MHWHUCTEPCTBO 3[IPABOOXPAHEHN PECITYBJIMKU BEJIAPYCh

COTTTACOBAHO
MUHUCTEPCTBOM 3PABOOXPAHEHHS
PECIIVBJIMKY BEJIAPYCh

ITpuxas Munucrepcrsa 3APABOOXpaHeHUS
Pecnybanku Benapycs

or «L’gffizo_r. No

KICN_ 0 o K 8 207%.

HNHCTPYKIUA
0 MEANUHHCKOMY NPHUMEHECHHIO
KAIIEIIUTABUH-KGP
(Capecitabine-KGP)

Ha3zBanmne JiexapcrBeHHOro cpeacraa. Kanenurabun-KGP.
MexnynapoaHoe HenateHToBanHoe HanmenoBanne (MHH). Capecitabine.

O6mas xapakrepucruka. Tabnetku no 500 Mr, TOKpHITBIE IUICHOYHOH 000JIOYKOH,
NpOAONTroBaToO# HOPMBI, C ABOSKOBBIIYKJION TIOBEPXHOCTHIO, KPACHOBATO-KOPHYHEBOTO IIBETA.

CocTaB J1IeKapCTBEHHOT'0 CPENCTBA:

1 mabnemxa cooepcum:

Heticmeyiowee sewgecmeo: xaneuurabun S00 Mr.

Bcnomozamenvhvle 8eujecmsa; MOHOTHAPAT JAKTO3bI, Kpaxmal KyKypy3Hbid, moBumoH K-30,
LEUTION03a MUKPOKPHCTAIIINYECKasl, HATPHS KpOCKapMeIlio3a, KpEMHUS TUOKCH KOJUIOU THBIH
0e3BO/IHBII, MarHus cTeapar.

Cocmag nnenounoii 060n0uKu:

BEIIECTBO JUI IOKpeITUS  Instacoat universal (rumpomerniosa, THTaHa JAHOKCHA,
HOJIM3TUNICHITIMKONb, TallbK), BEIIECTBO Uit DNOKpmTHsa Insta glow white (IG-001)
(rumpoMeniosa, INIMIEPHH, HOJHITHIECHTIHKONb, TalbK), kene3a okcun (E 172), turaHa
maoxeun (E 171).

®opma Beimycka. TaGIeTKH, HOKPHITHIE MIEHOYHOH 060109K0i, 500 Mr.

@apmaxoTepaneBTH4IecKas rpynna. IIpOTHBOONyXOJeBHe CpEeACTBA. AHTHMETAGOIHTEL,
aHaJIOTH MUPUMHIAHOBBIX OCHOBAHMIA.

Kox ATX. LO1B C06.

dapmakoIOrH4ecKHe CBOMCTBA.

DapmMaKoOUHaAMuUKa.

Kanenurabun — mnpousBomHoe ¢ropnupuMuauHa KapbamaTa, HEPOPAbHBIA IIUTOCTATHK,
AKTHBHPYIOIIMACA B TKaHM ONYXOJM M OKa3bIBAIOLIMN HA HEe CEJICKTHBHOE IHMTOTOKCHYECKOE
JefcTBHE.



In vitro xanemmTabuH He 007a7acT LUTOTOKCHYECKHM 3(oekToM, in vivo NMpeBpallacTcs B
5-dropypanui (5-@Y), KOTOPHIii [oxBepraeTcs AajbHEHIIEMy METa00TH3MY .

OGpasoBanne 5-®Y NPOMCXOAMT MPEMMYLICCTBEHHO B TKAHH ONYXONH MOJ JEHCTBUEM
OIYXOJIEBOTO AHTHMOTEHHOro (axropa - TUMHAMH(OCHOpHMIA3hl, YTO CBOAMT K MHHHMYyMY
cucteMHoe Bo3zzeiicTpue 5-OVY Ha 310pOBBIE TKAHH OpPraHU3Ma.

