHod wimu 3¢dextuBHoit miast 99,4%, 100% u 98,1%
cyOBekTOB B rpymnmnax 1, 2 u 3, COOTBETCTBEHHO.

B A-LONG aktuBHOCTh (pakTOpa CBEPTHIBAHMS KPOBU OMPEAEISUIN, UCHOJb3Ys OJHO3TAIHBIN
(aPTT) ananu3 KOAryJUpyIOLIEH aKTMBHOCTH M XPOMOTEHHBIH aHaiu3. Y Ka3aHHbIE MEPHOMIbI
NOJIyBBIBEZICHUs] OCHOBAHbl HA PE3yJIbTATaAX OJHOSTAIIHOTO AHAJIM3a KOAryJUpPYHOLIEeH
aktuBHOCTH. HecmoTpst Ha To, uto mepuonsl monysbisenenus rFVIIIFc u ADVATE® 6bim
HEMHOr0 OOJIbIIMMM COTJIACHO JIaHHBIM XPOMOTE€HHOTO AaHajM3a, COOTHOLICHHS MEXIY

NPOAYKTaMH OBUTA COMOCTABUMBI MEKTy STUMH IBYMsI METOAAMHU aHATN3A.
BAPUAHTbLI PEAJIM3ALINHN U30BPETEHU A

Bl1. Crnoco0® CHMKEHHUSI TOOBOTO IMOKA3aTeNsl YaCTOThl KPOBOTEUYEHUH Y CyObeKTa ¢
reMounnel, BKIIOYAOIUI BBe#eHHE CyOBekTy s(dexTrBHON mo3bl nomumnentuaa FVIII
JUTUTENIHOTO NEHCTBUS C MHTEPBAJIOM O3UPOBAHUS, COCTABJIIIOIIAM OKOJIO TPeX THEH HIIN
Oounee.

B2. Cnoco0 mo BapuwaHTy peanusauuu nuzodpereHuss Bl, oTnuyarommuiics Tem, 4To
BBEZICHUE SIBJIACTCS MPOMIAKTHUECKUM M UHANBHUY AJTM3UPOBAHHBIM JUIs CYOBEKTa U IPUBOIUT

K TOJIOBOMY MOKA3aTEJ0 YaCTOThl KPOBOTEYEHUN MEHBbIIEMY, YeM OKOJIO 5,0, MEHbIIEMY, YeEM
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0KO0JIO 4,9, MEHbILIEMY, YeM OKOJIO 4,8, MEHbIIEMY, YeM OKOJO 4,7, MEHbLIEMY, Y€M OKOJO 4,6
WUJIM MEHbLIEMY, Y€M OKOJIO 4,5.

B3. Cnioco0 mo BapuwaHTy peanu3auuu nzodpereHuss B2, oTiMyarommuiics TeMm, 4To
MEIMaHHbII FOOBOM MTOKA3aTelb YaCTOThl KPOBOTEUEHHM COCTABISIET OKOJIO 1,6.

B4. Crioco6 mo BapuaHTy peanmuzauuu nuzoOpereHus B, oTnuyaromuiicss Tem, 4to
BBEICHUE SIBJISIETCS TPO(HIAKTUUECKUM M OCYLIECTBISIETCS pa3 B HEHENI0 M MPUBOAUT K
rOJIOBOMY TMOKA3aTEK YaCTOThl KPOBOTEUEHHIH MEHbLIEMY, YeM OKOJIO 9,0, MeHbIIeMy, 4YeM
0KO0JI0 8,9, MeHbLIEeMy, YeM OKOJIO 8,8, MEHbLIEeMY, YeM OKOJIO 8,7, MEHbIIEMY, YeM OKOJIO 8,0,
MEHBIIIEMY, Y€M OKOJIO 8,5, UJIU MEHBbLIEMY, YEM OKOJIO 8,4,

BS. Crioco0 mo BapuwaHTy peanusanuu u3oOpereHuss B4, OTIMYAOIIMICS TeM, YTO
MEUaHHbII rOOBOM MOKA3aTeb YaCTOThlI KPOBOTEUEHHI COCTABJISIET OKOJIO 3,6.

B6. Criocob mo BapwaHTy peanm3anuu u3odpereHus Bl, oTnUYarOmMuiics TeM, YTO
BBEJICHHE OCYINECTBIISIETCS] MO HEOOXOAMMOCTH WJIM 3MH30IWYECKH U MPUBOIUT K TOIOBOMY
MOKA3aTeNII0 4aCTOThl KPOBOTEUEHUN MEHBIIEMY, YEM OKOJIO 55, MeHblIeMy, 4eM OKOJIO 54,
MEHBIIEMY, Y€M OKOJIO 53, MEHbIIEMYy, YeM OKOJIO 52, MEHbIIEMYy, YeM OKOJIO 51, MeHblIeMy,
yeM OKOJI0 50, MeHbILIEMY, YeM OKO0JIO 49, MeHblIeMy, 4eM OKOJIO 48 MEeHbLIEMY, YeM OKOJIO 47.
B7. Criocob mo BapwaHTy peanm3anuu u3odpereHus: BO, OTIUYAIOIMUNCS TE€M, YTO
MEMaHHbIN FOOBOM MTOKA3aTeJb YaCTOThI KPOBOTEUEHUI COCTABIIAET OKOJIO 33,6.

B8. Cnoco6 mo moboMy U3 BapuaHTOB peanm3auun u3obperenuss B1-B7,
oTnuyaromuiics teM, 4to 3¢ddexTuBHas noza cocrasyser or okoso 20 ME/kr no okosno 90
ME/xr.

BO9. Cnoco6 mo moOoMmy wu3 BapuaHTOB peanm3auuu u3oOperenuss B1-BS,
OTAUYaroIuiics TeM, 4to 3(dekTuBHas noza cocrasiasier 20-30 ME/kr, 30-40 ME/kr, 40-50
ME/kr, 50-60 ME/kr, 60-70 ME/kr, 70-80 ME/xr unu 80-90 ME/xr.

B10. Croco6 mo soboMy ©3 BapuaHTOB peajm3anuu  u3odOperenust B1-B9,
oTauyaroImuics teM, 9to 3ddexTuBHas noza cocrapisier 20 ME/kr, 25 ME/kr, 30 ME/kr, 35
ME/kr, 40 ME/kr, 45 ME/kr, 50 ME/kr, 55 ME/kr, 60 ME/kr, 65 ME/kr, 70 ME/kr, 75 ME/xkr,
80 ME/xr, 85 ME/xr unu 90 ME/kr.

B11. Cnoco®6 mo moOoMy U3 BapHaHTOB peanuzaumu uszobpereHuss B8-B10,
OTJIUYAIOIIUICS TeM, YTO BBEACHUE SIBJISIETCS MPO(IIAKTUYECKUM U UHIUBUAY AJTH3UPOBAHHBIM
¢ >¢dexTuBHON N030H, cocTaBisiromeit or okono 25 ME/kr no okono 65 ME/Kr nBakasl B
HEIeJI0 WU Kaxable Tpu OHs uiu ot okono S0 ME/kr no okosno 65 ME/kr kaxkneie 4 win S

ITHEH.
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B12. Crnoco® mo BapmaHTy peanusauuu nzodperenuss B1l1, orouuaromuiicss Tem, 9To
nepsasi BBoaumasi nosza nonunentuaa FVIII giaurtenbHOro AeHCTBHs COCTABISET OKOJIO 25
ME/kr, a Bropas no3a nonunentuga FVII nnurensHOro neficreus cocrasiser okono S0 ME/kr.
B13. Cnoco0 mo mroboMy u3 BapuaHTOB peanm3auuu  uzoOpereHuss B8-B10,
OTJIMYAIOINUICS TEM, YTO BBEAECHME SIBJIAETCS NMPOPUIAKTUYECKMM M OCYINECTBIISETCS pa3 B
Heneuo ¢ 3¢ dexkTuBHOI 1030#, cocraBisome 65 ME/kr exeHenenbHo.

B14. Cnoco6 mo mroboMy M3 BapHaHTOB peaju3aiu  u3o0pereHuss B8-B10,
OTJIMYAIOIIUICS T€M, YTO BBENEHHE OCYLIECTBIIIETCS MO HEOOXOAMMOCTU WM STH30IHYECKH C
s¢dexTuBHOM n030H, cocTasssirolnei ot 10 ME/kr no 75 ME/kr kaxasie 12-24 4acos.

B15. Cnoco6 mo moboMy U3 BapuaHTOB peajum3anuu  u3odpetenuss B1-B7,
OTIMYANOIIUICS TeM, 4TO 3((eKTuBHAs 1032 NPEACTaBIsieT COOOH (PUKCHPOBAHHYIO 03V,
KOTOpasi sIBJIsIETCS CTAaHAAPTHOM /Ui BCEX 3HAUEHUHN Macchl Tela.

Bl6. Crnoco® mo BapmaHTy peanusauuu uzodperenuss B1S, ornuuaromuiicss Tem, 9To
¢dukcupoBaHHas 103a cocrasisieT okosio 2000 ME, okono 2500 ME, okono 3000 ME, okono
3500 ME unu oxono 4000 ME nHa no3sy.

B17. Crmoco6 mo moOoMy ©W3 BapuaHTOB peanusaimu n3o0perenus B1-B7,
OTIMYAIOINUICS TeM, uTo 3¢ dexTuBHas n03a npeacTasiseT codoil cTpaTUPUIIUPOBAHHYIO 103Y.

B18. Crnoco6 mo mroboMy W3 BapHaHTOB peanm3auun  uzodperenuss B1-B17,
OTJIMYAKOLIUICA TEM, YTO OCTAaTOYHbIM ypoBeHb nosmnentuzaa FVIIL pnourenbHOro nencraus
coctaisieT bonee 1%, Gonee 2% unu 6onee 3% OT HOPMBL

B19 Cnoco6 mo mobOoMy U3 BapHaHTOB peanuzauuu uszoOpereHuss B1-B18,
ornuyarouiics tem, yto nonmunentun FVIIL gnutensHOro neifictBus xapakrtepusyercst T1/26era
(aKTUBHOCTH), COCTaBJIIIOIIUM OT OKOJIO 7 4HacOB A0 OKOJO 48 4acoB, OT OKOJO 6 YacoB 10
0K0J10 49 4acoB, OT OKOJIO 5 4acoB 10 0koJ10 50 4acos.

B20. Crniocob no BapuaHTy peanm3anuu uzoOpererus B19, ornuuarommiicss TeMm, 4TO
noyunentiy FVII miurenbHOro AeicTBUS XapakTepusyercs CPemnHUM T126era (AKTHBHOCTH),
COCTABJISAIOLIMM MO MEHbLIEH Mepe OKoso 15 4acoB, MO MeHbIIeH Mepe OKoJio 16 yacos, mo
MEHBIIEH Mepe OKOJo 17 4acoB, IO MeHbIIel Mepe Okoo 18 4acos, MO MEHbIIEH Mepe OKOJIO
19 yacos, no MeHbLIel Mepe OkoJIO 20 4acoB, MO MEHbLIEH Mepe OKoJIO 21 4aca, Mo MeHbLIEH
Mepe OKOJIO 22 4acoB, IO MEHbIIEH Mepe OKOJO 23 4acoB, O MEHbIIEH Mepe OKOJIO 24 4acos,
10 MEHbIIIEeH Mepe OKOJIO 25 4acos.

B21. Crnoco® mo BapmaHTy peanusauuu nzodperenus B20, oranyaromuiicss Tem, 9To
cpenHee T1/26era (AKTUBHOCTH) COCTABJISIET OKOJIO 19 "acos.

B22. Crioco6 mo BapuaHTy peanuzaumu u3odperenus B19-B20, ornuuarommiics tem,

yto cpenHee T1/26era (AKTHBHOCTH) SIBJISIETCS 110 MEHbBIIEH Mepe B OKoJio 1,5 pa3 OospimM, 4eM B
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ciy4ae MOJUMENTUAA, COCTOosImero u3 aMuHokucoT ot 20 no 1457 uz SEQ ID NO:2, ot 20 go
2351 u3 SEQ ID NO: 6 unmu ADVATE®.

B23. Cnoco60 mo mro0oMy M3 BapHaHTOB peaim3auuu  uzoOpereHuss B1-B22,
OTJIMYAKOLUICS TEM, YTO IUIA3MEHHBIN OCTaTOYHBbIN ypoBeHb nonunentuaa FVIIL nqourensHOro
JEeUCTBUSI COXpPAHSETCs Ha YPOBHE Mexay okoso 1% u oxono 5%, mexay okono 1% u okono
6%, Mexny okosio 1% u okono 7%, mexay okojio 1% u okosno 8%, mexay okosio 1% u okono
9%, mexny okousio 1% u okono 10%, mexay okono 1% u okono 11%, mexay okono 1% u okoo
12%, mexay oxono 1% u okono 13%, mexay okosno 1% u oxono 14%, mexay okono 1% wu
0k0J10 15% BBIIIIE UCXOTHOTO YPOBHS Y CyOBbeKTa.

B24. Cnoco6 mo mroboMy H3 BapuHaHTOB peaiu3aiu  u3o0pereHuss B1-B23,
oTnuyaromuics teMm, uro nojunentua FVIIL pnureapHOro AeWcTBHsI MPEnCTaBisieT COOOi
nomunentun FVIII nnurensroro aeicrsus, conepxawmnii noaunentun FVIIL u rereponornynelii
KOMITIOHEHT.

B25. Crnoco® mo BapmaHTy peanusauuu nzodperenus B24, ornuyaromuiicss Tem, 9To
reTepOJIOrNYHbIN KOMITIOHEHT SIBJIIETCS MAPTHEPOM IO CBsA3bIBaHUIO FcRn.

B26. Crnoco® mo BapmaHTy peanusauuu nzoOpereHus: B2S, oromuaromuiicss Tem, 9To
napTtHep 1o ces3piBanuio FcRn conepxxur Fe-obnacts.

B27. Crnioco6 mo BapmaHTy peanusaunu nzobperenus B25 wnu B26, ornmuaromuiics
tem, uro nomunentun FVII anutenpHOro AencTBUS AOMOJHUTEIBHO COIEPIKUT BTOPOrO
napTHepa Io cBsi3biBaHuIO FcRn.

B28. Crnoco6 mo BapuaHTy peanusanuu u3odpereHus B27, ornuyaromuiicss TeM, 4To
BTOpO# mapTHEp 1o cBsi3biBaHuI0 FcRn comeprxut BTopyro Fc-obmacts.

