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PebpunbHaa HENTPONEeHUs

Puck peunanBa nuxopagku
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* 95% O6onbHbIX ¢ PH MeHee 7 AgHen OoTBeYalOT Ha NepBYyIO NUHUIO a/6

» 2/3 6onbHbIX ¢ PH 60nee 10 aHen TpedyrOT MoancuKaumm Tepannm

(Glauser M.P., Calandra T., Ed. by M.A. Glauser, P.A. Pizzo. W.B. Sounders Company, Ltd., 2000. P. 141-188)

"Bbonee nonoBuHbl anM3onoB HeutponeHun u PH npu pasnUyUHBbIX
XUMHNOTEpaneBTUYECKUX peXuMmMax BO3HMKaANo BO BpemMsi npoBeneHus

nepBoOro Kypca xmmumortepanumun
(Crawford J., Wolff D., Dale D.C., Blood 2004. Vol. 104. P. 11)

*CMepTHOCTbL B cTaumoHape ot ®PH ot 7-11% (bonee 60000
OHKOJIOrM4eckux 6onbHbIX ¢ PH)
(Caggiano V., Weiss R.V., Rickert T.S., Cancer. 2005. Vol. 103. P. 1916—1924.)



PakTopbl pUCKa Ppa3BUTUA HEUTPONEHUMN

Variables No. Derivation Validation P
N=2500 N=1260
% %
Age, y
=65 1448 358.4 386 AB4
Prior chemotnarapy 880 24.4 2186 .0ze
Baseline labs
AST>35 /L 47¢ 135 125 21
AP>120 U/L 718 195 18.7 458
Bilirubin>1 mg/dL 153 4.1 4.4 353
GFR<80 mL/min 732 195 19.4 508
WBC<5000/mm"” 40¢ 122 14.3 e
Cancer type
Colorectum 521 140 13.7
Small csall lung 210 58 s2
Nonsmali csll lung 897 8.0 17.5 714
Ovary 312 84 a1
Breast 1473 38.7 40.1
Lymphoma 547 141 154
Medications
Immunosuppressivas 534 144 13.7 286
Planned RDI /
=285% 2623 508 e85 .4
<85% 880 232 23289 _8ez
Chemotherapy
Anthracyclinas 1469 378 016
Platinum(s) 120G 325 -156
Taxanas 1083 280 340
Alkylating agents 1615 42 078
Topoisomarase 1l inhibitors 232 8.2 432
Gemcitabina 257 5.9 4135
Topoisomerase | inhibitors 41 1.1 1.01 AT8
Vinorelbine 120 3.4 28 .178
Primary CSF prophylaxis 779 198 229 .012

Gary H. Lyman et al. Cancer 2011 (V), 1918-1927



MHanBunayanbHble pakTopbl pucka passutua ®H

HanbGonbwun puck

= UM XMMuoTepanuu

AHTpPaUUVKIINHDI

[pyrne mmnenocynpeccmBHble npenapaTtbl BbICOKOro pucka: TonoTekaH,
MUTOMULNH, AOLETAKCen, aTtono3na, remuntaduH,
uucnnatuH/kapbonnaTtuH,uuknodochamma, ndochamma,
BUHOPENLOUH

KonuyecTtBO MMHenocynpeccuBHbIX Npenaparos,
BKITIOYEHHbIX B PEXUM rnedyeHus (>2)

HeoGxoaumocTb nogaepxaHusa 4O30BON UHTEHCUBHOCTU
nevyeHun >85% ot 3annaHUpPoBaHHOMU

OTcyTcTBMEe NNaHOBOU NPO(PUIIaKTUKU C NUCMONb30BaHUEM
KCo



MHanBunayanbHble pakTopbl pucka passutua ®H
[MpoMeXyTOUYHbLIN PUCK

m  Bwup onyxonu

MenkoKkneToYHbIN pakK JfIerkoro
JNTnmdoma
Pak MOno4Hom xenesbl

CHuxeHue PpyHKLUU NoYeK (CKOPOCTb KnybouykoBoun hunbTpaumm <
30Mmn/MuH nnn Bo3pacTt >65 neT U NOBbILWEHHbIW YPOBEeHb KpeaTUHMHA

MNeuyeHou4Has auccyHKUUS

[oBbIWEHME YPOBHA bununpybuHa
[ToBbILLEHME YPOBHA LLenovYHon doocdaTtasbl

NMauneHTbLI paHee Nony4yaBLUMe XUMUOTEPANUIO U/Unu ny4yeByto
Tepanuio

Hanu4yne Ha MOMeHT Ha4vyana ne4vyeHus

HenTtponeHun



Puck pasButunga hedpurnibHON HENTPONEHUN
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Frobability of Febnle Neutropenia
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Gary H. Lyman et al. Cancer 2011 (V), 1918-1927



3aTpaTtbl Ha ne4yeHue 6onbHbLIX ¢ OH

* [Ipsamble MeOULUUHCKMe  3aTpaThl, CBfi3aHHble C
rocnutanusaunen no nosoay ®H, B CLLA coctaBnsoT OT

10000 go 20000 $ Ha ogHY rocnuTanusauyuio
(Cosler L.E., Calhoun E.A., Agboola O., Pharmacotherapy. 2004. Vol. 24. P. 488-494)

= /4 % oT BCeX AHen rocnutanusauuu "
npuonusntenoHo 80 % OT BCeU pacyeTHOU CTOMMOCTU
rnevyeHnsa npuxoamtcAa Ha 1/3 OOSbHbIX, ANUTENbHOCTb
rocnutanuMsaumm Kotopbix no nosogy ®H Obina

HaubonbLwen (6oneel0 aHen)
(Kuderer N.M., Dale D., Crawford J., Lyman G.H., J. Clin. Oncol. 2004. Vol. 22. 14 S.)