TocnepoBatensHas depMenTHas GuoTpancdopManus KanmenuTabuna B 5-QV co3maeT Oosnee
BBICOKHE KOHIIEHTpAIlM¥ JIEKAPCTBEHHOTO BEHIECTBA B TKAHAX OMYXOJH, YEM B OKPYKaIONIMX
3JJOPOBBIX TKaHAX. [1ociie mepopabHOTO Ha3HaYeHHs KanenurabuHa 00IbHbIM KOOPEKTATbHBIM
pakoM (N=8) xoHnenTtpaunus 5-®Y B TKaHU oIyXomu B 3,2 pasa Goiblile €ro KOHICHTpAalHH B
IpUIEKAIKX 3710POBbIX TKaHsX (Auana3oH ot 0,9 1o 8,0).

CooTHOImeHNe KOHUEHTpanuii 5-OY B TkaHu omyxoiu u mwrasme — 21,4 (amanasod ot 3,9 110
59,9), COOTHOIICHHE €ro KOHIEHTpAllM¥ B 3[0POBHIX TKAHAX W B IIasMe€ — 8,9 (muama3zoH OT
3,0 1o 25,8). AKTHBHOCTH THMHAMHGOCPOPUIA3BI B IEPBHIHON KOJOPEKTAILHON OIYXOJIH TaK
e B 4 pa3a BBIIIE, YEM B MIPHIICKAIINX 30POBBIX TKAHAX.

B omyxoseBsIX KieTKaX y OOJBHBIX PaKoM MOJIOYHOM XKEJE3blI, JKETYAKa, KOJOPEKTAIBHBIM
pakoM, INeHKH MATKd W  SMYHHKOB  cojepxuTcs  Oonee  BBICOKHH  ypOBEHb
tuMEIHEbOChHOpUIA3EL, coco6HO# npespawars 5'-IPYP (5'-ne30kcu-5-¢propypuauH) B 5-dY,
YeM B COOTBETCTBYIOIIUX 3/I0POBBIX TKaHIX.

Kak  3m0poBBle, TaK M  ONyXON€Bble  KIETKH  MeTabomusupyror  5-@Y B
5-drop-2-ne3oxkcuypumuaMonopocdar (PaYM®P) u 5-propypumurtpudochar (PYT®). Otu
MeTaGOJHThl MOBPEXIAIOT KJIETKHM MOCPEICTBOM ABYX PasiIHYHBIX MEXaHH3MOB. Bo-NepBBIX,
OaYM® wu ¢onarHeii  KohakTop N> merunenterparunpodonar  CBS3BIBAIOTCA  C
tumugunarcuaTasoi (TC) ¢ oOpa3oBaHHEM KOBAJICHTHO CBA3AaHHOTO TPETHYHOTO KOMILICKCA.
D10 CBA3bIBAHME MNOAABIAET 0OOpasoBaHME THMUIMIATA U3 ypanmua. TUMUIUIAT SBISETCA
HEO6XOHMMBIM TIPE/IIIECTBEHHUKOM THMHIMHTpH(OChaTa, KOTOPEIH, B CBOKO 04epelib, KpaiHe
BakeH 1yt cuaTe3a JIHK, Tak 9T0 HEZOCTATOK 3TOr0 BEIECTBA MOXKET MPHUBECTH K YTHETCHHUIO
KJIETOYHOTO JlejleHus. Bo-BTOphIX, B mponecce cuuTe3a PHK TpaHCKpHUIIIIHOHHbIE (epMEHTHI
sApa MOTYT OomHGOuHO BKMOUHTh B Hee OYT® Bmecro ypummatpudochara (YT®D). Ota
MeTabommueckas «omubka» Hapymaet mponeccur PHK u cunres 6eika.

DapmakoKuHemuKa.