B29. Crniocob mo BapuaHTy peanuszauuu nzobperenust B27 wnu B28, orinuuaromuiics
TeM, 4YTO mapTHep IO cBs3biBaHMK FcRn u BTOpOl mnaptHep mno cBsspiBaHuio FcRn
aCCOLIMUPOBAHBL

B30. Crnioco6 no BapuaHTy peanm3anuu u3oOpererus B29, oTnuuarommiicss TeM, 4To
acCOLMALIUS TPEACTABIIIET COOOH KOBAJIEHTHYIO CBSI3b.

B31. Crnoco® mo BapmaHTy peanusauuu nzodperenus B30, oranyaromuiicss Tem, 9To
KOBAJICHTHASI CBSI3b MPEACTABISIET COOON ANCY TbPUAHYIO CBSI3b.

B32. Croco6 mo moboMy H3 BapWaHTOB peanusanuu  uzodpereHuss B27-B31,
OTJIMYAKOLIUICS T€M, YTO BTOPOU MapTHEP MO CBA3BIBAHUIO FCRN He CBsI3aH C aMUHOKHUCIOTHOU
MIOCJIEI0BATEBHOCTBIO ENTHIHOM CBSI3BIO.

B33. Cnoco6 mo mroboMy W3 BapHaHTOB peanm3auuu  uzodpereHuss B1-B32,
ornuyaromuiicss teMm, uro nojunentua FVIIL mpnurenpHOro AelcTBHs MpencTaBisieT COOOi

MOHOMepHO-TuMepHbIi rudbpua FVIIL
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B34. Cnoco6 mno mobOomMy wu3 BapHaHTOB peaidm3anuu u3o0pereHuss B24-B33,
oTnuyaromuiics teM, uro nojgunentun FVIII B noaunentuae AIUTEIbHOTO ASHCTBUS SBIISICTCS
yenoseyeckuM FVIIL

B35. Cnoco60 mno moOoMy wu3 BapHaHTOB peaim3anuu u3o0pereHuss B24-B34,
oTnuuaromuiicss teM, uro nogunentun FVIII B noaunentuae AIUTEIbHOTO AEUCTBUS SIBIISIETCS
nosnHopasMepHbiM FVIII unn FVIII ¢ ynanenusim B-gomenom.

B36. Cnoco6 mno mobOoMy U3 BapHaHTOB peaju3aiuud u3o0pereHuss B24-B34,
oTnuuaromuiics Tem, uro noymmentun FVIII seiasercss oqHONENOYeYHbIM.

B37. Crnoco6 mno mobOoMy U3 BapHaHTOB peaju3aiuu u3o0pereHuss B24-B34,
oTnnyarouiics teM, yro nonmunentun FVIII ssisercs HenpouecCUpOBaHHbBIM.

B38. Crnoco6 mo moboMy H3 BapWaHTOB peanusanuu  u3odpereHus: B24-B34,
oTnuyaromulicsa teMm, yro nojunentun FVIII coctout u3 aByx nemnew, npu 5TOM mepBasl LENb
COIEPXKUT TshKeNyr uenb nomunentuaa FVIIL a BTOopas nenb COAEPKUT JIETKYHO LEMNb
nojgunentuaa FVIIL

B39. Croco6 mo moboMy H3 BapWaHTOB peanu3anuu  uzodpereHus: B25-B38,
OTVIMYAIOLIUNCS TEM, 4YTO NapTHep NO CBaA3biBaHMKD FcRn B XuMepHOM mnonunentuae
npexacrasisieT coboit Fc yenoseka.

B40. Crnoco6 mno mobOoMy U3 BapHaHTOB peaim3anuu u3o0pereHuss B24-B39,
ornuyarouuiics teM, yro nojunentun FVII ssiasercs no menbiieit mepe Ha 60%, 70%, 80%,
90%, 95%, 95%, 97%, 98%, 99% wmm 100% UOEHTUYHBIM AMHHOKHMCIIOTHOM
nocienosatenbHoctu  FVII, mnpusenenHoii B Tabmuue 11A wium 11B 0e3 curHanbHOI
nocyenoBaTeIbHOCTH (aMUHOKUCTOTHI OT 20 mo 1457 u3 SEQ ID NO: 2 uin aMMHOKHCIIOTBI OT
20 no 2351 u3 SEQ ID NO: 6).

B41. Cnoco6 mno mobOoMy wu3 BapHaHTOB peaju3aiuu u3o0pereHuss B25-B40,
OTJIMYAIOLIUICS TeM, 4TO MapTHep no cBsa3biBaHUi0 FcRn sBnsiercs mo menbiueii mepe Ha 60%,
70%, 80%, 90%, 95%, 96%, 97%, 98%, 99% wumu 100% HUOEHTUYHBIM AMHHOKHUCIIOTHOMN
nocnenoBatebHOCTH Fc, mpusenenHoit B Tabnuie 11B 0e3 curHaibHOIN MOCIENOBATEILHOCTH
(amuHOKHCHOTHI OT 21 110 247 SEQ ID NO:4).

B42. Crmoco6 mo moboMy €3 BapWaHTOB peanu3anuu  uzodpereHus: B27-B41,
OTJIMYAKOLIUICA TE€M, YTO BTOPOM mapTHep no cBs3biBaHMK FCRn B XumepHOM nmonunentuze
npexacrasisiet coboit Fc yenoseka.

B43 Crnoco® mo BapmaHTy peanusauuu nzodperenus: B42, oranyaromuiicss TeMm, 9To
BTOpPOM MapTHep Mo cBs3biBaHUIO FcRn sBisercss mo menbiueit mepe Ha 60%, 70%, 80%, 90%,

95%, 96%, 97%, 98%, 99% unu 100% uaEHTUYHBIM AMIUHOKHUCJIOTHON MOCenoBaTebHOCTH Fc,
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npuseneHHoi B Tabmuue 11B 6e3 currainpHOIN mocnenoBaTeIbHOCTH (AMHUHOKHUCIOTHI OT 21 110
247 SEQ ID NO:4).

B44. Cnoco60 mo mroboMy M3 BapHaHTOB peanm3auun  uzoOpereHuss B1-B43,
OTJIMYAIOINUICS TeM, 4TO (PUKCUpPOBaHHasA 1032 (pakTopa CBEPTHIBAHUS KPOBH IpEIHA3HAUEHA
IS IEPUOTIEPALMOHHOTO BEIGHUS 311130712 KPOBOTEUEHHUSI.

B45s. Cnoco6 mo moOoMy U3 BapHaHTOB peanuzauuu u3zoOpereHus: B1-B44,
OTJIMYAIOIIUICS TE€M, UYTO CYOBEKT Hy KJAeTCsl B KOHTPOJIE WIIM NMPEAOTBPALIEHUN KPOBOTEUEHUS
WU 5TIU30/10B KPOBOTEUEHHUSI.

B46. Crnioco6 no BapuaHTy peanm3anuu u3oOpereHus B45, ornuuarommiicss TeMm, 4To
CyOBEKT HYKAAETCsl B KOHTPOJIE WM NPEAOTBPALICHUN KPOBOTEUEHHSI B CIIy4ae KPOBOU3IUSHHUS
MaJioro o0bpeMa, reMapTPO30B, KPOBOUIUSHUS B MOBEPXHOCTHBIC MBIIIIBI, KPOBOU3JIUSHUS B
MSTKHE TKAaHH, YMEPEHHOrO KPOBOW3JMSHUS, BHYTPUMBIIIEYHOIO KPOBOU3JIMSHUS WM
KPOBOMBJIUSIHUSI B MSITKHE TKAaHH C PACCIOCHUEM, KPOBOMW3JMSHHUS B CIU3UCTYIO OOOJIOUKY,
reMaTypuy, OOLIMPHOTO KPOBOMBIIUSIHMSA, KPOBOU3JIHMSHHS B TJIOTKY, KPOBOHM3JIMSHHUS B
3arJIOTOYHOM TPOCTPAHCTBE, KPOBOU3IHMSHUS B 3a0PIOLTMHHOM MPOCTPAHCTBE, KPOBOU3JIUSHUS B
LIEHTPAJIbHOH HEPBHOHW CHUCTEME, KPOBOIIOATEKOB, IIOPE30B, LAPAINUH, KPOBOHM3JIUSHUS B
CyCTaBbl, HOCOBOI'O KPOBOTEYEHHS, KPOBOTEUEHHsI B POTOBOH IMOJIOCTH, KPOBOTOYHBOCTH JI€CEH,
BHYTPUYEPENTHOTO  KPOBOTEUEHHs, BHYTPUOPIOIIMHHOTO  KPOBOTEYEHHUS, CIIOHTAHHOTO
KPOBOMBJIUSHUSL MaJoro oObeMa, KPOBOTEUEHMs I10Cie OOIIMPHOM TpPaBMBbl, YMEPEHHBIX
KPOBOTIOATEKOB HA KOK€ WJIM CIIOHTAHHBIX KPOBOW3JIUSHUN B CYCTaBbl, MBIIILbI, BHYTPEHHUE
OpraHbl WJIM TOJOBHOM MO3T.

B47. Crnoco6 mo BapuaHTy peanusanuu u3odpereHus B46, ornmuaromuiicss TeM, 4To
CyObEeKT HyXITAeTcs B YCTPAHEHHMM KPOBOTEYEHHUS, CBA3AHHOTO C XHUPYPrHYECKHM
BMEIIATEILCTBOM HIIH yAAJICHUEM 3y O0B.

B48. Crnioco® no BapuaHTy peaim3anuu u3oOpereruss B47, oTnuuarommiicss TeM, 4To
cyObekTy OyAayT TMpOBOOUTH, MPOBOAST WM MPOBONWIM OOIIUPHOE XUPYPTrHUECKOE
BMEIIATEIbCTBO.

B49. Crnoco® mo BapmaHTy peanusauuu nzodperenus B48, oramuaromuiicss Tem, 9To
OOIIMPHOE XUPYPrHUECKOe BMELIATENBCTBO MPEACTABIsIET COOOH OPTOMEIUUECKYIO ONEPaLHIo,
OOIIMPHYIO CTOMATOJIOTHYECKYIO OMEPALHIO, YPOJIOTHIECKYIO ONEPALIHIO HIIH IPbIKECEUEHUE.
B50. Crnoco® mo BapmaHTy peanusauuu nzodpereHus B49, ornmyaromuiicss Tem, 9To
OpTONennYecKasl Omepanys MPenCcTaBIseT cCoOON 3aMelIeHne KOJIEHHOTO, Ta300eIpEeHHOr0 Ui
OJTHOT'O U3 IPYT'HX OCHOBHBIX CyCTaBOB.

B51. Cnoco6 mo mroboMy ©3 BapuaHTOB peanm3auun  uzodperenuss B1-B50,

OTJ'II/ILIaIOI_I_II/II\/’ICH TEM, UYTO CY6”beKT HYXOA€TCA B JOJITOCPOIHOM JICUCHUH.
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B52. Cnoco6 mo mroboMy W3 BapuaHTOB peaim3auuu  uzodperenuss B1-BSI,
oTnuyaromuicsa teM, uro nosunentun FVIIL gaurensHOro nelcTeyus BBOAAT BHYTPUBEHHO UM
TIOZTKOKHO.

B53. Cnoco0 mo mroboMy M3 BapuHaHTOB peanm3auuu  uzoOpereHuss B1-B52,
ortnuuaroiuiics TeMm, uro noymnentun FVIII pgaurenbHOro AeWCcTBUS BXOOUT B COCTaB
(apmaLeBTHIECKOH KOMITO3ULIUY, COAEPIKAILEH:

(a) nojunentun FVII nnutenbHOro nelcTBus;

(b) OIUH WK OoJjiee CTAOWJIM3UPYIOLUINX AT€HTOB, BHIOPAHHBIX M3 TPYIIIbL, COCTOSIIEH W3

caxapo3sbl, Tperaio3bl, paGGuHO3bI, APrUHIUHA U UX CMECH,
(c) xyopun Hatpust (NaCl),

(d)  L-rucrtunus,

(e) XJIOPH]T KaJIbIHST, U

() noaucopbar 20 wu nmonucopdat 0.

B54. Crioco6 no BapuaHTy peanm3anuu uzodperenus BS3, ornmuarommiicss TeM, 4TO
(dapmaueBTHYECKasT KOMIIO3ULMS HE CONEPKUT MAHHUTON, [JIMIMH, AaJlAaHWH WU
TUAPOKCUITHUIIKPAXMAJL.

B5S. Cnoco6 no BapuaHTy peanusauuu uzodpererus BS3 wmm BS54, ormnmuaromuiics
TeM, 4ro (apmaneBTuyeckas komnosuius —comepkutr NaCl  Kak  eIMHCTBEHHBIH
00beMO00OPa3yOLIHIA areHT.

B56. Cnoco6 mno moOoMy wu3 BapHaHTOB peaju3aiuu u3o0pereHuss BS53-B5S,
OTJIMYAIOIIUICS TEM, 4TO (papMarieBTUYeCKasi KOMIIO3ULHSI COIEPIKUT Caxaposy.

B57. Crnioco® mo BapuaHTy peaim3anuu u3o0pereHuss BS6, oTnuuarommiicss TeM, 4To
(dapmanieBTUYECKash KOMITO3ULIUS COAEPKUT OT okojio 1% (mM/00) mo okono 2,5% (m/00)
caxapo3blL

B58. Crnoco® mo BapmaHTy peanusauuu nzodperenus B57, ornuyaromuiicss Tem, 9To
(dapmaneBTHYECKasi KOMIIO3UIUST COONEPKUT OT okojio 1,3% (m/00) caxapossl no okoso 2,0%
(M/00) caxapo3bl.

B59. Crnoco® mo BapmaHTy peanusaunu nzodperenus: BS8, ornmmuaromuiicst Tem, 9To
(dapmaneBTHYeCcKas KOMITO3ULIUs comepxkut okojio 1,33% (m/00) caxapossl wim okojio 2,0%
(M/00) caxapo3bl.