Probability of Relapse-free Survival

NMNopopepxaHue 3anfiaHUpPOBaHHON MHTEHCUBHOCTU
NMPOTUBOOMNYXOJSIEBOro fIe4eHUs U yny4lueHue
pe3ynsraTtoB Jfie4yeHus
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Lancet. 2005. Vol. 365. P. 687-1717.



KayecTBO XU3HU

"Pa3paboTtaHa aHKeTa KayecTBa XXU3HU AN OONbHLIX C
HEeNTPONeHnewu.

"[MokazaHa npsmasn 3aBUCMMOCTb MNapamMeTpoB
KayecTBa XU3HU oT abcornTHOro yucna
HenTpodgunos

(Padilla G., Ropka M., Cancer Nurs. 2005. Vol. 28. P. 167-171.)

"Ha doHe ebpunbHON nuxopagkyn oOTMeYarnochb
nosiBfieHWe WU ycyryoneHuwe Apyrux MUMerLWMuxcs y
OONBLHOro CUMNTOMOB

(Glaspy J., Hackett J., Flyer P., Blood. 2001. Vol. 98. 432a.)



Any CSF (%)

Ucnonb3oBaHue KCP B CLLUA
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B KonoHuectumynupyrouwme paktopbl (KCD) -
3TO rpynna 3HAOreHHbIX PU3NONOrM4eCKu akTUBHbIX
coegMHEeHNN BbICOKOMOSEKYNSAPHON nonmnenTuaHou
CTPYKTYpbI, obnagarowmx cneundpumyieckon cnocooHOCTbLIO
CBA3bIBaTbLCHA C peuentTopamMm reMono3TUYECKMNX KIeTOK U
cTUMynupoBaTb uUx nponudepauuro, audpdepeHUUPOBKY U
pyHKLUMOHANIbHYHO aKTUBHOCTb.

B K HacTosieMy MOMEHTY BblaeneHo He meHee 20
dakTOopOB poCTa reMOMNO3TUYECKUX KIEeTOK

B Haunbonee nayyeHol FTM-KCO, '-KCP, M-KCD,
3PUTPONOITUH, TOOMOOMNOITUH



KCP

® YenoBeuveckuu N-KCP 6611 BnepBble BbigeneH B 1985 roay us cpeabl, B

KOTOpOI7I KyNnbTUBUPOBAJIUCb KINETKN KapUMHOMbI MO4Y€BOIo ny3bips
(Rovandi F. Leukemia 2006; 23(2):211-215)

® [eHbl, Kogupyrowme obpasoBaHne KCP y yenoBeka, pacnosiokeHbl Ha
annHHom nnede 17 xpomocombl ana N-KC®P n 5 xpomocombl — gna 'M -
KC® (Ozer H.,Armitage J. J Clin Oncol 2000; 18:3358-3585)

® B opraHusme N-KC® npoayuupyetca mMoHouuTamm, makpodaramu,
HenTpodnnamun,pubpobrnacramu, Knetkamm CTPOMbl KOCTHOrO MO3ra,
3HAoOTeNMouMTaMu N ANUTeNManbHbIMU KNeTKkaMmu TUmMyca.

CuHTte3 TM-KC® ocywectBnserca numcouutamm (Kak B tak n T),
MOHOLIUTaMM1, TYYHbIMU, Me30TeNnaribHbIMU U 3HAOTENNaNIbHbIMU
Knetkamu, ¢pmbpoodnacramm.

® [laHHble 0 BbipaboTke KCP 3nokayecTBEHHbIMU ONMyXOsAMMU. (Crbupckuii
OHkonornyecknin xxypHan 2006.Ne2 (18))

® UHpyktopamu cuHTe3a KCPD ABRNAKOTCA HEKOTOpbIe
npoBocnanuTenbHble LUTOKUHbI, TaKne KakK paktop HeKpo3a onyxosnu,
UHTeprienKuHbl 1,17. IHrMGMTOopoOM MOXeT BbICTynaTb NpocTarfiaHavH
E2 (Liu F.,, Poursine-Laurent J., Blood 2000; 95(10):3025-3031)



PekoMOunHaHTHbIe KCO

-KC®P-cdounrpactum, neHorpactum, HapTOrpacTUM
'M-KC®-MmonrpamocTum, caprpamocTum

MonrpamMocTum 1 bunrpacTuM — HerrIMKo3nnMpoBaHHbIe DenkKu,
npoayuupyemMmblie reHHoMoaudpULUMPOBaHHbIM JTabOpPaTOPHbLIM
wtammom E.coli.