Bcacwvisanue

Ilocne mpuema BHYTPh KalelMTaOWH BCAchIBAeTC OBICTPO H IOJHOCTBIO, IOCIE YEro
IIPOHCXOJUT €ro TpaHchopMamus B Merabomutsl 5'-pesokcu-S-¢propmurumun (5-APLT) u
5'-JIOVP. Iluma yMeHbIIAeT CKOPOCTh BCACHIBAaHMA KanenuTabuHa, OJHAKO Ha BEIHYHMHY
IUIOIIAY MO KPHBOM «KOHIeHTpamus-BpeMs» (AUC) 5'-JIOYP u cienyromero MeraboiuTa
5-®Y Biuser HE3HAUUTENBHO. IIpH HasHaYeHUM KalelnuTabMHA I0C/IE MpHeMa MHIH B J03€
1250 mr/M* Ha 14 gmeHp MmakcuMmainbHble KoHIeHTpamud B miasMe (Cmax) KamenurabuHa,
5-IOUT, 5-JADOVP, 5-dY u ®BAJl cocrasunu cooTBercTBeHHO: 4,47, 3,05, 12,1, 095 u
5,46 MKr/Mi1. BpeMs JOCTH)KEHHS MakcuMaibHOH KoHueHTpauuH (Tmax) paBHsiiock 1,50, 2,00,
2,00, 2,00 u 3,34 4. AUCq.. cocraBmwia 7,75, 7,24, 24,6, 2,03 u 36,3 Mkr x w9/mi,
COOTBETCTBEHHO.

Pacnpeoenenue (ceasvieanue c benxamu)

WUccnenoBanne in vitro B ITasMe KPOBH 4YeNOBEKa IIOKA3au0, YTO JUIA KalelMTaOHHa,
5'-JI®LT, 5-JPYP u 5-®Y cBa3pb ¢ Oenkamu (I1aBHBIM 06pa3oM, ¢ aTlb0yMHHOM) COCTaBIISACT
54 %, 10 %, 62 % u 10 %, COOTBETCTBEHHO.

Memabonuzm

TepBUYHO MeTaGOMMU3UPYETCS B IIEYEHHU IO/ BO3AEHCTBHEM KapOOKCHIIICTEPash! 10 METabOHTa
5-JJ®LIT, xortopelt 3arem Tpanchopmupyercs B S-JIOYP mox  jAeHCTBHEM
LIATH/IMH/IE3aMHAHA36I, HAXOAIIEHCS B OCHOBHOM B TIEYEHH ¥ OIYXOJEBBIX TKaHsX. JlambHelmas
TpanchopMaEs [0 AKTHBHOTO LHTOTOKCHYeCKOro Merabomura 5-OY  mpoucXomuT
TPEUMYIIECTBEHHO B TKaHU ONYXOJIH IOJ NEHCTBHEM OIyXOJE€BOrO aHIHOICHHOTO dakropa —
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AUC mis 5-®V B miasMe B 6-22 pa3a MEHbIIE, Y€M I[OCIE BHYTPUBCHHOIO 0OJIFOCHOTO
BBeaeHus 5-®VY B nmosze 600 MI/MZ. MeTa6oauThl KamenuTaOuHa CTaHOBSATCS HUTOTOKCHYHBIMU
TOJIBKO TOCTIE Tpeobpa3oBanus B 5-PY u MeTabonute! 5-OV.

Jlamee  5-®Y  karabomusupyercs ¢ 00pa3soBaHHEM  HEAKTHBHBIX MeTabOJMTOB:
muruapo-5-gropypanmna (OVHz),  5-GTOpypeMmONpONHOHOBOH — KHCIOTHI (OVIIK) u
a-¢prop-B-ananmna  (®BAJI);  sTOT  mHpomEecc  NMPOMCXOMUT  IIOA BO3/CHCTBHEM
auruaponupumuauHaernaporesassl  (II11), akTHBHOCTH KOTOpO# OrpaHM4YMBacT CKOPOCTH
peaKIuu.