B60. Crioco6 no BapuaHTy peanuzanuu uzodperenus BS6, ornuuarommiics TeMm, 4TO

dapmaneBTUUeCKasi KOMIO3UIUS COAEPKUT OT OKOJI0 10 Mr/mit 10 OKOJI0 25 MI/MIT caXapo3bl.
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Bol. Crnoco® mo BapmaHTy peanusauuu nzodpereHus BO0, oranyaromuiicss TeMm, 9To
dapmaneBTHYECKasi KOMIO3UIHUS COAEPKUT OT OKOJIo 13 Mr/mit 10 okojio 20 MIr/mit caxapo3bl.
B62. Crioco6 no BapuaHTy peanmuzauuu uzodperenus B61, ornuuarommiics TeMm, 4TO
dapmaneBTUYECKasi KOMIIO3ULIHS COAEPKUT OKouo 13,3 mMr/mu caxapossl win okoio 20,0 mr/mi
caxapos3bl.

B63. Cnoco6 mo mroboMy ©3 BapHaHTOB peanuzauuu u3o0perenuss BS3-B62,
OTJIMYAIOIIUICS TeM, 4TO (papMaleBTHYECKAs KOMITO3MLIMS COAEPKUT OT okoyio 150 MM no
okoJ10 250 MM NaCl.

B64. Crioco6 mo BapuaHTy peajqu3anuu U300peTeHus B63, OTIHUArOIIMICS TEM, YTO
(bapmareBTUYECKasi KOMIIO3HUIUS COAEPKUT OT 0KoJjI0 175 MM no okono 225 MM NaCl.

B6S. Crnoco® mo BapmaHTy peanusauuu nzodpereHus: Bo4, orauyaromuiicss Tem, 9To
(apmaneBTHYECKasT KOMIO3HUIHUS COAEPKUT OT 0Kk0j10 200 MM 1o okono 210 MM NaCl.

B66. Crnoco® mo BapmaHTy peanusauuu nzodpereHus BOS, ornnuaromuiicss Tem, 9To
(dapmaneBTHYECKass KOMIO3UIHS coaepKUT okoio 205 MM NaCl.

B67. Croco6 mo moboMy H3 BapWaHTOB peanuszanuu  uzodpereHus: BS53-B62,
OTJIMYAIOIIUICS TeM, 4TO (hapMaleBTHUECKass KOMITO3ULMS COAEPXKHUT OT OKoyo 8,8 mr/miu 1o
okousio 14,6 mr/mn NaCl.

B68. Crioco6 mo BapuaHTy peanmu3anuu uzodpererus B67, ornuuarommiicss TeM, 4TO
dapmaneBTHUYeCKasi KOMIO3UIUS COAEPKUT OT 0kojio 10 mr/mi go okosio 13 mr/mut NaCl.

B69. Crioco6 no BapuaHTy peanuzauuu uzodperenus B68, ornmuarommiics TeMm, 4TO
(bapmanieBTHYECKast KOMIO3HULMS comepxkut okojo 12,0 mr/mu NaCl.

B70. Cnoco6 mno moOoMmy u3 BapuaHTOB peanusauuu uszodpereHust BS53-B62,
OTJIMYAIOIIUICS Te€M, 4TO (papMaleBTHYECKAs KOMITO3MLIMS COIAEPKUT OT okoyio 250 MM no
okoJ10 350 MM NaCl.

B71. Crnioco6 no BapuaHTy peaim3auuu uzodpereruss B70, oTnHUarOMiics Te€M, YTO
(bapmareBTHUYECKasi KOMIO3HUIUS COAEPKUT OT 0KOJI0 275 MM 1o okono 325 MM NaCl.

B72. Crnoco® mo BapmaHTy peanusauuu uzodperenus B71, orauyaromuiicss Tem, 9To
(bapmaneBTHYECKass KOMIO3UIHS coaepkuT okosio 308 MM NaCl.

B73. Crmoco6 mo moboMy €3 BapWaHTOB peanu3anuu  uzodpereHus: BS53-B62,
OTJIMYAIOIIUICS TeM, 4TO (papManeBTUYECKass KOMIIO3HLUS CONEPXKUT OT okoso 14,6 mr/mi 1o
o0k0:10 20,5 mr/ma NaCl.

B74. Crnoco® mo BapmaHTy peanusauuu uzodperenuss B73, orauuaromuiicss TeMm, 9To
dapmaneBTHYECKasi KOMIO3UIUS COAEPKUT OT OKoJIo 16 mr/mit 1o okosio 19 mr/mut NaCl.

B75. Crioco6 no BapuaHTy peanm3auuu uzodperenus B74, ornuuarommiicss TeM, 4TO

dapmanepTuyeckas KOMo3uus cogepkut okono 18,0 mr/mn NaCl.
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B76. Croco6 mo moboMy H3 BapWaHTOB peanuszanuu  uzodpereHus: BS53-B75,
OTJIMYAIOINUICS TeM, 4TO (papManieBTUYECKass KOMITO3ULMS COAEPKUT OT OKOJIO S MM 10 OKOIo
15 MM L-ructuauna.

B77. Crioco® no BapuaHTy peanuzauuu uzodpereHus B76, ornuuarommiics TeM, 4TO
(apMarieBTHYECKass KOMITO3ULIMSI CONEPKUT OKOJIo 6,64 MM L-ructuanna wiu okojio 9,8 MM L-
TUCTU/IMHA.

B78. Cnoco6 mno mobOoMy U3 BapHaHTOB peaju3aiuu u3o0pereHuss BS53-B75,
OTJIMYAIOIIUICS TeM, 4TO (papManeBTUYEeCKass KOMIO3HULUS CONEPKUT OT okosio 0,75 mr/mi 1o
0K0J10 2,25 mr/ma L-ructupuna.

B79. Crnioco6 no BapuaHTy peanm3auuu u3odperenus B78, ornmuarommiicss TeM, 4TO
dapmaneBTHyecKass KOMITO3UIusl conepskut okono 1,03 mr/mn L-ructununa umm okojo 1,55
mr/min L-ructunuHa.

B80. Crnoco6 mo moboMy €3 BapWaHTOB peanusanuu  uzodpereHuss BS53-B79,
OTJIMYAIOIIUICS TeM, uTO (papManieBTUYIECKass KOMITO3ULHSI COAEPKUT OT OKOJIO S MM 10 OKOJIOo
10 MM xnopuaa xanbLusi.

B81. Crnoco® mo BapmaHTy peanusaunu nzodperenus B80, ornamuaromuiicss Tem, 9To
dapmaneBTHYECKass KOMIIO3UIHS COASPKUT OKOJIO 5,4 MM XJjiopuaa KajibLus WA OKOJIO 8§ MM
XJIOpUJA KaJIbLHSL.

B82. Cnoco6 mno mobOoMy wu3 BapHaHTOB peanm3anuu u3o0pereHuss BS53-B79,
OTJIMYAIOINUICS TeM, 4TO (papmManeBTHYECKass KOMIO3HULUS CONEPKUT OT okoso 0,75 mr/mia 1o
okoJo 1,5 Mr/mi auruapara XJaopuaa KajibLusl.

B&3. Crnoco6 mo BapuaHTy peanusanuu u3odperenus B82, ornmuaromuiicst Tem, 4to
(apManieBTHYECKass KOMIIO3HULIUSL COAEPKUT OKOJIo 0,8 MI/MIT quruapaTta XJIOpUAa KajabLUs I
okoJ10 1,18 mMr/mi gurunpara Xjaopuaa KaibLus.

B84. Crnoco6 mno mobOoMy wu3 BapHaHTOB peaju3anuu u3o0pereHuss B53-B83,
OTJIMYAIOIIUICS TeM, 4TO (papMarieBTHYecKasi KOMIO3ULHMS CoAep:KUT oT okoyio 0,008% (m/00)
1o okouo 0,025% (m/06) monucopbara 20 wim nmommcopdara 80.

B8S. Crnoco® mo BapmaHTy peanusaunu nzodperenus B84, ornmuaromuiicss Tem, 4To
dapmaneBTHyeckass KoMmrosunus coxepkur okono 0,013% (m/06) momucopbara 20 wim
nosucopbara 80 wm okono 0,02 % (M/06) monucopbdara 20 winm nmonucopbata 80.

B86. Croco6 mo moboMy H3 BapwaHTOB peanu3anuu  uzodpereHus: BS5S3-BS83,
OTJIMYAIOIIUICS TeM, 4TO (papManeBTUYECKass KOMIIO3HLUS CONEpKUT OT okoso 0,08 mr/mi 1o

okoJio 0,25 mr/mi nommcopOara 20 wu noymcopdara 80.
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B87. Crioco6 no BapuaHTy peanm3anuu u3odperenus B86, ornmuarommiicss TeM, 4TO
dapmaneBTuyeckass KoMmo3unusi comepkut okosno 0,13% wmr/mn momumcopbara 20  wim
noymmcopbara 80 unmu okoso 0,20 mr/mia nonucopOara 20 mnu nomucopdara 80.

B88. Cnoco60 mno mobOoMy wu3 BapHaHTOB peaim3anuu u3odpereHuss BS53-B87,
oTnuyaroiuiics TeM, uto nojunentun rEVIIFc conep:kut nepyro cyObeqUHULYY, CONEPIKALILY IO
AMMHOKHCIIOTHYIO TOCJIE€IOBATENbHOCTb, 1O MeHbInel Mepe Ha 90% wmnu 95% uaeHTHUYHYIO
amuHokuciotam ot 20 no 1684 u3z SEQ ID NO:2 unu ot 20 g0 2578 uz SEQ ID NO:6, u BTOpYIO
CyObEIMHHULYY, COAEPIKALIYI0 AaMHHOKHUCJIOTHYIO MOCJENOBATEIbHOCTh, MO MEHbINEH Mepe Ha
90% nmu 95% uneHTHuUHy0 amMmuHOKHCIoTaM ot 21 o 247 uz SEQ ID NO:4.

B89. Crniocob no BapuaHTy peanm3auuu uzodperenus B88, ornmuarommiicss Tem, 4TO
noymnentun rEVIIFc conep:xut nepByro cyObeanHUL, COOEPKAIIYI0 aMUHOKUCIOTHI OT 20 110
1684 m3 SEQ ID NO:2 wmm ot 20 mo 2578 uz SEQ ID NO:6, u BTOpPYHO CyOBEOUHHILY,
conepkainy o aMuHOKUCIOTHI OT 21 10 247 uz SEQ ID NO:4.

B90. Crnoco6 mo moboMy U3 BapWaHTOB peanusanuu  uzodpereHus: BS53-B89,
ormnuyaromuica teMm, 4ro nomunentun FVIIL pnurenpHOro nencTsusi NPUCYTCTBYET B
KOHIIEHTPAINH, cocTaBisitoeit ot okoyo S0 ME/mi no okosno 2500 ME/mi.

BO1. Crnioco6 no BapmaHTy peanmzannu uzodpererus BOO, ornmuarommiicss TeM, 4TO
dapmaneruyeckas komrosuuusi copepxutr 83 ME/mu, 167 ME/mn, 250 ME/mn, 333 ME/man,
500 ME/mn, 667 ME/mn, 1000 ME/mn, 1333 ME/mn, 1667 ME/mMa umu 2000 ME/mn
nomunentuaa FVIIL nnurenbHOro AencTBusl.

B92. Crnocod mo noboMy U3 BapuHAHTOB peanu3anuu u3o0OpereHus BS53-B89,
oTnuuaromuiics TteM, 4ro nomunentun FVIIL paurenpHOro pAeilcTBusi NPUCYTCTBYET B
KOHIIEHTpAI1H, cocTaBisitoieii ot okoyio 100 ME/mn no okono 4000 ME/mi.

B93. Crnioco® no BapuaHTy peajqu3auuu u3oOpereHuss BO2, oTnHuarommiicss TeM, 4To
dapmanepruyeckas kommnozunus comep:xkutr 150 ME/mn, 287,5 ME/mn, 431,25 ME/mn, 575
ME/mn, 862,5 ME/ma, 1150 ME/mn, 1725 ME/mi, 2300 ME/mn, 2875 ME/mn unu 3450 ME/mn
nomunentuaa FVII nnurenbHOro AeicTBus.

B94. Crmoco6 mo moboMy U3 BapWaHTOB peanusanuu  uzodpereHus: BS3-B56,
OTJIMYAIOIIUICS TeM, YTO (papMarieBTUIeCKast KOMIIO3HUIHUS COACPIKHT:

(a) ot okoJio 50 ME/mi o okosno 2500 ME/mn nonmunentuna FVIIL nmutenbHOTO NeHCTBUS,
(b) ot okoJio 1% (M/00) mo okono 2,5% (M/00) caxapossr,
(c) ot okoJio 150 MM no okono 250 MM NaCl;

(d)  orokono 5 MM no okosno 15 MM L-ructunusa,
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(e) oT 0k0JI0 5 MM 110 ok010 10 MM XJTOpHIa KaJIbIVST, 1
(H) ot okoJio 0,008% (M/06) no oxoso 0,025% nonucopbara 20 unmu nosrcopdata 80.

B9sS. Cnioco0 mo BapuaHTy peanu3auuu uzoOperenuss B94, ornuuaromuiicss TeM, 4To
(apMarieBTHYECKast KOMIIO3HULIMS COAEPKUT OT OKojIo 175 MM 1o okoso 225 mM NaCl.

B96. Crniocob no BapuaHTy peajmu3auuu u3oOperenus BOS, ornuuarommiicss Tem, 4To
(bapmaieBTUYECKasi KOMIIO3HUIUS COAEPKUT OT 0K0j10 200 MM 10 okono 210 MM NaCl.

B97. Crnioco0 mo BapuaHTy peanu3alnuu u3o0pereHuss BO6, OTIMUArOIIUICS TE€M, YTO
bapMarieBTHYeCKast KOMIIO3HIIUS COMEPIKUT:

(a) okono 83 ME/mi, okono 167 ME/min, okoso 250 ME/mn, okosno 333 ME/mi, okono 500
ME/mn, okono 667 ME/min, okosno 1000 ME/mi, okono 1333 ME/mi, okono 1667 ME/mn unu

okosio 2000 ME/mn nonunentuaa FVIII nnuteabHOro neicTus;
(b) okono 1,33% (m/06) caxapossr,

(c) okoo 205 mM Na(l,

(d) okoJio 6,64 MM L-ructuanna;

(e) okoJio 5,4 MM XxJiopuzia KaJbLus; u

(f) okoJi0 0,013% (m/06) nomucop6ara 20 unu nonucopdara 80.