JleHorpacTtum — rnukosunmnpoBaHHbIn -KCP, 6onee 6nn3kum no
CTPYKTYpe K 3HAOreHHOMY haKkTopy, NONy4YeH U3 KynbTypbl
KJFTIeTOK ANYHMKA KUTaNCKOro XoMsiuKa.

AKTBHOE ucnornb3oBaHue B KnnHuke ¢ 1991 ropa. BnepBble
achekT yBenuyeHna Hentpocdpunos B nepudepuyeckon KpoBu
ObIn nony4yeH y 6onbHbix ¢ BUY nHdekumnen, a 3atem y 60nbHbIX

C annacTtuyeckom aHeMuneun u OHKONorm4yeckmmMm sadoneBaHUSAMM.
(Keiser P, Rademacher S, et al. Am J Med. 1998;104:48-55.)



KCD

B OcHOBHbIM MecTOoM AencTteusa KCP asnsercs
KPOBETBOPHOE MMUKPOOKpPYXEeHUe KOCTHOro Mo3ra.

B YckopsaroT audpdepeHUNPOBKY U co3peBaHne MMenouaHbIx
KNeToK npeAaLlecTBEHHUKOB

H MoBbiwalT (pyHKUNOHANBHYO aKTUBHOCTb HEUMTPOdUNOB
nyTemMm yBenmM4eHns1 X CNOCOOBHOCTU K MUrpaulmm u
darounTosy

B O0ycnoBnuBakT 60OMNbLYHO MPOAOINKUTENIbHOCTb XU3HU
3persibiX rPaHynouMnTOB 3a CYET YMEHbLUEeHUA UX anonTo3a

B YCKOPAKT U YyBEeNMYNBAKOT MUTPaLUIO FPaHYNOLMTOB B o4ar
BOCMnarieH1sl, NOBbIWAKT UX CMOCOOHOCTb K XeMOTaKCUCY U
darountoly dbakTepumu

B BbipaXXeHHOro BriMsiHUS Ha 3PUTPOLUTbI U TPOMOOLUTLI He
OKa3bIBaloT



[MpumeHeHne KCP y oHKOremaTtosriorm4ecKkux
OONbHbIX

lNoka3aHo cyLecTBeHHOEe CHMXEeHUEe YacToTbl Ppa3BUTUA U OANIUTESNIbHOCTU
rnmyooKux HeMTpPoneHUn, B TOM YNCIie OCNIOXHEHHbIX NMNXOpPaaKoun

[Jloka3aHO yMeHbLlUeHMe NOTPEeOHOCTU B aHTUONOTUKOTEpanUn u
NPOAOIKUTESNIbHOCTU rocnuTanmusaumm no CpaBHEHUKO C KOHTPOSNIbHOMU
rpynnoun (Rowe J.M. Blood 1995; 86: 457-462 ; Mayordomo JI. J Netl Cancer Inst 2005;
87: 803-808) (Baer M.R. Semin Oncol 2006; 20: 6-12 ; Lehrnbecher T. Blood 2007; 109
(3):936-943)

OtmeueHa addekTMBHOCTL KC®D 1 npu neyeHunmn yxe pasBuBLUNXCA

MH(PEKLUUOHHbIX OCNOXHEHUM (Ferrara F. Hematol J. 2003; 4(3): 218-221 ; Grigull L.
Support Care Cancer 2007; 15 (2): 233-234)

NokasaHo, 4yTo y Aeten npumeHeHne KCP He yMeHbLUaeT pUCK
MH(PEKLUOHHbIX OCNOXHEHUM (Lehrnbecher T. Blood 2007; 109 (3):936-943)

NMpotuBopeunBbl AaHHble 0 BNMUAHMM KC® Ha 4yacToTy NOSHbIX KITMHUKO-

remMaTtosiorm4ecCKmMx peMmccum (Amadori S. Blood 2005; 106 (1): 27-34 ; Heil G.
Leukemia 2006; 20 (3): 404-409)

BOonNbLLWWHCTBO UccrneaoBaHUM NoKa3biBaeT, YTo npumeHeHne KC®P He
BINIMSEeT HA BbIXKUBAEMOCTb OOSbHbIX



NMoka3aHua K HazHavyeHuro KCo

Oxupgaembin 3anuson ¢GedOpUNLHON HEUTPONEeHMM Mnocne XumMumoTtepanuu
coctaBnsieT >20% y nauMeHTOB 60e3 npeaLwecTBYOLWEN XMMoTepanum

®ebOpunbHasas HEeWTPONEHMA UMMena MecTo B npegblaylweM LuKne
XUMMoTepanMm GONbHOro, YTO MPUBENIO K HeXxenaTesibHOMY COKpalleHUIo
[o3