Buigeoenue

Ilepron momyBBIBENEHHS W3 opraHmsMa (t/4) kamenuraGuma, 5'-JIQIP, 5'-IOVP, 5-OY u
®BAJI cocrasnser 0,85, 1,11, 0,66, 0,76 u 3,23 uyaca, cOOTBETCTBEHHO. DapMaKOKMHETHKY
KamenuTabuHa m3ydand B jgo3ax or 502 go 3514 Mr/M° B CyTKH. DapMaKOKHHETHYECKHE
napameTpsl Kanerutabuna, 5'-JOLT u 5'- IOVP Ba 1 4 14 feHp ObUTM ONUHAKOBBL. AUC 5-0VY
yBenuuuBatack k 14 guio Ha 30-35 % u Gosbille He BO3pacTaia (22 pens). B nmamasone
TepaneBTHIECKUX JI03 PapMAKOKHHETHYECKHE IapaMeTphl KareuTabnuHa i ero MeTabOIUTOB, 32
HCKoYeHueM 5-OY, HOCHIH 10303aBUCHMEIH XapaKTep.

Tlocite npueMa KaneuuTabuHa BHYTPh €0 MeTabONMTH! BRIBOJATCS TJIABHBIM 00pa3soM ¢ MOYOH.
Bonsimas gactb (95,5 %) HPUHATON [03bI KameuuTaOMHa BHIBOAMUTCS C MOYOM. BriBenenue ¢
KaJIOM MUHHUMaIBHO (2,6 %). OCHOBHBIM METabOJIMTOM B MOYE SIBJIACTCS ®FBAJL, Ha KOTOPBIH
npuxogutcs 57 % mpuHsATOM m03bl. Okono 3 % NpUHATOH 03Bl BBIBOAMTCS C MO4OH B
HEM3MCHEHHOM BHJIE.

Kombunuposannas mepanus

Kakoro-mu6o BO3IEHCTBHS JIEKApCTBEHHOTo cpeicTBa Kamenurabun Ha (apMaKOKHHETHKY
nonerakcenia win nakmurakcena (Cpax @ AUC), a Taxoke BO3JCHCTBHS AOLETAKCENa HIIH
NaKiIuTaKcena Ha (apMakokuueTHkKy 5'-JIOVP (ocHOBHOro MerabonuTa KamenuraOuHa) He
0OHapyXKEHO.

DapMaKoKuHemuKa 6 0CoObIX KNUHUYECKUX ZPYynnax.

[Ton, HaM4YKWE WIH OTCYTCTBHE METacTa3oB B IICYCHH O Hadajla JICYCHHs, HMHICKC o01ero
COCTOSHHMS TalMeHTa, KOHIEHTpAalus OOlero OwiMpyOHHA, CHIBOPOTOYHOIO anbOyMHHa,
axtuBHOcTh ACT u AJIT He OKasblBAIM CTaTHCTHYECKH 3HauMMoro oSddekra Ha
dapmakokuneTHYeckue cBoiictsa 5'-JIDYP, 5-OV u GBAJL

BoivHble ¢ NeyeHOuYHOll  HeOOCMAMOYHOCMbIO,  OOYCNOGNEHHOU — Memacmamu4eckum
nopadicenuem neyenu

V GOJBHBIX C JIETKOH H YMEPEHHOH CTENEHbI0 HAPYIIEHHH QYHKIHHE MeYeHH, 00yCIOBICHHBIX
MeTacTa3aMy, KIMHAYECKH 3HAYAMOTO M3MEHEHHs OHOAKTHBAUMUM H (apMaKOKMHCTHKH
KamenuTabuHa He OPOMCXONHMT. JlanHble [0 (apMaKOKMHETHKE y OONBHBIX C TSKEIBIM
HapylieHHeM (YHKIUH IT€YeHH OTCYTCTBYIOT.