B98. Crnocod mo nmoboMy U3 BapuHAHTOB peanu3anuu u3odOpereHus BS53-BS6,
OTJIMYAOIIUICS TEM, 4TO (papMalieBTUYeCKasi KOMIIO3ULHSI COIEPIKHUT;
(a) or okojo 100 ME/mn mo okono 4000 ME/mn nonunentuna FVIIL nmutenbHOro

JICUCTBUS,

(b) ot okoJio 1% (M/00) mo okono 2,5% (M/00) caxapossr,

(c) ot okoJio 250 MM 1o okosio 350 MM NaCl;

(d) oT 0k0Ji0 5 MM 110 okoJ10 15 MM L-ructununa,

(e) oT 0k0JI0 5 MM 110 okoJ10 10 MM XJTOpHIa KaJIbIHS, 1

(H) ot okoJio 0,008% (M/06) no oxoso 0,025% monucopbara 20 unmu nmosrcopdata 80.

B99. Crnioco6 no BapuaHTy peanmuzauuu uzodperenus BO8, ornmuarommiics Tem, 4To

dapmaneBTUYECKasi KOMIO3HUIUS COAEPIKUT OT 0K0JI0 275 MM no okoino 325 MM NaCl.
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B100. Criocob mo BapuaHTy peanm3anuu uzodpereHus: B99, ornuyarommiicss Tem, 9To
(dapmaneBTUYECKasT KOMIIO3UIIUS COACPIKHUT:

(a) okono 150 ME/mn, okonmo 287,5 ME/mn, okono 431,25 ME/mn, okono 575 ME/man,
oko0j10 862,5 ME/mn, okono 1150 ME/mi, okono 1725 ME/min, okono 2300 ME/mn, okoio 2875

ME/mn unu 3450 ME/min nonunentuga FVII qautenbHOro neicTBus;
(b) okoJ10 2,0% (M/00) caxapossl,

(c) okoio 308 MM NaCl,

(d)  oxono 9,8 MM L-ructununa;

(e) okoJio 8 MM XJiopHa KaJIbIHs;, 1

(H) okoo 0,020% (m/00) monucopbara 20 wiu mommcopdara 80.

B101. Cnoco®6 mo mroboMy ©3 BapHaHTOB peanu3auuu wu3odperenuss BS53-B56,
OT.]'II/ILIaI'OH_[I/II\/'ICH TEM, UTO q)apMaLIeBTI/ILIeCKaﬂ KOMIIO3UIUSA COACPIKUT:.

(a) ot okoJio 50 ME/mn o okosno 2500 ME/mn nomunentuna FVIIL nimutenbHOTO NeHCTBUS,
(b) oT ok0J10 10 Mr/mi1 10 OKOJIO 25 MI/MJT caxapo3bl,

(c) ot okoJio 8,8 mr/mi 1o okoso 14,6 mr/min NaCl,

(d)  orokomno 0,75 mr/mn 10 okoJio 2,25 mr/mn L-ructuansa,;

(e) ot okoJ10 0,75 Mr/mit 10 okoso 1,5 Mr/mi guruapara Xjaopuna KajabLus; U

() ot okoJ10 0,08 mr/mi 1o okono 0,25 mr/min nosucopbdara 20 unn nonucopdara 80.

B102. Crniocob mo BapuaHTy peaiuzanuu n3oo0perenus B101, oTaudaromuiicss Tem, 4To
(dapmaneBTHYECKass KOMIO3HUIHUS COAEPKUT OT 0Kk0j10 10 mr/mi o 13 mr/mi NaCl.

B103. Crniocob mo BapuaHTy peaim3anuu n3o0pereHus B102, OTIUYAIOIUINACS TEM, YTO
(dapmaneBTHYECKasT KOMIIO3UIIUS COAEPIKHUT:

(a) okono 83 ME/mn, okono 167 ME/min, okoso 250 ME/mn, okomno 333 ME/mi, okono 500
ME/mn, okono 667 ME/min, okosno 1000 ME/mi, oxono 1333 ME/mi, okono 1667 ME/mn unu

okosio 2000 ME/mn nonmunentuna FVIIL nnuteapsHOro neicTus;
(b) okoJio 13,3 mr/mi caxapossr,

(c) okoo 12,0 mr/mn NaCl,
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(d) okoso 1,03 mr/mn L-ructununa,
(e) okoJio 0,8 Mr/mMi muruapaTa XJIopuaa KambLys, U
(f) okoo 0,13 mr/mn nonucop6Oara 20 unmu nonucopdara 80.

B104. Crnocod mo nroboMy U3 BapuHAHTOB peanu3anuu u3odOpereHus BS53-BS6,
OTJIMYAIOIIUICS TeM, 4TO (papMaleBTUYeCKasi KOMIIO3ULHSI COIEPIKHUT;
(a) or okojjo 100 ME/mn mo okomno 4000 ME/mn nonunentuna FVIIL nmutenbHOro

JIEUCTBUS,

(b) oT ok0Ji0 10 Mr/mJj1 10 OKOJIO 25 MI/MJT caxapo3bl,

(c) ot okoJio 14,6 mr/mn no okojo 20,5 mr/mi NaCl;

(d) ot okoJio 0,75 mr/mn 1o okojo 2,25 mr/min L-ructuanna;

(e) ot okoJo 0,75 mr/mi go okono 1,5 Mr/mi quruapara Xjaopuna KaibLus; 1

() ot okoJo 0,08 mr/mi no okono 0,25 mr/mn noxucopdara 20 unn nonucopdara 80.

B10S. Crnioco0 no BapuaHTty peanu3anuu n3o0perenus B104, oTnudaromuiics TeM, 9To
dapmaneBTHUYECKasi KOMIO3UIUS COAEPKUT OT OKoJIo 16 mr/mi 1o okosio 19 mr/mun NaCl.

B106. Criocob mo BapuaHTy peanuzauuu u3o0pereHust B105, oTnudarommiics TeM, 4To
(apMarieBTUYECKast KOMIIO3HLIUS COAEPIKUT:

(a) okono 150 ME/mn, okono 287,5 ME/ma, okono 431,25 ME/mn, okono 575 ME/mu,
okouio 862,5 ME/mu, okono 1150 ME/min, okono 1725 ME/ma, okono 2300 ME/mi, okono 2875

ME/mn unu 3450 ME/mn nonunentuna FVII qautenbHOro neicTBus;
(b) okoJio 20,0 Mr/mJy1 caxapo3sbl,

(c) okoo 18,0 mr/mn NaCl,

(d) okoo 1,55 mr/mn L-ructununa,

(e) okosio 1,18 mMr/Mi qurunpara Xjuopuaa KajabIus, 1

(H) okoo 0,20 mr/mn nmonmcop6bata 20 uimu noucopdara 80.
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B107. Crnoco6 mo mobOomy u©3 BapuaHTOB peanm3anuu uzobperenus B1-B52,
oTnuyaroiuiics TeMm, u9ro nogunentud FVIIL gnurenpbHOro medcTBUSL HAXOOUTCS B
bapMareBTUIECKOM KOMIUIEKTE, COAepIKaIIeM

(a) NIepBbI KOHTEWHEp, copepKaluil THOQUIN3UPOBAHHBINA MMOPOIIOK, IIPU 3TOM MOPOLIOK

COZIEPIKHUT
1) nonunentun FVII nnurensHOro aeicraus,

(1)  omuH uau Oojee CTAOWMJIM3HMPYIOIIUX AreHTOB, BHIOPAHHBIX M3 TPYMIIbI, COCTOSLICH U3

caxapo3bl, Tperano3bl, paGPuHO3bI, APrUHIUHA U UX CMECH,
(1i1)  xjopun Hatpus (NaCl),

(tv)  L-ructunus,

(V)  XJIOpuA KambLus; U

(vi)  momucopOat 20 wiu noyucopdar 80; u

(b) BTOPOI KOHTEHHEp, CONEp KAl CTEPUIIbHYIO BOAY IJIsl MHBEKIUN IJIsI COSOUHEHHS C

TOPUIN3UPOBAHHBIM MOPOIIKOM M3 IIEPBOTO KOHTEHHepa.

B108. Crioco6 mo BapuanTy peanuzauuu usodperenus B107, ornuyarommiics TeM, 4To
¢dapmaLeBTHYECKUIT ~ KOMIUIEKT HE  COAEPXKHT  MAHHUTOJ, [JIMLHH, aJaHuH WU
TUAPOKCUITUIIKPAXMAJT.

B109S. Crniocob o BapuaHTy peanuzauuu n3ooperenust B107 unu B108, ornuuaromumiics
TeM, 4YTO (papmaneBTH4YeCKUi KOMIUIEKT comep:kur NaCl B kadecTBe €IMHCTBEHHOTO
00BpeMO00pa3yOIIEero areHTa.

B110. Crocob6 mo mrobomMy wu3 BapwaHTOB peanusauun uzodperenuss B107-B109,
OTJIMYAIOIIUICS Te€M, YTO (papMaleBTUIECKUN KOMIUIEKT COACPIKUT:

(a) NepPBbI KOHTEHHEP, COoAep AUl JTHOPUIM3UPOBAHHBINA MMOPOIIOK, MPH 3TOM MOPOLIOK

COZIEPIKHUT

1) okoJio 250 ME, okono 500 ME, okono 750 ME, okono 1000 ME, okono 1500 ME, okono
2000 ME, oxono 3000 ME, okono 4000 ME, okomo 5000 ME wumu oxomo 6000 ME

nojgunentuaa FVIII nnureapHOro AeHCcTBUS,
(1)  okomo 40 Mr caxapossr,

(111)  oxojo 36 Mr xJopUaa HATPus,
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(tv)  oxono 3,1 mr L-ructunusa,;
(v)  oxomno 2,40 Mr puruapara XJjaopuaa KajabLys, U
(v) okoo 0,40 mr nosucopbara 20 wiu nonucopdara 80; u

(b) BTOPOW KOHTEWHep, COAep:KallMii CTEPUSIbHYIO BOAY JMJsl HHBEKUUH B oObeMme,
JIOCTATOYHOM JUJIsl TIOJTyUeHUs TIPH COEMUHEHUH C JTHOQUIN3UPOBAHHBIM MTOPOIIKOM U3 MEPBOTO

KOHTeMHepa pacTBOPa, COAEPIKAIEro:;

(1) okosio 83 ME/mi, okosio 167 ME/mn, okono 250 ME/min, okono 333 ME/mi, okosio 500
ME/mn, okono 667 ME/min, okosio 1000 ME/mi, okono 1333 ME/mia wnu okono 1667 ME/mu,

uiu 0k0j10 2000 ME/mn nonunentuna FVII gautensHOro QeicTBHsI, COOTBETCTBEHHO,
(1)  okomo 1,33% (M/00) caxapo3sr,
(111)  oxomo 205 MM NaCl,;

(iv)  okomno 6,64 MM L-ructuansa,;

(v) OKOJIO 5,4 MM XJIOpUAa KabIUs; U
(vi) oxkoio 0,013% (m/06) mosucopbara 20 wnu monucopdara 80.
B111. Crnoco6 mo moOoMy u3 BapuaHTOB peanusauuu usodperenus B107-B109,

OTJIMYAIOIIUICS TeM, YTO (papMarieBTUIeCKast KOMIIO3HLUS COICPIKHT:
(a) NIEPBbIN KOHTEHHEP, COAEp KA JTUOPUIU3UPOBAHHBINA MMOPOIIOK, PU 3TOM MOPOIIOK

COZIEPIKHUT

1) okoJio 250 ME, okono 500 ME, okono 750 ME, okono 1000 ME, okono 1500 ME, okoino
2000 ME, oxonmo 3000 ME, okono 4000 ME, okxomo 5000 ME wmm oxomo 6000 ME

nogunentuaa FVIII nnurenbHOro neicTeus,

(1)  okomo 40 Mr caxapossr,

(1i1)  oxoJo 36 Mr XJIOpUaa HATPUS,

(tv)  oxono 3,1 mr L-ructunusa,;

(v) okoJio 2,40 Mr auruapata XJopuaa Kajublus; U

(v) okoo 0,40 mr nosmucopbara 20 wiu nonucopdara 80; u
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(b) BTOpOIl KOHTEWHep, COAepKAIlMi CTEePIJIBHYIO BOAYy MJIsi WHBEKIUH B oObeme,
JOCTATOYHOM ISl TIOJIYUSHHsI TIPU COENUHEHUH ¢ JIMOPUIH3UPOBAHHBIM MOPOIIKOM U3 MEPBOTO

KOHTeHHepa pacTBopa, COAEPIKAILEro:

(1) okoisio 83 ME/min, okono 167 ME/mun, okosno 250 ME/mn, okosno 333 ME/mi, okono 500
ME/mn, okono 667 ME/min, okono 1000 ME/mi, okono 1333 ME/min, okono 1667 ME/mn unu

okosio 2000 ME/mut monunentuaa FVIIL qiuTeapsHOro neicTBHs, COOTBETCTBEHHO,
(1)  oxomo 13,3 mr/mi caxapo3sr;
(ii1)  oxomo 12,0 mr/mn NaCl,

(iv)  okomo 1,03 mr/mn L-ructuansa,;

v) okoJio 0,80 mMr/mi XJiopuna Kaublus; U
(vi) okoJo 0,13 mr/mn nonmucop6ara 20 wn nmonmcopdata 80.
B112. Crnoco® mo mobomy u3 BapuaHTOB peanm3aumu uszodOperenuss B107-B111,

OTJIMYAIOINUICS TE€M, YTO MEPBBI KOHTEHHEpP NpeAcTaBisieT COOOH CTEKISTHHBIN (IIaKOH C
PE3MHOBOM NPOOKOIA.

B113. Crioco6 mo mroboMy u3 BapuaHTOB peanusauun uzodperenus B107-B112,
OTJIMYAIOINUICS T€M, YTO BTOPOH KOHTEWHEp MpencTaBisieT cOOON KOpIyC MIMPHUIA, TPH 3TOM
KOPIyC IIMPHLIA COSIUHEH C MTOPLIHEM.

B114. Cnoco6 mo BapuaHTy peanusanuu uzodperenust B113, omnuyaromuiicst TeM, 4To
(apMaleBTUYECKHI KOMIUIEKT —JOTOJIHUTENBHO COHNEPXKHUT ajamnTep Uil  COEIMHEHHs
CTEKJITHHOTO (pJIAKOHA C KOPIYCOM IITPHIIA.

B115. Crnioco6 o BapuaHTy peanm3anmuu uzodperenus: B113 wnu BapuaHTy peanusanuu
u3o0perenuss B114, ornmuyaromuiicss TeM, 4To (hpapMaleBTHYECKUH KOMIUIEKT AOTMOJHUTEIBHO
COAEPKUT WMH(PY3UOHHYIO TPYOKY, COCOUHEHHYIO C HIJIOH AJisi TOJACOENMHEHUs K LIMPUIY,
TOIXOISAIIYIO JJIsl BHY TPUBEHHON MH(Y3UH.