B cnyyae pasBuBwenca d¢edbpunbHon HeutponeHun KCP wmoryTt
NMPUMEHATLCA TOJMIbKO NPU  HaNMMuUMM Yy OONIbHOrO MPOrHOCTUYECKU
HeGnaronpuAaTHbIX (pakToOpoB, TaKUX KaK AanutenbHas (obonee 10 aHen) um
rnyookaa (neukoumtoB <0,1 r/n) HenTponeHus, Bo3pacTt Oornee 65 ner,
rMNOTEeH3us, MHEBMOHUSA, Cencuc, rpPMoKkoBas MHBa3ns

ana MOOMNN3aLuun reMono3TUYECKNX CTBOSIOBbIX KIeTOK nepen Ux 3a60p0M

NMocne Mwuenoa6bnaTtMBHOW XuMMMUOTEpPanuMU WU UHGY3MUM ayTONOrMYHOro
KOCTHOro Mo3ra

Y noXunbiXx OGONbHbLIX C OCTPbIM HenuM@OONaCTHbLIM NEenKo3oM nocre
3aBepLUEeHUs1 UHAYKLUMOHHOW XMMoTepanum

Y naumeHTOB, MNONy4YawWMX OTHOCUTENIbLHO HeMUesriocynpeccuBHbIe
peXumbl, HO C BbICOKOM CTeneHbK pucka pas3Butua debprunbHoOn
HEeUTPONEeHUn wn3-za MNOopaXeHHOro KOCTHOro Mo3ra WU coYyeTaHHOM
naTtonoruu

PekomeHaaummn AMepukaHcKoro obLiecTBa KIMHNUYECKON OHKOSOrnm
(Crawford J. Oncology 2006; 20 (4) 22-28)



Ocob6eHHocTU npuMmeHeHuUa KC® B HacTosLee
BpemMs

NMpodmnaktnyeckoe BBepgeHne KCP

« CokpaweHue 4actoTbl HEUTPONEeHUYEeCKOU
UHeKuumn

« CoKpalieHue 3aTpaTt Ha ne4vyeHuve

- [MoppepxaHue 3annaHnpoBaHHOM
WHTEHCUBHOCTH NPOTUBOONYXONEeBOro
nevyeHus U yny4lieHue pe3ynbLTaToB NeYeHus



[Mobo4Hble adhekTbl KCD

B Ha6Gnwopaotca B 30% cny4vasix, Npu4eM Kak Yy
nauMeHToB, TaK U Y JOHOPOB.

B Hanbonee 4yacto BcCcTpe4yawTCcA 6O60NMM B KOCTAX,
ronoBHbIe 005N, crnadbocTb

B 3HauuTenbHO pexe HabnwagawTcAa muanruu, 6onu B
royaHOU KneTKe, 4YyBCTBO TpeBOoru, 06ecCOHHUUA,
HOYHaA NOTNINBOCTD, nuxopaaka, aHopeKcus,
yBefiMYyeHne Maccbl Tena, TOWHOTA WM pPBOTa,
KOXHble peakumn B MeCTe UHBbEKLUN.

(Horowitz M.M., Confer D.L. Hematology 2005; 469-475)



OcnoxHeHua KCO

B Tpombo3blI

[Mpn coyeTaHHOM NpuUMeHeHnn xummotepanum n KCO tpomboTmnyeckne
OCITOXXHEHNA BO3MOXHbI ¥ 1,2% 60nbHbIX, HAbnogaBLWMXca No NoBoay
3NnoKa4eCcTBEHHbIX HOBOOBpa3oBaHUM

(Barbui T.,Finazzi G., et al. Thromb. Haemost. 1996; 75: 368-37)
Y OOHOPOB
OCTpble apTepuanbHble TPOMOO3bI (Korbling M., Anderlini P. Blood 2001; 98: 2900-2908)
OCTpbIV I/IH(*)apKT MMUOKapOa (Cavallaro A., Lilleby K. BMT 2000; 25: 85-89)
OCTPbIN NLLEMNYECKUIN UHCYNLT ( Anderlini P., Korbling M Blood 1997; 90: 903-908)

B BnusaHune KC® Ha cBepTbIBaOLWYyO CUCTEMY

[TlokaszaHO noBblleHne cogepxaHnsa goaktopa VI, daktopa doH
Bunnebpanaa, pubpunHoreHa

YMeHbLIeHne KoHueHTpauuu daktopos |, VI, X, npotenHoB C n S
(Topcuoglu P, Arat M. et al. BMT 2004, 33: 171-176)



OcnoxHeHusa KCoO

B co CTOPOHbBI AbIXaTeNIbLHOW CUCTEMbI

(Arimura K., Inoue H. et al. Haematologica 2005; 90: ECR 10)

B OcCTpbI¥ PUHUT, NOJArpUYECKUn apTpuT, aHacpunakTmyeckme peakumm
(Hilbe W., Nissbaumer W. et al. BMT 2000; 26: 811-813)

B OTMe4yeHbl N3MEHEeHUA HEKOTOPbIX OMOXMMUYECKUX NapamMeTpoB
(Menekay S., Ozsan G., et al. Acta Haematol. 2002; 107: 18-22)

B PasButue reMosINTU4eCKoro Kpu3sa y naumeHToB c
CeprnoBUAOHOKIIETOYHON aHeMUeHn

(Alder B. Salzman D. et al. Blood 2001; 97: 3313-3314)

B YBenunyeHune pasmepoB cerneseHKkU. OnucaHo 4 crnyyasa paspbiBa
yBenn4yeHHou Ha poHe npumeHeHus M-KC®D ceneseHku

(Pitini V., Ciccolo A. et al. Haematogica 2000; 85: 559-560)



OTpnaneHHbIe ocnoxHeHusa KCoO

B yeenuuenne yacToThl pa3BuUTUA remobnacTto3oB nocne NnpUMeHeHus
KC®.