FBonvuvie ¢ napywenuem gpynkyuu novex

Pe3ynbTaTsl (hapMaKOKHHETHIECKOTO HCCIIEI0BAHMs TOKa3bIBAIOT, YTO NP PasIHMyHOH CTENCHH
(OT Nerkoi A0 TAKENOW) MOYEYHOM HEZOCTATOYHOCTH (PApMAKOKMHETHKA HEH3MEHEHHOTIO
JIEKapCTBEHHOTO cpefcTBa H 5-OVY He 3aBucut or knuperca kpearununa (KK). KK Biuser Ha
Bermunry AUC 5'-JIOVP - HemocpeACTBEHHBIH IpenuecTBeHHUK 5-OY (yBenmieHue AUC Ha
35 % npu camkennn KK Ha 50 %) u ®BAJI (yemuuenne AUC Ha 114 % npu cawkennu KK Ha
50 %). ®BAJI - wmerabomur, He OONaarOmMil AHTUNPONH(EPATHBHON AKTHBHOCTBIO;
5'-IDVYP - HeNOCPEICTBEHHBIH NPeIIIEeCTBEHHUK S-DY.,

BbonvHeie noscunozo 6o3pacma

Bospact He BiuseT Ha (apMakokunetuky 5'-JJOYP u 5-OY. AUC ®BAJl ysenuuusaiack ¢
BO3pacToM (yBeNHUYeHHe Bo3pacTa 6ONpHBIX Ha 20 % CONPOBOXIAIOCH YBETHICHHCM AUC
®BAJI Ha 15 %), 4TO, BEPOATHO, 00YCIOBICHO H3MEHEHUEM (YHKIIHH IIOYEK.

Paca

dapMaKoKMHETHKA JIEKapCTBEHHOro cpecTa KanenntabuH y MalMeHTOB HETPOMIHOM packl HE
OTJIMYAETCA OT TAKOBOM y MAIIUEHTOB €BPOIICOMIHON paghl. ¢ QT JACOBAHO

MUHUCTEPCTBOM BJZIPABOOXPAHEHKﬂ 3
PECHVBJIUKU BEJNAPYCH
TIpuraa MunucTEpCTsa 3MpABOOXPAHEHMS
PecnyGauku Benapych




IMoxa3zanus K NPUMEHEHHIO.

Pak monounoii xcenesol

« KoMmOunHupoBaHHas Tepamus C JOLETAKCEJIOM  MECTHO-PacHpOCTPaHEHHOro  HIIH
METacTaTHYEeCKOTO paKa MOJIOYHOM JKene3bl IIpH HEdP(EKTHMBHOCTH XHMHOTEPAIWH,
BKJIIOYAIOIIEH JIEKApCTBEHHOE CPEACTBO aHTPALMKIHHOBOTO psAa.

«  MoHOTepanus MeCTHO-PACIIPOCTPAHEHHOTO HIIM METACTAaTHIECKOTO PaKa MOJIOYHOH HKETE3bl
PE3UCTEHTHOr0 K XHMHOTEPaNnuH TaKCaHaMH HIIM IIperapataMy aHTPAlMKIMHOBOTO psiia WM
[IpU HAJIMYHHU IPOTUBOINIOKA3aHUHA K HUM.

Konopexmanwvnsiii pax

»  ABIOBaHTHAs Tepamus paka TojcToi kumkH I cranuu mocie Xupypruv4eckoro JICUEHH.
Pak sncenyoka

»  Tepamnus nepBoit THHIH pacpOCTPAHEHHOIO paKa JKelxyaKa.