B116. Crnoco® mo moboMy W3 BapHaHTOB peanuzaunu u3oOperenus B70-B75, B2,
B93, B98-B100 u B104-B106, ornuuaromuiics TeM, 4TO (hapMareBTUYEeCKas KOMITO3HIIUS

NpEeACTaBIsieT COOOH KOMITO3ULIHIO 10 JTHO( MITH3ALIIH.
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TABJHUIA 10: ITonuHYK/I€0THAHDBIE 10C1€10BATEIbHOCTH

A. FVIIIFc¢ ¢ ynanenubim B-nomenom

(1) HocnenosarensHocts JAHK nenu FVIIIFc ¢ yoanenabiM B-noMeHOM (CUTHAJIBbHBINA DEOTUR

FVIII Boinenes nopuyepkuBanueM, Fc-o0macth BbiaenaeHa >kupHbIM TekctoM) (SEQ ID NO:1,

koropas koaupyer SEQ ID NO:2)

661
721
781
841
901
961

1021
1081
1141
1201
1261
1321
1381
1441
1501
1561
le2l
le8l
1741
1801
1861
1921
1981
2041
2101
216l
2221
2281
2341
2401
2461
2521
2581
2641
2701
2761
2821
2881
2941
3001
3061
3121
3181
3241
3301
3361
3421
3481
3541
3601
3661
3721
3781

TGTGCCTTTT

GCGATTCTGC

A

TGCAAATAGA

GCTCTCCACC

TGCTTCTTTC

TTTAGTGCCA

TGTCATGGGA
CTAGAGTGCC
TAGAATTCAC
TAGGTCCTAC
CTTCCCATCC
CTGAATATGA
GAAGCCATAC
TGTGCCTTAC
TCATTGGAGC
TGCACAAATT
CAAAGAACTC
ACACAGTCAA
CAGTCTATTG
AAGGTCACAC
CTTTCCTTAC
TCTCTTCCCA
AACCCCAACT
ATTCTGAAAT
GCTCAGTTGC
ACTGGGACTA
TGAACAATGG
CAGATGAAAC
TACTTTATGG
CATATAACAT
CAAAAGGTGT
AATGGACAGT
ATTACTCTAG
TCATCTGCTA
ATGTCATCCT
AACGCTTTCT
ACATCATGCA
ATGAGGTGGC
TCTTCTCTGG
CATTCTCAGG
GCCACAACTC
ACAAGAACAC
GTAAAAACAA
ATCAACGGGA
ATACCATATC
AGAGCCCCCG
TCTGGGATTA
GTGTCCCTCA
CCTTATACCG
AAGTTGAAGA
ATTCTAGCCT
TTGTCAAGCC
CTAAAGATGA
ATGTGCACTC
CTCATGGGAG
CCAAAAGCTG
AGATGGAAGA

CTATATGCAA
AAAATCTTTT
GGATCACCTT
CATCCAGGCT
TGTCAGTCTT
TGATCAGACC
ATATGTCTGG
CTACTCATAT
CCTACTAGTA
TATACTACTT
CTTGATGCAG
TGGTTATGTA
GCATGTGATT
ATTTCTTGTG
TGCTCAAACA
CCAACATGAT
ACGAATGAAA
GGATGTGGTC
CAAGAAGCAT
TGCTCCCTTA
CCCTCAGCGG
CTTTAAGACT
GGAAGTTGGA
CTACCCTCAC
AAAACATTTG
GACTGTAGAA
TTTCGTTAAT
CAAAGAATCT
GTTTTCTGTA
CCCCAATCCA
CAGCATCAAT
ATACTGGTAC
ATATACCTTC
AGAAACTGTC
AGACTTTCGG
TGGTGATTAT
TGCCATTGAA
AATAACTCGT
AGTTGAAATG
CAGCTTTCAA
TGGGATGAGT
GTTCAAGAAA
TGGAGAACTA
TAATATCATG
TATTTCTTAT
TAATGAAACC
GTTTGACTGC
AGGCCTGATT
ACAAGTGACA
GTACTTCACT
TCCCACTTTT

AGTGATCTCG
CCATTCAACA
TTCAACATCG
GAGGTTTATG
CATGCTGTTG
AGTCAAAGGG
CAGGTCCTGA
CTTTCTCATG
TGTAGAGAAG
TTTGCTGTAT
GATAGGGATG
AACAGGTCTC
GGAATGGGCA
AGGAACCATC
CTCTTGATGG
GGCATGGAAG
AATAATGAAG
AGGTTTGATG
CCTAAAACTT
GTCCTCGCCC
ATTGGTAGGA
CGTGAAGCTA
GACACACTGT
GGAATCACTG
AAGGATTTTC
GATGGGCCAA
ATGGAGAGAG
GTAGATCAAA
TTTGATGAGA
GCTGGAGTGC
GGCTATGTTT
ATTCTAAGCA
AAACACAAAA
TTCATGTCGA
AACAGAGGCA
TACGAGGACA
CCAAGAAGCT
ACTACTCTTC
AAGAAGGAAG
AAGAAAACAC
AGCTCCCCAC
GTTGTTTTCC
AATGAACATT
GTAACTTTCA
GAGGAAGATC
AAAACTTACT
AAAGCCTGGG
GGACCCCTTC
GTACAGGAAT
GAAAATATGG
AAAGAGAATT

CCAGAAGATA
GTGAGCTGCC
CCTCAGTCGT
CTAAGCCAAG
ATACAGTGGT
GTGTATCCTA
AGAAAGAAGA
AAGAGAATGG
TGGACCTGGT
GGAGTCTGGC
TTGATGAAGG
CTGCATCTGC
TGCCAGGTCT
CCACTCCTGA
GCCAGGCGTC
ACCTTGGACA
CTTATGTCAA
AAGCGGAAGA
ATGACAACTC
GGGTACATTA
CCGATGACAG
AGTACAAAAA
TTCAGCATGA
TGATTATATT
ATGTCCGTCC
CAATTCTGCC
CTAAATCAGA
ATCTAGCTTC
GAGGAAACCA
ACCGAAGCTG
AGCTTGAGGA
TTGATAGTTT
TTGGAGCACA
TGGTCTATGA
TGGAAAACCC
TGACCGCCTT
GTTATGAAGA
TCTCTCAAAA
AGTCAGATCA
ATTTTGACAT
GACACTATTT
ATGTTCTAAG
AGGAATTTAC
TGGGACTCCT
GAAATCAGGC
AGAGGCAAGG
TTTGGAAAGT
CTTATTTCTC
TGGTCTGCCA
TTGCTCTGTT
AAAGAAACTG
ATCGCTTCCA

CTACCTGGGT
TGTGGACGCA
GTACAAAAAG
GCCACCCTGG
CATTACACTT
CTGGAAAGCT
TGATAAAGTC
TCCAATGGCC
AAAAGACTTG
CAAGGAAAAG
GAAAAGTTGG
TCGGGCCTGG
GATTGGATGC
AGTGCACTCA
CTTGGAAATC
GTTTCTACTG
AGTAGACAGC
CTATGATGAT
TCCTTCCTTT
CATTGCTGCT
AAGTTATAAA
AGTCCGATTT
ATCAGGAATC
TAAGAATCAA
TTTGTATTCA
AGGAGAAATA
TCCTCGGTGC
AGGACTCATT
GATAATGTCA
GTACCTCACA
TCCAGAGTTC
GCAGTTGTCA
GACTGACTTC
AGACACACTC
AGGTCTATGG
ACTGAAGGTT
TATTTCAGCA
CCCACCAGTC
AGAGGAAATT
TTATGATGAG
TATTGCTGCA
AAACAGGGCT
TGATGGCTCC
GGGGCCATAT
CTCTCGTCCC
AGCAGAACCT
GCAACATCAT
TGATGTTGAC
CACTAACACA
TTTCACCATC
CAGGGCTCCC
TGCAATCAAT

GCAGTGGAAC
AGATTTCCTC
ACTCTGTTTG
ATGGGTCTGC
AAGAACATGG
TCTGAGGGAG
TTCCCTGGTG
TCTGACCCAC
AATTCAGGCC
ACACAGACCT
CACTCAGAAA
CCTAAAATGC
CACAGGAAAT
ATATTCCTCG
TCGCCAATAA
TTTTGTCATA
TGTCCAGAGG
GATCTTACTG
ATCCAAATTC
GAAGAGGAGG
AGTCAATATT
ATGGCATACA
TTGGGACCTT
GCAAGCAGAC
AGGAGATTAC
TTCAAATATA
CTGACCCGCT
GGCCCTCTCC
GACAAGAGGA
GAGAATATAC
CAAGCCTCCA
GTTTGTTTGC
CTTTCTGTCT
ACCCTATTCC
ATTCTGGGGT
TCTAGTTGTG
TACTTGCTGA
TTGAAACGCC
GACTATGATG
GATGAAAATC
GTGGAGAGGC
CAGAGTGGCA
TTTACTCAGC
ATAAGAGCAG
TATTCCTTCT
AGAAAAAACT
ATGGCACCCA
CTGGAAAAAG
CTGAACCCTG
TTTGATGAGA
TGCAATATCC
GGCTACATAA



3841 TGGATACACT ACCTGGCTTA
3901 GCATGGGCAG CAATGAAAAC
3961 GAAAAAAAGA GGAGTATAAA
4021 TGGAAATGTT ACCATCCAAA
4081 TACATGCTGG GATGAGCACA
4141 GAATGGCTTC TGGACACATT
4201 GGGCCCCARA GCTGGCCAGA
4261 AGCCCTTTTC TTGGATCAAG
4321 CCCAGGGTGC CCGTCAGAAG
4381 GTCTTGATGG GAAGAAGTGG
4441 TCTTTGGCAA TGTGGATTCA
4501 CTCGATACAT CCGTTTGCAC
4561 TGATGGGCTG TGATTTAAAT
4621 CAGATGCACA GATTACTGCT
4681 CAAAAGCTCG ACTTCACCTC
4741 CAAAAGAGTG GCTGCAAGTG
4801 AGGGAGTAAA ATCTCTGCTT
4861 AAGATGGCCA TCAGTGGACT
4921 ATCAAGACTC CTTCACACCT
4981 TTCGAATTCA CCCCCAGAGT
5041 GCGAGGCACA GGACCTCTAC
5101 TCCTGGGCGE ACCGTCAGTC
5161 CCCGGACCCC TGAGGTCACA
5221 AGTTCAACTG GTACGTGGAC
5281 AGCAGTACAA CAGCACGTAC
5341 TGAATGGCAA GGAGTACAAG
5401 AAACCATCTC CAAAGCCAAA
5461 CCCGGGATGA GCTGACCAAG
5521 CCAGCGACAT CGCCGTGGAG
5581 CGCCTCCCGT GTTGGACTCC
5641 AGAGCAGGTG GCAGCAGGGG
5701 ACCACTACAC GCAGAAGAGC
11 ITocnenoBaTeasHOCTD Fc
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GTAATGGCTC
ATCCATTCTA
ATGGCACTGT
GCTGGAATTT
CTTTTTCTGG
AGAGATTTTC
CTTCATTATT
GTGGATCTGT
TTCTCCAGCC
CAGACTTATC
TCTGGGATAA
CCAACTCATT
AGTTGCAGCA
TCATCCTACT
CAAGGGAGGA
GACTTCCAGA
ACCAGCATGT
CTCTTTTTTC
GTGGTGAACT
TGGGTGCACC
GACAAAACTC
TTCCTCTTCC
TGCGTGGTGG
GGCGTGGAGG
CGTGTGGTCA
TGCAAGGTCT
GGGCAGCCCC
AACCAGGTCA
TGGGAGAGCA
GACGGCTCCT
AACGTCTTCT
CTCTCCCTGT

AGGATCAAAG
TTCATTTCAG
ACAATCTCTA
GGCGGGTGGA
TGTACAGCAA
AGATTACAGC
CCGGATCAAT
TGGCACCAAT
TCTACATCTC
GAGGAAATTC
AACACAATAT
ATAGCATTCG
TGCCATTGGG
TTACCAATAT
GTAATGCCTG
AGACAATGAA
ATGTGAAGGA
AGAATGGCAA
CTCTAGACCC
AGATTGCCCT
ACACATGCCC
CCCCAAAACC
TGGACGTGAG
TGCATAATGC
GCGTCCTCAC
CCAACAAAGC
GAGAACCACA
GCCTGACCTG
ATGGGCAGCC
TCTTCCTCTA
CATGCTCCGT
CTCCGGGTAA

CUTHAJILHBIN [IE€OTHU
noquepkusanueM) (SEQ ID NO:3. koropas xoaupyer SEQ ID NO:4)

GATTCGATGG
TGGACATGTG
TCCAGGTGTT
ATGCCTTATT
TAAGTGTCAG
TTCAGGACAA
CAATGCCTGG
GATTATTCAC
TCAGTTTATC
CACTGGAACC
TTTTAACCCT
CAGCACTCTT
AATGGAGAGT
GTTTGCCACC
GAGACCTCAG
AGTCACAGGA
GTTCCTCATC
AGTAAAGGTT
ACCGTTACTG
GAGGATGGAG
ACCGTGCCcca
CAAGGACACC
CCACGAAGAC
CAAGACAAAG
CGTCCTGCAC
CCTCCCAGCC
GGTGTACACC
CCTGGTCAAA
GGAGAACAAC
CAGCAAGCTC
GATGCATGAG
A

TATCTGCTCA
TTCACTGTAC
TTTGAGACAG
GGCGAGCATC
ACTCCCCTGG
TATGGACAGT
AGCACCAAGG
GGCATCAAGA
ATCATGTATA
TTAATGGTCT
CCAATTATTG
CGCATGGAGT
AAAGCAATAT
TGGTCTCCTT
GTGAATAATC
GTAACTACTC
TCCAGCAGTC
TTTCAGGGAA
ACTCGCTACC
GTTCTGGGCT
GCTCCAGAAC
CTCATGATCT
CCTGAGGTCA
CCGCGGGAGG
CAGGACTGGC
CCCATCGAGA
CTGCCCCCAT
GGCTTCTATC
TACAAGACCA
ACCGTGGACA
GCTCTGCACA