Cnyuyau passutna OMJ1 y noHopoB nocre BeBegeHus N-KCP.

(Makita K., Ohta K. et al. BMT. 2004; 33:661-665)

< (Pulsipher M.A., Chitphakdithai P.et al Blood 2009;113(15):3604-11) >

Paszsutne MOC n OMJ1 y naumeHTOB C BPOXAEHHON HEUTPOMNEHNEN U
annacTnyeckom aHeMueun, KOTOpbIM B Te4YeHUe AJINTENTIbHOro BPpeMeHMU
nposoaunacok Tepanus M-KCP (y 12,5% nauueHTOB)

(Cottle T., Fier C. et al. Semin. Hematol.2002;39: 134-140)

B PeuugmBbl remobnacTo3oB nocrne ayroTrpaHcnaHtauum. KoHtamunHauums
NeMKOKOHLIeHTPaTOB ONyXoneBbIMU KIleTKaMu.

(Feller N., Schuurhuis G. et al. Leukemia 2003; 17:68-75)

(Keating S., Suciu S. et al. Leukemia 2003; 17:60-67)



T

Heoctum™ |
MOnrpamocTiM L

Nomowms. Boccranovaenne. Xnins.,
PexoMONHANTHLIR
'M-KC® wenonexa

Heoctum®

T LI NOEITTON WG

MonrpamocTim
pacTROps ANk BHYTPHEOMOIO W
DO OWNOTD BOSONNT

Monrpamoctum (IFM-KC®P)

B [nunkonpoTteuna, monekynspHasa macca 14,5 k[la, coctouTt u3
127 aMNHOKUCIIOTHbLIX OCTAaTKOB U COAEPXUT ABe

BHYTPUMONEKYNsipHble AUCynb@dpunaHblie CBA3MN.
B MHorocgyHKUNOHANbHbIN LLUTOKUH:

B Perynupyet co3peBaHue KNeTOK MMEeNIOMOHOLIMTAPHOro
pOCTKa KpOBeTBOpPEHUSA (TaKuUX, KaK HenTpodunbl,

MoOHoUuUTbl/MaKpodaru a02uHodUnbLI 1 MerakapmounTbl)

eobxoanm ana nponudepaunn n andcgpcdepeH
npeALwecTBeHHUKOB AEHAPUTHbIX KIeTOK

YBenuuuBaeT PyHKLMOHANbHYI aKTUBHOCTb
c¢darouutoB (HeuTpocunnoB, makpocparoB, oeHAPU
o3nHocunon)

UHayuupyeT murpauuio n nponudepaumio
3HAOoTeNManbHbIX KNeToK
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S.J. Oosterling et al. / Immunobiology 211 (2006) 641-649
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MonrpamocTis

PexoMBHHANTHLIR
'M-KC® wenonexa

150 wacr (1,67 x 10° ME)

DOLSONNOTD BSOS

Low dose (<80 pg)

IVOBMAIMIET SN NDMITTONNBSG
POCTROPA ANK BHYTPHEBMIOID W

Nomowms.

[MpoTBOONYXONEBbLIU

achpekt TM-KCP

Boccranosaennwe. XKuins,

Heocmm |

75 pg/day s.c. X 5 days Melanoma Gp100, tyrosinase, MART-1 peptides  3/3 but no difference of GM vs. no GM 31
75 pg/m’/day s.c. X 7 days Prostate cancer  PSMA peptide/DCs=GM-CSF GM: 3/26 versus no GM 5/31° 45
75 pg/day or 150/day Melanoma Tyrosinase peptide 4/5 32
s.c. X 4 days
40 pg/day 1.d., once Pancreatic cancer K-RAS/mutated peptides GM 12/34 36
75 pg/day s.c. X 4 days Colon cancer ALVAC-KSAZGM-CSF GM: 5/6 versus no GM: 2/6 33
80 pg/day s.c. X 4 days Colon cancer rCEA protein=GM-CSF GM: 12/12 versus no GM: 9/12 34
High dose (100-500 pg)
250 pg/day s.c. X 5 days Colon cancer ALVAC-CEA B7.1=GM-CSF GM: 6/9 versus no GM: 9/12 41
250 pg once vs. placebo Not applicable Trivalent influenza No difference in antibody production 40
250 pg/day sic. X 5 days Melanoma Gpl00(210 M}, tyrosinase No increase with GM 38
peptides=GM-CSF
225 ug once, half s.c, Melanoma Gpl100{210 M), tyrosinase peptides + GM: 5/12 versus DC no GM: 1/8 35
and half i.d. low dose IL-2 + GM versus
Peptide/DCs, no GM-CSF
500 pg once s.c. vs. [ENy  Melanoma Autologous tumor GM: 11/43 IFN7y: 13/45 37
(100 MIU) cells + GM-CSF or IFNy
100 pg i.d. monthly X Breast cancer HER-2/neu protein 2427 43
& months
100 pg/day s.cx1=4 days  Colon cancer rF-CEA-TRICOM +Vac-CEA- GM: 6/7 versus no GM: 3/3 39
TRICOM=GM-CSF
110 pg/day s.c. X 3 days,  Melanoma MAGE-ALl, -A10, Gp100 peptides 14/21 42
half s.c. and half i.d.
S
G. Parmiani et al Annals of Oncology 18: 226-232; 2007 DAPMCUHTES
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Tumor-bearing mice: CD11b*Gri+2
Cancer patients: CD34+, Lineage™9DR"9, CD11b*CD15*