Cnoco6 npuMeHeHHs H J03HPOBKA.
BHyTps, 3anuBas Boo#, He no3aHee yeM depe3 30 MHH MocIie €Ibl.
Cmanoapmmublii pedxcum 003Upo6aHuA.
Kanenurabun, TablIeTKH, MOKPHITHIE IUICHOYHOH 060i0ukoi, 500 Mr MOXXHO INpPUMEHSTh B
peXHMe CTaHIAPTHOrO JO3UPOBAHUS mm Ha4daJIbHOM 10351 1250 Mr/mM* TONBKO ,zum MMALUEHTOB C
IUIOLIAABIO MIOBEPXHOCTH Tena < 1,26 m?%; ot 1,53 10 1,66 M* 1 ot 1,93 110 2,06 M
— Cmandapmuas 003upoexa O1s HaaneHou 003l 1250 Me/M* I1st NAIMEHTOB ¢ ILUIOMALBIO
MMOBEPXHOCTH Tena < 1,26 M’ — 110 3 TaGnerku (500 Mr) 2 pasa B JeHb.
— Cmandapmunas do3upoexa o Ha4anvHoil 0ozl 1250 me/M> 15 IAITMEHTOB C IUIOLIAXBIO
noBepxHoctH Tena ot 1,53 no 1,66 M? — 110 4 Tabnerku (500 Mr) 2 pa3a B J€Hb.
— Cmandapmnas 0o3uposka Ons Hayansrot 003bl 1250 M2/ 171 TIAITEHTOB C ILIOMAIBI0
moBepXHocTH Tea ot 1,93 no 2,06 M — 110 5 Tabnetok (500 Mr) 2 pasa B EHb.
KanenuraGun, TabaeTKH, NOKPHITHIE IUICHOYHON o6oiouxoi, 500 Mr MOXXHO ITIPUMEHATH B
PEXUME CTaHAAPTHOTO JO3UPOBAHMS 71 HaanILHon 10361 1000 Mr/m® TOJIBKO s TIAIUEHTOB C
IUIOIIAABIO MIOBEPXHOCTH Tena ot 1,93 no 2,06 M
— Cmandapmuas do3uposka 018 nauanboil 003ul 1000 me/M> 1715 TATHEHTOB C IUIOMIANBIO
noBepxHocTH Tena ot 1,93 xo 2,06 M* — o 4 Tabnerku (500 Mr) 2 pasa B JI€Hb.
Jl1a BceX MHBIX ciyyaeB (IAMEHTOB ¢ APYIOM IUIOIMAIBIO TIOBEPXHOCTH TeNa, HEOOXOMMMOCTH
KOppeKIHH (CHIXKEHHs) n03bl) KamenuTabuH, TaGIeTKH, MOKPHITHIE IUICHOYHOH O0OIOYKOH,
500 mr, He MOTYT O00eCIeYuTh PEKOMEHAYEMbIH PEKUM JIO3MPOBaHHMs, IIOCKOJIBKY OTCYTCTBYET
HeoOxoumas J1s 3Toro tabyerka ¢ 1o3upoBkoit 150 mr, cM. Tabnunel 1 1 2.
Monomepanus
Pax moacmoil kuwku, KonopekmanvHbill paxk u pax MOLOYHOU diceie3bl
B KauecTBe MOHOTEpalMH PEKOMEHIyeMas HadalpHas 1032 KanenurabHHAa B aJbIOBAHTHOM
TEpalid paka TOJCTOM  KHOIKH, METACTaTHYeCKOT0  KOJOPEKTAILHOr0  paka WU
MCCTHO-paCIIpOCTpaHeHHOFO WIM METaCTHYECKOTrO0 paka MOJIOYHOM JKEJIE3Bl COCTaBIISCT
1250 Mr/m?, KOTOpas IIPHMEHSETCS 2 pasa B AeHb (yTpoM u BeuepoM; 2500 Mr/M> B TIepecyeTe Ha
o011y 0 JHEBHYIO 03Y) B TeueHHe 14 mHEH ¢ MoCieay oM epepsIBOM cpokoM B 7 nuel. s
IIALMEHTOB, CTPaJalOIUX pakoM Tojcrod kumku III cranuu, peKOMEHAYETCs aabIOBaHTHas
Tepanus oOIUM CPOKOM B 6 MeCSIIEB.
Kombunuposannas mepanus
Pax moncmoii kuwku, konopekmanvHwill paxk U pax HcenyO0yHO-KUUEYHO20 MPaKma