MBIIMHOTO gk  BbIAENIEH

7981
8041
8101
8lel
8221
8281
8341
8401
8461
8521
8581
864l
8701
8761

CTCCTGCTAT

GGGTACTGCT

GCTCTGGGTT

CCAGGTTCCA

ATGGA

GACAGACACA

CTGGTGACAA

TGCCCACCGT
AAACCCAAGG
GTGAGCCACG
AATGCCAAGA
CTCACCGTCC
AAAGCCCTCC
CCACAGGTGT
ACCTGCCTGG
CAGCCGGAGA
CTCTACAGCA
TCCGTGATGC
GGTAAA

GCCCAGCACC
ACACCCTCAT
AAGACCCTGA
CAAAGCCGCG
TGCACCAGGA
CAGCCCCCAT
ACACCCTGCC
TCAAAGGCTT
ACAACTACAA
AGCTCACCGT
ATGAGGCTCT

TGAACTCCTG
GATCTCCCGG
GGTCAAGTTC
GGAGGAGCAG
CTGGCTGAAT
CGAGAAAACC
CCCATCCCGC
CTATCCCAGC
GACCACGCCT
GGACAAGAGC
GCACAACCAC

GGAGGACCGT
ACCCCTGAGG
AACTGGTACG
TACAACAGCA
GGCAAGGAGT
ATCTCCAAAG
GATGAGCTGA
GACATCGCCG
CCCGTGTTGG
AGGTGGCAGC
TACACGCAGA

CAGTCTTCCT
TCACATGCGT
TGGACGGCGT
CGTACCGTGT
ACAAGTGCAA
CCAAAGGGCA
CCAAGAACCA
TGGAGTGGGA
ACTCCGACGG
AGGGGAACGT
AGAGCCTCTC

AACTCACACA
CTTCCCCCCA
GGTGGTGGAC
GGAGGTGCAT
GGTCAGCGTC
GGTCTCCAAC
GCCCCGAGAA
GGTCAGCCTG
GAGCAATGGG
CTCCTTCTTC
CTTCTCATGC
CCTGTCTCCG



B. IlTonnopasmepnbin FVIIIFc
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(1) IMocaenosarenpuocts JAIHK nonnopasmepaoro FVIIIFc (cursanepusii nentug F VI suinenex

noguepkusanueM, Fc-o0nacTh BeieneHa xxupHbiM TekcToMm) (SEQ ID NO:5. koTopasi KOOUPYeET

SEQ ID NO:6)

661 ATG CAAATAGAGC TCTCCACCTG
721 CTTCTTTCTG TGCCTTTTGC GATTCTGCTT TAGTGCCACC AGAAGATACT ACCTGGGTGC
781 AGTGGAACTG TCATGGGACT ATATGCAAAG TGATCTCGGT GAGCTGCCTG TGGACGCAAG

841 ATTTCCTCCT AGAGTGCCAA AATCTTTTCC ATTCAACACC TCAGTCGTGT ACAAAAAGAC

901 TCTGTTTGTA GAATTCACGG ATCACCTTTT CAACATCGCT AAGCCAAGGC CACCCTGGAT

961 GGGTCTGCTA GGTCCTACCA TCCAGGCTGA GGTTTATGAT ACAGTGGTCA TTACACTTAA
1021 GAACATGGCT TCCCATCCTG TCAGTCTTCA TGCTGTTGGT GTATCCTACT GGAAAGCTTC
1081 TGAGGGAGCT GAATATGATG ATCAGACCAG TCAAAGGGAG AAAGAAGATG ATAAAGTCTT
1141 CCCTGGTGGA AGCCATACAT ATGTCTGGCA GGTCCTGAAA GAGAATGGTC CAATGGCCTC
1201 TGACCCACTG TGCCTTACCT ACTCATATCT TTCTCATGTG GACCTGGTAA AAGACTTGAA
1261 TTCAGGCCTC ATTGGAGCCC TACTAGTATG TAGAGAAGGG AGTCTGGCCA AGGAAAAGAC
1321 ACAGACCTTG CACAAATTTA TACTACTTTT TGCTGTATTT GATGAAGGGA AAAGTTGGCA
1381 CTCAGAAACA AAGAACTCCT TGATGCAGGA TAGGGATGCT GCATCTGCTC GGGCCTGGCC
1441 TAAAATGCAC ACAGTCAATG GTTATGTAAA CAGGTCTCTG CCAGGTCTGA TTGGATGCCA
1501 CAGGAAATCA GTCTATTGGC ATGTGATTGG AATGGGCACC ACTCCTGAAG TGCACTCAAT
1561 ATTCCTCGAA GGTCACACAT TTCTTGTGAG GAACCATCGC CAGGCGTCCT TGGAAATCTC-
le2l GCCAATAACT TTCCTTACTG CTCAAACACT CTTGATGGAC CTTGGACAGT TTCTACTGTT
le8l TTGTCATATC TCTTCCCACC AACATGATGG CATGGAAGCT TATGTCAAAG TAGACAGCTG
1741 TCCAGAGGAA CCCCAACTAC GAATGAAAAA TAATGAAGAA GCGGAAGACT ATGATGATGA
1801 TCTTACTGAT TCTGAAATGG ATGTGGTCAG GTTTGATGAT GACAACTCTC CTTCCTTTAT
1861 CCAAATTCGC TCAGTTGCCA AGAAGCATCC TAAAACTTGG GTACATTACA TTGCTGCTGA
1921 AGAGGAGGAC TGGGACTATG CTCCCTTAGT CCTCGCCCCC GATGACAGAA GTTATAAAAG
1981 TCAATATTTG AACAATGGCC CTCAGCGGAT TGGTAGGAAG TACAAAAAAG TCCGATTTAT
2041 GGCATACACA GATGAAACCT TTAAGACTCG TGAAGCTATT CAGCATGAAT CAGGAATCTT
2101 GGGACCTTTA CTTTATGGGG AAGTTGGAGA CACACTGTTG ATTATATTTA AGAATCAAGC
2161 AAGCAGACCA TATAACATCT ACCCTCACGG AATCACTGAT GTCCGTCCTT TGTATTCAAG
2221 GAGATTACCA AAAGGTGTAA AACATTTGAA GGATTTTCCA ATTCTGCCAG GAGAAATATT
2281 CAAATATAAA TGGACAGTGA CTGTAGAAGA TGGGCCAACT AAATCAGATC CTCGGTGCCT
2341 GACCCGCTAT TACTCTAGTT TCGTTAATAT GGAGAGAGAT CTAGCTTCAG GACTCATTGG
2401 CCCTCTCCTC ATCTGCTACA AAGAATCTGT AGATCAAAGA GGAAACCAGA TAATGTCAGA
2461 CAAGAGGAAT GTCATCCTGT TTTCTGTATT TGATGAGAAC CGAAGCTGGT ACCTCACAGA
2521 GAATATACAA CGCTTTCTCC CCAATCCAGC TGGAGTGCAG CTTGAGGATC CAGAGTTCCA
2581 AGCCTCCAAC ATCATGCACA GCATCAATGG CTATGTTTTT GATAGTTTGC AGTTGTCAGT
2641 TTGTTTGCAT GAGGTGGCAT ACTGGTACAT TCTAAGCATT GGAGCACAGA CTGACTTCCT
2701 TTCTGTCTTC TTCTCTGGAT ATACCTTCAA ACACAAAATG GTCTATGAAG ACACACTCAC
2761 CCTATTCCCA TTCTCAGGAG AAACTGTCTT CATGTCGATG GAAAACCCAG GTCTATGGAT
2821 TCTGGGGTGC CACAACTCAG ACTTTCGGAA CAGAGGCATG ACCGCCTTAC TGAAGGTTTC
2881 TAGTTGTGAC AAGAACACTG GTGATTATTA CGAGGACAGT TATGAAGATA TTTCAGCATA
2941 CTTGCTGAGT AAAAACAATG CCATTGAACC AAGAAGCTTC TCCCAGAATT CAAGACACCC
3001 TAGCACTAGG CAAAAGCAAT TTAATGCCAC CACAATTCCA GAAAATGACA TAGAGAAGAC
3061 TGACCCTTGG TTTGCACACA GAACACCTAT GCCTAAAATA CAAAATGTCT CCTCTAGTGA
3121 TTTGTTGATG CTCTTGCGAC AGAGTCCTAC TCCACATGGG CTATCCTTAT CTGATCTCCA
3181 AGAAGCCAAA TATGAGACTT TTTCTGATGA TCCATCACCT GGAGCAATAG ACAGTAATAA
3241 CAGCCTGTCT GAAATGACAC ACTTCAGGCC ACAGCTCCAT CACAGTGGGG ACATGGTATT
3301 TACCCCTGAG TCAGGCCTCC AATTAAGATT AAATGAGAAA CTGGGGACAA CTGCAGCAAC
3361 AGAGTTGAAG AAACTTGATT TCAAAGTTTC TAGTACATCA AATAATCTGA TTTCAACAAT
3421 TCCATCAGAC AATTTGGCAG CAGGTACTGA TAATACAAGT TCCTTAGGAC CCCCAAGTAT
3481 GCCAGTTCAT TATGATAGTC AATTAGATAC CACTCTATTT GGCAAAAAGT CATCTCCCCT
3541 TACTGAGTCT GGTGGACCTC TGAGCTTGAG TGAAGAAAAT AATGATTCAA AGTTGTTAGA
3601 ATCAGGTTTA ATGAATAGCC AAGAAAGTTC ATGGGGAAAA AATGTATCGT CAACAGAGAG
3661 TGGTAGGTTA TTTAAAGGGA AAAGAGCTCA TGGACCTGCT TTGTTGACTA AAGATAATGC
3721 CTTATTCAAA GTTAGCATCT CTTTGTTAAA GACAAACAAA ACTTCCAATA ATTCAGCAAC
3781 TAATAGAAAG ACTCACATTG ATGGCCCATC ATTATTAATT GAGAATAGTC CATCAGTCTG
3841 GCAAAATATA TTAGAAAGTG ACACTGAGTT TAAAAAAGTG ACACCTTTGA TTCATGACAG
3901 AATGCTTATG GACAAAAATG CTACAGCTTT GAGGCTAAAT CATATGTCAA ATAAAACTAC
3961 TTCATCAAAA AACATGGAAA TGGTCCAACA GAAAAAAGAG GGCCCCATTC CACCAGATGC
4021 ACAAAATCCA GATATGTCGT TCTTTAAGAT GCTATTCTTG CCAGAATCAG CAAGGTGGAT



4081
4141
4201
4261
4321
4381
4441
4501
4561
4621
4681
4741
4801
4861
4921
4981
5041
5101
516l
5221
5281
5341
5401
5461
5521
5581
5641
5701
5761
5821
5881
5941
6001
6061
6121
6181
6241
6301
6361
6421
6481
6541
6601
6661
6721
6781
6841
6901
6961
7021
7081
7141
7201
7261
7321
7381
7441
7501
7561
7621
7681
7741
7801
7861

ACAAAGGACT
AGTATCCTTA
AGTGGTAGTA
AAGCAGCAGA
TCAAGAAAAA
AGTTTTGCCT
ACTGAGCACT
AGATTTTAGG
AAAAAAAGGG
GAAATATGCA
ACGTAGTAAG
AAGGATAATT
GAGCACCCTC
CTTATCAGAT
CATTGCAAAG
CCAAGACAAC
AGAAAGCAGT
CTTGGAGATG
AGTCACATAC
TGGCAAAGTT
AACTAGCAAT
AGAGGGAGCG
AGCAACAGAA
CCACTATGGT
AACAGCTTTT
AATAGCAGCA
AGGTAGGACT
AATAACTCGT
AGTTGAAATG
CAGCTTTCAA
TGGGATGAGT
GTTCAAGAAA
TGGAGAACTA
TAATATCATG
TATTTCTTAT
TAATGAAACC
GTTTGACTGC
AGGCCTGATT
ACAAGTGACA
GTACTTCACT
TCCCACTTTT
ACCTGGCTTA
CAATGAAAAC
GGAGTATAAA
ACCATCCAAA
GATGAGCACA
TGGACACATT
GCTGGCCAGA
TTGGATCAAG
CCGTCAGAAG
GAAGAAGTGG
TGTGGATTCA
CCGTTTGCAC
TGATTTAAAT
GATTACTGCT
ACTTCACCTC
GCTGCAAGTG
ATCTCTGCTT
TCAGTGGACT
CTTCACACCT
CCCCCAGAGT
GGACCTCTAC
ACCGTCAGTC
TGAGGTCACA

CATGGAAAGA
GGACCAGAAA
GGAAAGGGTG
AACCTATTTC
AAAATTCAGG
CAGATACATA
AGGCAAAATG
TCATTAAATG
GAGGAAGAAA
TGCACCACAA
AGAGCTTTGA
GTGGATGACA
ACACAGATAG
TGCCTTACGA
GTATCATCAT
TCTTCTCATC
CATTTCTTAC
ACTGGTGATC
AAGAAAGTTG
GAATTGCTTC
GGGTCTCCTG
ATTAAGTGGA
AGCTCTGCAA
ACTCAGATAC
AAGAAAAAGG
ATAAATGAGG
GAAAGGCTGT
ACTACTCTTC
AAGAAGGAAG
AAGAAAACAC
AGCTCCCCAC
GTTGTTTTCC
AATGAACATT
GTAACTTTCA
GAGGAAGATC
AAAACTTACT
AAAGCCTGGG
GGACCCCTTC
GTACAGGAAT
GAAAATATGG
AAAGAGAATT
GTAATGGCTC
ATCCATTCTA
ATGGCACTGT
GCTGGAATTT
CTTTTTCTGG
AGAGATTTTC
CTTCATTATT
GTGGATCTGT
TTCTCCAGCC
CAGACTTATC
TCTGGGATAA
CCAACTCATT
AGTTGCAGCA
TCATCCTACT
CAAGGGAGGA
GACTTCCAGA
ACCAGCATGT
CTCTTTTTTC
GTGGTGAACT
TGGGTGCACC
GACAAAACTC
TTCCTCTTCC
TGCGTGGTGG