2
TGFB“ “g: \

Activation
of regulatory
z T cells
Myeloid CD4*CD25*
suppressor Argiiase
cells Nltrlc Oxide
cell Effector T Apoptosis
cell T chain down-modulation
<]
I
G. Parmiani et al Annals of Oncology 18: 226-232; 2007
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MOnrpamMocTHM = HGOCTM M®

PexoMOHHANTHLIR

I'M-KC® wenonexa L)

) MonrpamocTium
e NMORrPamMmocTum (FM-KC®)

pacTROps Ane BHYTPHEOMOIO W
DO OWNOND T ]

Noka3zaHo, 4t0 npumeHeHne I'M-KC® B coyeTtaHumn ¢
aHTUOMOTMKaAMU Yy OonbHbIX OJl, MMewWMUX HENATPOMNEHUK U
TKaHeBYyHO BepudpuUUNPOBaHHYO MWH(EKUMIO, CONPOBOXAANOChb
3HaA4YUTESNbHO Nyywnm 3ch¢eKToM No cpaBHEHUKO € nnaueodo

(Ferrara F. Hematol J 2003; 4 (3): 218-221)

YctaHoBneHo, 4yto 'M-KC® nosBbiwaeT harounutapHyro v
NPOTUBOrPUOKOBYIO aKTUBHOCTbL HeutpocdunoB npotns Candida

albicans, Aspergillus fumigatus, Torulopsis glabrata
(Candoni A. Mestroni R., et al. Eur J Haematol. 2005; 75 (3): 227-233)

KomOuHupoBaHHoe wucnonb3oBaHue [M-KC® wu c¢yHrMumMaHbIX
npenapatoB 3aMeTHO YMeHbluaeT CMEPTHOCTb OT KaHaAuaosa M

acnepwurunnesa no CpaBHEHUIO c MOHOTepanueun
npoTuBorpubkoBbiMu npenapatamu (1,9 u 19% cooTBeTCTBEHHO) WU
oOoWy0 CMEepPTHOCTb OT TrPUOKOBbLIX UWHGEKLUN (13 n 75%
COOTBETCTBEHHO) &«

DAPMCWVHTES3

(Kaufmann S, Karp J et al. Blood 2000; 83: 517-530)
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s NpoTUBOBOCNANUTENbHbIX, e T

IOGWAIMAIET JYIN NDMITTORNG
pocTROPS ans W'MO "

pecce e o2 NPOTUBOOMNYXOJ1EBbIX
adpdekToB

> GM-CSF
autcantibody

\ G174R

mutation

Cell survival only Survival and proliferation

[GM-CSF]

Differentiation

Sl S — AT — m&& -

CD1t b
Cell adhesion «—

\ i 4 Proliferation
e / ‘/_/ j \\ ROS

TLR4 L-12. GM-CSF, _ _
recagnition TLR2 ' NFa .8 M-CSF Microbial killing
Phagocytosis / j
; Macrophags
Proinflammatory IFNy activation
cytokine signaling \
Innate Adaptive

immunity immunity

-q
Bruce C. Trapnell at al. Curr Opin Immunol. 2009 October ; 21(5): 514-521 QAPM\cwHTES
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FM-KCO Yenosers MonrpamocTim »

150 wnr (1,67 x 10" ME)

NVOBMAIMEIET IR NOMIOTONNIG
pacTROps ANk BHYTPHEOMNOIO W
NOZIOMHOTD BRSNS

# ToproBoe Ha3BaHue: Heoctum™
# MHH: monrpamocTum (molgramostim).

# PerncrpaunoHHbin Homep: JICP-007095/08

# JlekapcTBeHHasa cdopma: nuodmnusat Ansa NPUroToBrieHMA pacTBopa Ans
NOAKOXHOIro U BHYTPUBEHHOro BBeAEHUS.

# CocTtaB: B 1 donakoHe copepxutcsa monrpamoctum 150 Mkr (1.67 x 106 ME)

# Cnocob npumeHeHUA N [O3bil:

# NoAKOXHble NHBEKLUN NN BHYTPUBEHHbIE NHDY3UN.

# Pexxum nosnpoBaHuUsl yCTaHaBNMBaloOT C y4eTOM MOKa3aHUM.

# [lo3zy oObI4YHO yCTaHaBNMMBaKOT B MUKpOrpamMmax, HO B HEKOTOPbIX crny4asax
ucnonb3yrT MexayHapoaHble EauHuubl (1 MKr paBeH 0.0111 mnH. ME).

# MakcumanbHas cytoyHaa po3a — 10 MKF/KF  Maccbl  Tena
(0,11 mnH. ME/kr). @

~

DAPMCWVHTES3
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M-KC® -«nooou

Heoctum®

MO@areaaT

MonrpamocTinm
poc mpnn .y V"""""’

DO OWMNOT

Nomowms. Boccranovsaenne., Xnins

~ KpaTtkaa nHcopmMmauua anga Bpadvemn

Ucnonb3oBancs B KNMHUYECKUX UccriegoBaHusax B ao3e 250 Mkr/m?/cyT
(5 MKr/kr/cyT),

(BO3MOXHO OKpyrneHume Ao3bl 4O COA4epPXUMOro uenoro onakoHa)

Hayano BBegeHuMsa 4epe3 1-3 AOHA nocrne OKOHYaHMA BBeOeHus
LUTOCTAaTUKOB

BBegeHne 0o BocCTaHOBNEHUA YPOBHA HenTpodunos

1. NMoAKOXHbLIN nNyTb BBeAeHUA ABnsAeTCA npeanovyTutTesibHbIM

2. Mo paHHbIM KNUHMYECKUX uccnepgoBaHuUnM O6e3onacHocTb Bcex KCO, B
ToM yucne N§M-KCo®, ogpuHakoBa

3. Ha Hactosiee BpemMsA He cywecTBYeT JAaHHbIX, MNOAAEpPXKUBAKOLMX
apyrme Ao3bl

UM pexummbl AN UCNONb30BaHUA Yy MNauUeHTOB C
NPOMEXYTOYHbIM UNN BbICOKUM puckom ®H

4. PyYyTUHHOe WCNOMb30BaHME AHTUOMOTUKONPOMUNAKTUKU
peKkoMmeHAayeTcs

QH He

¢

DAPMCVIHTE3
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PexoMONHANTHLIR

M-KC® uenonexa v
150 wer (1,67 x 10" ME)

MMOGWAIMIET N OO TON WIS MOJ u pamr
pacTROps ANk By T PHEOMOIO W

DO OWNOTD BROSONMT

Nomowms. Boccranovaenne. Xnins.,

KnunHunyeckoe npuMmeHeHune MonrpamMmoCcTnmMma

B MpodwunakTuka n neyeHue debpunbHoOn
HEeUTPONeHuu

B Moounusauyuna CKK

B AOLIOBAHT NPU NPUroToBIEHUM NPOTUBOBUPYCHBLIX U
NPOTMBOONYXONIEBbIX BaKLUUH B reHHOW Tepanuu

B Ucnonb3oBaHue B nedyeHnun BUY nudekuun
B /cnonb3oBaHue B IMOPMONIOrun U akywiepcTBe

B [Ipyrve HanpaBrieHUsi NPMMeHeHuns @

DAPMCWVIHTER
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MO o Heoctum®

'M-KCD wenonexa TV .
150 s (1,67 x 10" ME)
”W')(t)fl‘u AT ANw l‘]o‘lLHOnl Wiedrn Moma. .°c

pacTROps ANk BHYTPHEOMROIO W
DO OWNOTD NOS0MR

POHL nm. H.H. BrnnoxunHa

«N3y4yeHune achpekTMBHOCTU N Be3onacHOCTU npenapaTta Heoctum
(MonrpamocTtuMm) y 60s5IbHbIX PaKOM MOJIOYHOM Xene3bl,
noslyyarwmx XuMmmoTepanumio 4OKCOPYyOULMHOM U TaKCaHaMMN»

. B nccnegoBaHue BKNO4YeHO 9 naLueHTOK
. PeXxumMbl XumMmmnoTtepanuu:

AokcopyouuuH 50 mr/m2 B/B KanenbHo + Takcotep 75 mr/m2 (1-yacoBas B/B

UHdy3uAa co cTaHgapTHOU NpemMeauKaumen geKcamMmeTasoHOM), Kaxable 3
Hegenu

NokcopyouuuH 50 mr/m2 B/B kanenbHo + [llaknutakcen 175 mr/im2 (3-

yacoBas B/B UH(y3UA cO cCTaHOAPTHOMU nNpemMeguKauueun), Kaxable Tpu
Hegenu

. KOHTpONbL. nepeHOCMMOCTbL XuMMOTEpanMM Yy TexX Xe
naumMeHTOB BO BpeMs 1-ro Kypca ne4yeHus (6e3 Heoct#wva)

DAPMCWVHTES3
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MonrpamocTim

®
i Heoctum

FM-KCO Yemosess MonrpamocTim .
150 wsr (1,67 x 10" ME)

o impibycts i1y POHL vm. H.H. BnoxuHa

NOLAOWNOTD B

Nomowms. Boccranovaenne. Xnins.,

«N3y4yeHune achcpekTMBHOCTU N De3onacHOCTU npenapaTta Heoctum
(MonrpamocTtuMm) y 60JIbHbLIX PaKOM MOJIOYHOM Xene3bl,
nony4arLwmx XuMmmoTepanuio OKCOPYyOULIMHOM U TaKCaHaMU»

. BknoyeHo 9 nauueHTOK, cpeaHun Bo3pacTt 51,5 (40-64
ropa)