106

ACTCTCTGAA
AATCTGTGGA
AATTTACAAA
TTACTAACTT
AAGAAATAGA
CAGTGACTGG
TAGAAGGTTC
ATTCAACAAA
ACTTGGAAGG
GGATATCTCC
AACAATTCAG
CCTCAACCCA
ACTACAATGA
GGAGTCATAG
TTCCATCTAT
TTCCAGCAGC
AAGGAGCCAA
AAAGAGAGGT
AGAACACTGT
CAAAAGTTCA
GCCATCTGGA
ATGAAGCAAA
AGACTCCCTC
CAAAAGAAGA
ATACCATTTT
GACAAAATAA
GCTCTCAAAA
AGTCAGATCA
ATTTTGACAT
GACACTATTT
ATGTTCTAAG
AGGAATTTAC
TGGGACTCCT
GAAATCAGGC
AGAGGCAAGG
TTTGGAAAGT
CTTATTTCTC
TGGTCTGCCA
TTGCTCTGTT
ARAAGAAACTG
ATCGCTTCCA
AGGATCAAAG
TTCATTTCAG
ACAATCTCTA
GGCGGGTGGA
TGTACAGCAA
AGATTACAGC
CCGGATCAAT
TGGCACCAAT
TCTACATCTC
GAGGAAATTC
AACACAATAT
ATAGCATTCG
TGCCATTGGG
TTACCAATAT
GTAATGCCTG
AGACAATGAA
ATGTGAAGGA
AGAATGGCAA
CTCTAGACCC
AGATTGCCCT
ACACATGCCC
CCCCAAAACC
TGGACGTGAG

CTCTGGGCAA
AGGTCAGAAT
GGACGTAGGA
GGATAATTTA
AAAGAAGGAA
CACTAAGAAT
ATATGACGGG
TAGAACAAAG
CTTGGGAAAT
TAATACAAGC
ACTCCCACTA
GTGGTCCAAA
GAAGGAGAAA
CATCCCTCAA
TAGACCTATA
ATCTTATAGA
AAAAAATAAC
TGGCTCCCTG
TCTCCCGAAA
CATTTATCAG
TCTCGTGGAA
CAGACCTGGA
CAAGCTATTG
GTGGAAATCC
GTCCCTGAAC
GCCCGAAATA
CCCACCAGTC
AGAGGAAATT
TTATGATGAG
TATTGCTGCA
AAACAGGGCT
TGATGGCTCC
GGGGCCATAT
CTCTCGTCCC
AGCAGAACCT
GCAACATCAT
TGATGTTGAC
CACTAACACA
TTTCACCATC
CAGGGCTCCC
TGCAATCAAT
GATTCGATGG
TGGACATGTG
TCCAGGTGTT
ATGCCTTATT
TAAGTGTCAG
TTCAGGACAA
CAATGCCTGG
GATTATTCAC
TCAGTTTATC
CACTGGAACC
TTTTAACCCT
CAGCACTCTT
AATGGAGAGT
GTTTGCCACC
GAGACCTCAG
AGTCACAGGA
GTTCCTCATC
AGTAAAGGTT
ACCGTTACTG
GAGGATGGAG
ACCGTGCcCCcAa
CAAGGACACC
CCACGAAGAC

GGCCCCAGTC
TTCTTGTCTG
CTCAAAGAGA
CATGAAAATA
ACATTAATCC
TTCATGAAGA
GCATATGCTC
AAACACACAG
CAAACCAAGC
CAGCAGAATT
GAAGAAACAG
AACATGAAAC
GGGGCCATTA
GCAAATAGAT
TATCTGACCA
AAGAAAGATT
CTTTCTTTAG
GGGACAAGTG
CCAGACTTGC
AAGGACCTAT
GGGAGCCTTC
AAAGTTCCCT
GATCCTCTTG
CAAGAGAAGT
GCTTGTGAAA
GAAGTCACCT
TTGAAACGCC
GACTATGATG
GATGAAAATC
GTGGAGAGGC
CAGAGTGGCA
TTTACTCAGC
ATAAGAGCAG
TATTCCTTCT
AGAAAAAACT
ATGGCACCCA
CTGGAAAAAG
CTGAACCCTG
TTTGATGAGA
TGCAATATCC
GGCTACATAA
TATCTGCTCA
TTCACTGTAC
TTTGAGACAG
GGCGAGCATC
ACTCCCCTGG
TATGGACAGT
AGCACCAAGG
GGCATCAAGA
ATCATGTATA
TTAATGGTCT
CCAATTATTG
CGCATGGAGT
AAAGCAATAT
TGGTCTCCTT
GTGAATAATC
GTAACTACTC
TCCAGCAGTC
TTTCAGGGAA
ACTCGCTACC
GTTCTGGGCT
GCTCCAGAAC
CTCATGATCT
CCTGAGGTCA

CAAAGCAATT
AGAAAAACAA
TGGTTTTTCC
ATACACACAA
AAGAGAATGT
ACCTTTTCTT
CAGTACTTCA
CTCATTTCTC
AAATTGTAGA
TTGTCACGCA
AACTTGAAAA
ATTTGACCCC
CTCAGTCTCC
CTCCATTACC
GGGTCCTATT
CTGGGGTCCA
CCATTCTAAC
CCACAAATTC
CCAAAACATC
TCCCTACGGA
TTCAGGGAAC
TTCTGAGAGT
CTTGGGATAA
CACCAGAAAA
GCAATCATGC
GGGCAAAGCA
ATCAACGGGA
ATACCATATC
AGAGCCCCCG
TCTGGGATTA
GTGTCCCTCA
CCTTATACCG
AAGTTGAAGA
ATTCTAGCCT
TTGTCAAGCC
CTAAAGATGA
ATGTGCACTC
CTCATGGGAG
CCAAAAGCTG
AGATGGAAGA
TGGATACACT
GCATGGGCAG
GAAAAAAAGA
TGGAAATGTT
TACATGCTGG
GAATGGCTTC
GGGCCCCAAA
AGCCCTTTTC
CCCAGGGTGC
GTCTTGATGG
TCTTTGGCAA
CTCGATACAT
TGATGGGCTG
CAGATGCACA
CAAAAGCTCG
CAAAAGAGTG
AGGGAGTAAA
AAGATGGCCA
ATCAAGACTC
TTCGAATTCA
GCGAGGCACA
TCCTGGGCGG
CCCGGACCCC
AGTTCAACTG
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7921 GTACGTGGAC GGCGTGGAGG TGCATAATGC CAAGACAAAG CCGCGGGAGG AGCAGTACAA
7981 CAGCACGTAC CGTGTGGTCA GCGTCCTCAC CGTCCTGCAC CAGGACTGGC TGAATGGCAA
8041 GGAGTACAAG TGCAAGGTCT CCAACAAAGC CCTCCCAGCC CCCATCGAGA AAACCATCTC
8101 CAAAGCCAAA GGGCAGCCCC GAGAACCACA GGTGTACACC CTGCCCCCAT CCCGGGATGA
8161 GCTGACCAAG AACCAGGTCA GCCTGACCTG CCTGGTCAAA GGCTTCTATC CCAGCGACAT
8221 CGCCGTGGAG TGGGAGAGCA ATGGGCAGCC GGAGAACAAC TACAAGACCA cCGCcTCCCGT

8281
8341
8401

GTTGGACTCC
GCAGCAGGGG
GCAGAAGAGC

GACGGCTCCT
AACGTCTTCT
CTCTCCCTGT

TCTTCCTCTA
CATGCTCCGT

CAGCAAGCTC
GATGCATGAG

CTCCGGGTAA A

ACCGTGGACA
GCTCTGCACA

AGAGCAGGTG
ACCACTACAC

(i1) Fc (Ta xe nocienoBatebHOCTh, UyTO U B ciyyae A (ii) (SEQ ID NO:3))]

TABJINIIA 11: [TorunenTHAHBIE MOCJAEX0BATEIHLHOCTH

A. MonomepHo-aumepsbiii rudpua FVIII-Fe ¢ ynanennsim B-gomenom (MoHOMepHo-
aumepHbiii BDD FVIIIFc): nonyden nyrem ko3xcnpeccuu neneid BDD FVIIIFc u Fe.

Koucrpykuust = npoaykt ciausinust HC-LC-Fc. Fc-3kcnpeccHoHHy 0 KacceTy KOTPaHCPULUPYIOT
BMmecte ¢ BDDFVIII-Fc nns nonyyennuss monomepHoro BDD FVIIIFc. [{na uenu BDD FVIIIFc
MOCJIEeNOBaTEIbHOCTh FC BBImENeHa >KUPHBIM TeKCTOM; mocienoBaTeabHocTs HC BhimeneHa
NBOWHBIM MOAYEPKUBAHUEM, OCTATOK MOCJIEI0BATENIbHOCTH B-IOMEHa BBIAENEH KYpPCHUBOM.
CurHanpHbIE ENTH Bl BbIICIEHBI TOYEPKUBAHUEM.

1) wenp FVIII-Fc ¢ vnageHueiM  B-nomenom  (19-aMUHOKHUCIOTHAs
[IOCJIEA0OBATENbHOCTD BhlAeeHa noauepkusadueM) (SEQ ID NO:2)

CUTHAJIbHAaA

MOIELSTCFFLCLLRFCES

ATRRYYT.GAVELSWDYMOSDIL GEL PVDARFPPRVPKSFPENTSVVYKKTILFVEFTDHLF
NIAKPRPPWMGLLGPTIQAEVYDTVVITLKNMASHPVSLHAVGVSYWKASEGAEYDDQ
TSOREKEDDKVFPGGSHTYVWOVILKENGPMASDPLCLTYSYTL SHVDILVKDLNSGLIGA

LLVCREGSLAKEKTQTLHKFILLFAVFDEGKSWHSETKNSLMODRDAASARAWPKMHT
Y LPGLIGCHRK HVIGMGTTPEVHSIFL EGHTFL VRNHROQA ST EISPITFL

TAQTLLMDLGQFLLFCHISSHOHDGMEAYVKVDSCPEEPQLRMKNNEEAEDYDDDLTD
SEMDVVRFDDDNSPSFIQIRSVAKKHPKTWVHYIAAEEEDWDYAPIL VL APDDRSYKSQ
YLNNGPORIGRKYKKVRFMAYTDETFKTREAIQHESGILGPLLYGEVGDTLLITFKNQAS
RPYNIYPHGITDVRPLYSRRI PKGVKHILKDFPILPGEIFKYKWTVTVEDGPTKSDPRCLT
RYYSSFVNMERDILASGLIGPLLICYKESVDORGNQIMSDKRNVILFSVFDENRSWYL TEN
IORFI.PNPAGVOLEDPEFQASNIMHSINGYVFDSLOLSVCLHEVAYWYILSIGAQTDFLS
VFFSGYTFKHKMVYEDTL TLFPESGETVEMSMENPGI WILGCHNSDFRNRGMTALLKV
SSCDKNTGDYYEDSYEDISAYLLSKNNAIEPRSFSONPPVLKRHQOREITRTTLQSDQEEID
YDDTISVEMKKEDFDIYDEDENQSPRSFQKKTRHYFIAAVERLWDYGMSSSPHVLRNRA
QSGSVPQFKKVVFQEFTDGSFTQPLYRGELNEHLGLLGPYIRAEVEDNIMVTFRNQASRP
YSFYSSLISYEEDQRQGAEPRKNFVKPNETKTYFWKVQHHMAPTKDEFDCKAWAYFSD
VDLEKDVHSGLIGPLLVCHTNTLNPAHGRQVTVQEFALFFTIFDETKSWYFTENMERNC
RAPCNIQMEDPTFKENYRFHAINGYIMDTLPGLVMAQDQRIRWYLLSMGSNENIHSIHFS
GHVFTVRKKEEYKMALYNLYPGVFETVEMLPSKAGIWRVECLIGEHLHAGMSTLFLVY
SNKCQTPLGMASGHIRDFQITASGQYGQWAPKLARLHY SGSINAWSTKEPFSWIKVDLL
APMIIHGIKTQGARQKFSSLYISQFIIMYSLDGKKWQTYRGNSTGTLMVFFGNVDSSGIK
HNIFNPPITARYIRLHPTHYSIRSTLRMELMGCDLNSCSMPLGMESKAISDAQITASSYFTN
MFATWSPSKARLHLQGRSNAWRPQVNNPKEWLQVDFQKTMKVTGVTTQGVKSLLTS
MY VKEFLISSSQDGHQWTLFFQNGKVKVFQGNQDSFTPVVNSLDPPLLTRYLRIHPQSW
VHQIALRMEVLGCEAQDLYDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE
VICVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQD
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WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFS
CSVMHEALHNHYTQKSLSLSPGK

11) nens Fc (20-aMUHOKUCIOTHBIN NETEPOJIOTHYHBIA CUTHAJBHBINA MENTUA W3 [EeOU MBIIIHUHOIO
Iex Boinenes noguepkusanueM) (SEQ ID NO:4)

METDTLLLWVLLLWVPGSTG
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

B. Hoanopa3mepnsbiii monomepHbiii rudpua FVIIIFe (IlonrHopasMepHBIH MOHOMEpPHO-
aumepHbiii FVIIIFc): nonyyen nyrem kodkcnpeccuu ueneil FVIIIFc u Fe.

Koncrpykuust =  mpoaykr  causHus  HC-B-LC-Fc.  Fc-akcnpeccuoHHyro — Kaccety
KoTpaHchuuupyroT BMecte ¢ nonHopasMepHbiM FVIII-Fc nns momyueHust mosHOpasMepHOTro
moHoMepa FVIIIFc. [lna uenu FVIIIFc nocnenosarensHOCTh Fe BblAEIEHA JKUPHBIM TEKCTOM,
nocnenosatenbHocTh HC BbineneHa [BOHHBIM MMOMYEpKUBAHHEM;, IOCIENOBATEIbHOCTh B-
JIOMEHa BblfesieHa KypcuBoM. CHUTHaNbHbIE MENTUABI BbIIEIEHbI OJUEPKUBAHUEM.