. Y 7 pasBunacb HenTponeHusa 4 cT, oHn nony4anum Heoctum

. Peaykuuu o3 npenapatoB npu npoBeaeHuun 2 Kypca MXT
He ObINo

. UH(eKLMOHHBbIX OCNOXXHEHUN He ObINo
. TOKCUMYHOCTU U NOOOYHbLIX ABNIEHUU HEe OTMEYEeHO
. AHTUOaKTepnanbHasa Tepanna He NPUMeHsANnachb

. Nepuoa HeutTponeHnn coctaBun 2-5 aHewn o

e

~
DAPMCWVHTES3
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Heoctum® |
'M-KC® uenonexa e

MonrpamocTum
150 wr (1,67 x 10° ME)

IWOGIMIBASET N MDATTORNSIGEN
POCTROPA AN By TPMBAMOID 1
DOANONNOND IHRAOHMR

Monrpamoctum - npenapart Bbidbopa B
npodunnakTuke u nne4eHMn HEUTPONMEHUN U
HEUTPONeHn4YeCcKon nHdekumm.
AdhdekTnBEeH y 60NbHbLIX CTapLUew

BO3pPaCTHOMU rpynnbil.

>

~
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pacTROps ANk By T PHEOMOIO W _
DO OWNOTD BOSONNT I 1 I I e I { I

Nomowms. Boccranovaenne. Xnins.,

B  CHuxeHue ypoBHA cbiBOpoTO4YHOro KC® onncaHo y 50% BWUY-
CeponoO3UTUBHLIX CYyOBLEKTOB ¢ HedheOpUNbLHOU HENTPONeHUuemn.

B [loMmumo abGconTHOM HeUnTponeHuun, y naumeHToB ¢ BUY-
MH(eKLunen MoxeT HabrnoAaTbCA CHUXEHHaA (pyHKLUS
rPaHynoumMToB U MOHOLMTOB- ONMCOHU3aLUA U BHYTPUKNETOYHaA
rmébenb 6akTepumn

(Elis M, Gupta S. et al J Infect Dis. 1988;158:1268-1276)

| Npun HasHayeHuun BUY-mHpnUumMpoBaHHbIM NaumMeHTam C
HenTponeHuneun NM-KC®D HabGnrogaeTca pocT nokasaTteneu
rpaHynoumToB, MOHOUNTOB U 303uHodunoB. FM-KCP
CTUMYNUpYHOT nponudgepaunto, ancdpdepeHUUPOBKY U BbIXod 3TUX
KIeTOK U3 KOCTHOIro Mo3ra.

B [lokaszaHo, 4yto TM-KC® 3HauYuTeNIbHO UHrMOUpPYyeT pennmMKauunro
BUY-1 2]

o
N !

(Lundgren JD, Mocroft A et al J Infect Dis. 2002;185:178-187) DAPMCUHTES




~ T '
. Nomoms. Boccranovsaennwe. XKXKuins.,

Heoctum™ | :
-

o HeocTuMm

'M-KCD wenonexa — "

150 s (1,67 x 10" ME) MonrpamocT

et MonrpamocTum

NOZIOMHOTD BRSNS

B aKywiepcTtse u amopuonorum

B [M-KC® okasbiBaeT 3Ha4uMTenbHOe BO3A4eNCTBME Ha YacToTy
MMMJIaHTaLumM U YacToTy poxaeHus aeten B umknax KO y
XXEHLUMH C npepbiBaHNAMU OepeMeHHOCTN B aHaMHe3e.

B CnocobcTBYyeT o6ecneyeHUI0 yCnoBUn Ana pasBUTUA CUNbHOIO U
KOMMETEeHTHOro aMOpnoHa

B CnocoObcTBYyeT nporpaMupoBaHnIoO NPaBUNBLHOIO pa3BUTUSA
nrfaueHTapHbIX CTPYKTYp, obecnevymBarolmx agekBaTtHoe
dyHKUNOHMpPOBaHME NaleHTbl

B ObGecneyuBaeT MMNNaHTaUMIO 3MOPUOHOB UCKITIOYUTESIBHO

Xopouwero KkavyecrtBa.
[ ]

¢

Ledee R. et al. J Reprod Immunol 2011 DAPMCUHTER
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IMOBIAIMIET IR NDRITTONNSG
POCTROPA ANK SHY TPHEAMIGIO "

“““HanpaBneHus npumeHeHusa MonrpamMmocTuma

bone3Hb KpoHa
Myko3uTtbl (Ha pOHe UHTEHCUBHOU Ny4YeBON Teparnum)

HeTpaBmaTuyeckmm abgoMuHanbHbIU cencuc B
KOMOMHaALUMUN C aHTUOMOTUKaAMH

JleyeHue cencuca y rnyboko HeOHOLLEHHbIX AeTeun c
HEeNTponeHneu

HenpopereHepaTtuBHble 3aboneBaHus
Kapguonorus (MHapKT MuoKapaa, cepae4vyHas
<]

HeAOCTaTOYHOCTD) S
v DAPMCWVIHTESR
[JJeKoMneHCUPOBaHHbIN LUPPO3 NMEeYEeHU
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