1) Honsopasmepnas uenb FVIIFc (cursaneaeii nenrun FVIIL BolmeneH OOaYepKUBAHUEM
(SEQ ID NO:6)

MOIELSTCFFLCLLRFECES
ATRRYYLGAVELSWDYMOQSDLGELPVDARFPPRVPKSFPFNTSVVYKKTLFVEFTDHLF

NIAKPRPPWMGILGPTIQOAEVYDTVVITI KNMASHPVSLHAVGVSYWKASEGAEYDDQ

TSOREKEDDKVFPGGSHTYVWQVLKENGPMASDPLCLTYSYLSHVDLVKDLNSGLIGA
LLVCREGSIL AKEKTOTIHKFILIFAVFDEGKSWHSETKNSLMODRDAASARAWPKMHT

VNGYVNRSLPGLIGCHRKSVYWHVIGMGTTPEVHSIFL EGHTFL VRNHROQASLEISPITFL

TAQTLIMDLGOFLLFCHISSHOHDGMEAYVKVDSCPEEPQLRMKNNEEAEDYDDDLTD
SEMDVVRFDDDNSPSFIQIRSVAKKHPKTWVHYIAAEEEDWDYAPLVLAPDDRSYKSQ
YINNGPORIGRKYKKVRFMAYTDETFKTREAIQOHESGILGPLILYGEVGDTLILITFKNQAS
RPYNIYPHGITDVRPLYSRRIPKGVKHLKDFPILPGEIFKYKWTVTVEDGPTKSDPRCLT
RYYSSFVNMERDLASGLIGPLLICYKESVDORGNOQIMSDKRNVIL FSVEFDENRSWYT TEN
IQRFLPNPAGVOQLEDPEFQASNIMHSINGYVFDSLOLSVCLHEVAYWYILSIGAQTDFLS
VEESGYTFKHKMVYEDTL TLFPFSGETVEMSMENPGI WIL GCHNSDFRNRGMTALLKYV
SSCDKNTGDYYEDSYEDISAYLLSKNNAIEPRSFSONSRHPSTROKQFNATTIPENDIEKTD
PWFAHRTPMPKIQONVSSSDLIMLLRQOSPTPHGLSLSDLOEAKYETFSDDPSPGAIDSNNSLSE
MTHFRPQOQLHHSGDMVEFTPESGLOLRLNEKLGTTAATELKKLDEFKVSSTSNNLISTIPSDNLAA
GTDNTSSLGPPSMPVHYDSQOLDTTLFGKKSSPLTESGGPLSLSEENNDSKLLESGIMNSQESS
WGKNVSSTESGRLFKGKRAHGPALLTKDNALFKVSISLLKINKTSNNSATNRK THIDGPSLLIE
NSPSVWONILESDTEFKKYVTPLIHDRMIMDEKNATALRLNHMSNK TTSSKNMEMVQQKKEGPI
PPDAQNPDMSFFKMLFLPESARWIORTHGKNSLNSGQGPSPKQLVSLGPEKSVEGONFLSEK
NKVVVGKGEFTKDVGLKEMVEFPSSRNLFLTNLDNLHENNTHNQEKKIQEEIEKKETLIQENV
VLPOIHTVTGTKNFMKNLFLLSTRONVEGSYDGAYAPVLODFRSLNDSTNRTKKHTAHFSKK
GEEENLEGLGNQTKQIVEKYACTTRISPNTSQONFVTORSKRALKQFRLPLEETELEKRITVDD
ISTOWSKNMKHLTPSTLTQIDYNEKEKGAITOSPLSDCLTRSHSIPOQANRSPLPIAKVSSFPSIRP
IYLTRVLFOQDNSSHLPAASYRKKDSGVQESSHFLOGAKKNNLSLAILTLEMTGDQREVGSLGTS
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ATNSVTYKKVENTVLPKPDLPKTSGKVELLPKVHIYQKDLFPTETSNGSPGHLDLVEGSLLOG
TEGAIKWNEANRPGKVPFLRVATESSAKTPSKLLDPLAWDNHYGTQIPKEEWKSQEKSPEKT
AFKKKDTILSLNACESNHAIAAINEGONKPEIEVIWAKQGRTERLCSONPPVLKRHQOREITRT
TLQSDQEEIDYDDTISVEMKKEDFDIYDEDENQSPRSFQKKTRHYFIAAVERLWDY GMS
SSPHVLRNRAQSGSVPQFKKVVFQEFTDGSFTQPLYRGELNEHLGLLGPYIRAEVEDNIM
VTFRNQASRPYSFYSSLISYEEDQRQGAEPRKNFVKPNETKTYFWKVQHHMAPTKDEFD
CKAWAYFSDVDLEKDVHSGLIGPLLVCHTNTLNPAHGRQVTVQEFALFFTIFDETKSWY
FTENMERNCRAPCNIQMEDPTFKENYRFHAINGYIMDTLPGLVMAQDQRIRWYLLSMG
SNENIHSIHFSGHVFTVRKKEEYKMALYNLYPGVFETVEMLPSKAGIWRVECLIGEHLH
AGMSTLFLVYSNKCQTPLGMASGHIRDFQITASGQYGQWAPKLARLHYSGSINAWSTK
EPFSWIKVDLLAPMIIHGIKTQGARQKFSSLYISQFIIMYSLDGKKWQTYRGNSTGTLMV
FFGNVDSSGIKHNIFNPPIIARYIRLHPTHYSIRSTLRMELMGCDLNSCSMPLGMESKAISD
AQITASSYFTNMFATWSPSKARLHLQGRSNAWRPQVNNPKEWLQVDFQKTMKVTGVT
TQGVKSLLTSMY VKEFLISSSQDGHQWTLFFQNGKVKVFQGNQDSFTPVVNSLDPPLLT
RYLRIHPQSWVHQIALRMEVLGCEAQDLYDKTHTCPPCPAPELLGGPSVFLFPPKPK
DTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELT
KNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

i1) nens Fc (20-aMUHOKUCIOTHBIN IeTEPOJIOTHUYHBIA CUTHAIBHBIA IMENTUA U3 LEeNU MBILIHUHOIO
Iox Boimened noguepkusanueM) (SEQ ID NO:4)

METDTLLLWVLLLWVPGSTG
DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYV
DGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTIS
KAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

BrlmenpuBeneHHOe ONMMCaHUE KOHKPETHBIX BAPUAHTOB pEAM3aluy M300pEeTeHHs B HACTOJIBKO
MIOJIHOM Mepe PacKphIBaeT OOLIYI0 CYLIHOCTh JAHHOTO M300PETeHHs, YTO APYTHE CHEHATHCThI
HAa OCHOBAHHMM 3HAHWN, COOTBETCTBYIOIIMX IaHHON 00JacTH TEXHHKH, MOTyT 0e3 Tpyna
MOAU(GHUIMPOBATE W/MJIHM aaNTHPOBATh 3TH KOHKPETHBIE BAPUAHTHI peajiu3alii U300peTeHHs
IUISL pa3JIMYHBIX IPUMEHEHUH 0e3 MPOBEACHUs JMIIHUX SKCIIEPUMEHTOB, HE OTCTYIAsl TIPU 3TOM
or o0meil KOHHeNMUWH Hacrosmero m3oOpereHus. CrenoBaTeNbHO, Ha OCHOBAaHHUH
NPEICTaBJICHHbIX B JAHHOM JOKYMEHTE MPUHIMIIOB U PYKOBOJCTB CUMUTAETCs, YTO TaKHe
ajanTauuy U MOAU(UKALINHI HAXOISATCS B MPEesiaX CMbICIA U CEPUU SKBUBAJIEHTOB PACKPBITHIX
BApUAHTOB peanu3auuu u3odpereHus. Cnenyer MOHMMATh, YTO yHOTpeOisieMas B JaHHOM
TOKyMeHTe (hpa3eosorys MM TEPMUHOJIOTHS UMEET ONMHMCATENbHYI0, HO HE OTPAaHHYUTENBbHYIO
1enb, TMOo3ToMy (pas3eosioruss WIM TEPMUHOJOTUS  HACTOSINEro ONUCAHMA  JOJDKHA
MHTEPIPETUPOBATECS CHELMAJIMCTOM B JaHHOW 00JacTH TEXHUKU B CBETE YKa3aHHBIX

MIPUHLUIIOB U PyKOBOACTB.
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CymecTBoBaHHE OPYyTUX BapHAHTOB peaM3alMK U300pETEeHUs] NOJPKHO OBITh OYEBHIIHBIM IS
CMELHAINCTOB B JAHHOH OOJACTH TEXHUKU IOCNE H3y4YeHHs OIMMCAHMUS M MPAKTHUECKON
peanu3aiu M300peTeHHs], PACKPBITHIX B JAHHOM 1AOKyMmeHTe. OmnmcaHue u300peTeHus Hu
IpUMEpBI CIIeyeT pacCMaTPHBATh MCKIIFOUYUTENIBHO B KAU€CTBE THIIOBBIX MPUMEPOB, NMPH 3TOM
HACTOSIIUH O0BEM M CYIMHOCTh H300pPETeHHs] YCTAaHOBJIEHBI HWKENPUBENEHHOH (PopMyJIon
n300peTeHusL.

Bce matents! u nyOaukanuy, Ha KOTOPbIE B TAHHOM JJOKYMEHTE MPUBEACHBI CCbUIKH, B TIOJTHOM

00beMe BKJIFOYEHBI B ﬂaHHbIﬁ AOKYMECHT IMOCPEACTBOM CCBUIKH.



N3MEHEHHASA ®OPMYVYJIA U30OBPETEHUA

dapmaneBTHUECKAs KOMITO3ULMS, COMEpIKAILAst:

(@) ot okojo 50 ME/mn o oxono 2500 ME/mn nonunentuna ¢akropa VIII (FVIID)
JUTMTENILHOTO AEUCTBUs, conepskamero 4actb (akropa VIII u yacth, He
otHocsmyrocs K paxropy VIII;

(b) oT 0koJio 10 Mr/mJj1 10 OKOJIO 25 MI/Mi1 caxapo3bl,

(c) ot okoJio 10 mr/mn o okono 13 mr/mi xnopuzaa Harpusi (NaCl),

(d) oT 0k0Ji0 0,75 Mr/mi 10 okoo 2,25 mr/min L-ructuanHa;

(e) oT okoJio 5 mM 10 okonio 10 mM xj10puaa Kanbius; 1

(H) ot okoJio 0,08 mr/mi 1o okoso 0,25 mr/mn nonucopdara 20 wu nonucopbara 80;

npU4eM YacTb, HE OTHocsmascs K ¢akropy VIII, comepXuT aMHUHOKHUCIOTHYIO
MOCJIEIOBATEIbHOCTD, MIEHTUYHYI0 aMUHOKHCTIOTaM 21-247 nocnenosarensHocTr SEQ ID
NO; 4, u npuuem yacth ¢akropa VIII npencrasnser coboit mpoueccuposanubiii FVIIL,
COZeP KALIHHA MEPBYIO MOJHUITENITHIHYIO LENb H BTOPYIO MOJIHUIIENTHIHYIO LEMb, CBA3aHHBIC

METaAJJINYECKOH CBSI3bIO.

dapmareBTHIECKast KOMITO3ULIUSA 110 1. 1, conmepskarmast 13,3 mMr/mit caxaposbl.

dapmarnieBTuueckast Komrno3unus 1o 1. 1 wm 2, copepskamas 12,0 mr/mn NaCl.

dapmaneBTHUECKas KOMITO3ULMs 1o jrobomy u3 mm. 1-3, conmepskamast 1,03 mr/mn L-

r’uCTUANHA.

dapmareBTHIeCKasi KOMITO3UIMs 1Mo Jirodomy u3 mm. 1-4, cogepxkammas 5,4 MM xjopuna

KaJbIUs.

dapmaneBTHUeCKas KOMMO3MLMs 1o Jrodomy w3 mm. 1-5, comepxamast 0,13 mr/min

noyucopbara 20

dapmaneBTHUeCKas KOMMO3MLMs 1o jrodomy u3 mm. 1-5, comepxamast 0,13 mr/min

nosucopbara 80.



dapmaneBTHUECKas KOMITO3UIUS 10 JroOoMy m3 m.m. 1-7, conepskamas 83 ME/mi, 167
ME/mn, 250 ME/mn, 333 ME/mn, 500 ME/mn, 667 ME/mn, 1000 ME/ma, 1333 ME/mu,

1667 ME/mi wnu 2000 ME/mit nonmunienituna rF VIIIF ¢ nnurenpHOro neicreus.

dapmanieBTHUeCKasi KOMIIO3MLMANO JJoOoMy u3 mm. 1-8, KkoTropas HE COIEPIKHT
MAaHHUTOJ,  [IHMLMH,  QJaHUH  WIM  TUAPOKCHUATHIKpAaXMmal B KadecTBe

00BeMO00Opa3yOIIero areHTa.



rEVII rEVIIIFC
eHb 0 eHb O
,[lo:ﬂpoaaﬁme ,[los.ﬂpu:)E:en-me1 Hosnposanue? Hosnposanne? flosvpoBanue*
4 ¥ ¥ L
(VI Mepasiii IFVIIIFc (FVIIIFe MosTop rFVIIIFC Man’;}gﬂggwaﬂ
OaHa po3a % OpHa posa » AAanTUpoBaHHas »  OpHa Aos3a » NpodmnakTuka
50 ME/xr 50 ME/r npothmnakTuka 50 ME/kr ucbhenoBanus

®©K go 96 yacor

OK o 120 vacoe

®K npodmna.

2. HayaneHas cxema Aqns ocyLWecTBNAeMoi ABaXAbl B HEASNO0 MHAUBUAYANWIUPCBaHHOW (aganTupeeaHHol) NpodunakTkn ¢ 25 ME/r B nepebif AgeHt 1 ganse 50 ME/Xr Ha
YETBEPTEINA ASHb, NPW 3TOM J03Y W WHTEPBAN KOPPEKTURYIOT, 4TOObI QOCTUYE LeNeBoro GCTaTOuHOrO YPOBHS, COCTaBNsACLWEro npvinuanteneHo ot 1% A0 3% {(Wnu Bbllwe CorNacHo

KNUHUYECKMM AaHHBIM). OUEHUBAIOT NWKOBBIA U OCTATOYHBLIA ypoBeHs FVIIL

3. MoetopHan gosa 50 ME/kr rFVIIIFe ans nonyveHua nocnegoeartensHoro ©K npoduns, BBogiMan Ha 14 Hegeno unu Ha 12-14 Hefenio nocre nepsol nHeekuuun rEVIlIFe.
4. MpoaomKeHWe UHANBUIYANUIMPORAHHON NPohUNAKTUHECKOW cxeMbl oT 28 (+ 2) Hegenb Ao 52 {* 2) Hegenek.

DK, hapMakokMHETHKA

OUur. 1

©K ao 120 yacos

1. MUHMMAanNEHBIA UHTEPBAN - 96 YAGoB, MAKCUMAanNeHBIW MHTEpBaN - 8 Hefenk oT UHBbekUun rFVIIl Ao nepeol HBekUuKM 50 ME/kr rFVIIIFC ana nony-eHWsa nocnegoBaTensHoro

(44!
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