B kawectBe kOMOMHHpOBaHHOM Tepamm pEKOMeHlyeMasi HadalbHas J03a KamnenuTabuHa
NOIKHA GbITh CHIDKeHa 10 800-1000 Mr/m” mpu mpueme 2 pasa B AcHb B TeyeHue 14 nmeH ¢
TIOCJIEAYIOLINM TIPHOCTAHOBIICHHEM CPOKOM B 7 qHEH mMiM 0 625 Mr/m° [IpU IIpUEMeE JBa pasa B
JIeHb NpU JIUTEIHHOM npneMe B xoMOuHAIMH ¢ MPHHOTEKAHOM DEKOMEHIyeMas Ha4dajbHas
no3a coctasister 800 Mr/mM° TpH IPUMEHEHHH IBa pa3a B [€Hb B TeueHHe 14 mHed ¢
NOCNEAYIOIUM IIEPEPHIBOM CPOKOM B 7 JHEH B KOMOMHAIMH C IIPHEMOM HPHHOTEKaHA
200 mr/mM* B 1 neHs. Brmoderue GeparusyMa6a B KOMOMHUPOBAHHBIN KypC JIEUEHHs HE BIHSET
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Ha HavaJbHYIO 103y Kamenumrtabuna. [lanmueHTam, MoIydarolldM KOMOMHHPOBAHHYIO TEpaIldio
IUCIUIATHHOM H  KalmenuTaOMHOM, PpEKOMEHIYETCs IPOBEACHHE NPEeMEJMKALUU UL
HOIEPKAHKS aJeKBATHOTO BOJHOTO OajlaHca M HAa3HAYEHUE NPOTHBOPBOTHBIX JICKAPCTBEHHbIX
CPEICTB COIJIACHO HWHCTPYKIMM MO0 MEIMIMHCKOMY INPUMEHEHHIO IHUCILIATHHA IEPen
Ha3HAUCHWEM JaHHOTO mpernaparta. [Ipemenukanys Ha3HaYeHUEM IIPOTHBOPBOTHBIX MIPENApaToOB
pEKOMEH/IyeTCsl MAI[HeHTaM, MOJIyJarolluM KOMOMHHMPOBAHHYIO TEPAIMIO OKCATUIUIATUHOM H
KanenuTabuHOM Iepe]l Ha3HAYEeHUEM OKCANUIUIaThHA. [ MalueHTOB ¢ PaKOM TOJICTOM KUIIKH
I1I cTaguu pekoMeHIyeTCs aIbIOBaHTHAS Tepamusi OOIIIMM CPOKOM B 6 MECSIIEB.
Pax monounoti ssceneswvi
B koMOWHAIMK JIOIETAKCEIOM peKOMEHyeMasl HadalbHas 703a KalelMuTaOuHa Ul JICYEHHs
METAcTaTUYECKOT0 paka MOJIOYHOM KeJe3bl coctapisieT 1250 Mr/M” [[Ba pa3a B JieHb B TEUEHUE
14 nHe#t ¢ mociemyrouiel MPUOCTAHOBKOW CPOKOM B 7 QHEH B KOMOMHAIMM C MPHEMOM
JoIeTaKcea I03MPOBKOM 75 MI/M° B BHJE YacOBOTO BHYTPUBEHHOTO BIMBAHHS KaKIble
3 nenenu. PekoMeHyercs mpeMenuKarus MoCcpeICTBOM MprueMa TaKuX KOPTUKOCTEPOHIOB, KaK
JEKCAaMEeTa30H BHYTPb, B COOTBETCTBHHM C MHCTPYKIMEH IO MEIUIUHCKOMY MPHMEHECHHUIO
JoleTaKkcena JUIs MAlMEeHTOB, IOJYYalOuX KOMOWHAIMIO IpernaparoB KalneuuTabuHa u
JoLeTakcena.
Pacuem 003wb1 01151 1ekapcmeenno2o cpeocmea KaneyumaouH.

Tabmuma 1. CrangapTHas u CHIDKEHHas 103a Kamenurabu s HadainbHOU 10361 1250 MF/M2,

pacCYMTAaHHBIE B 3aBHCUMOCTH OT IUIOIIAIH IOBEPXHOCTH Teja

Jlo3a — o 1250 mr/m” (2 pa3a B CyTKH)
[Tomnast no3a | Yucno tabnerok 150 mr w/mmm | CHuxenHas | CHukeHHas
1250 Mr/m* | 500 Mr Ha mpueMm (Ha Kaxmslii | 103a (75 % ot | 1o03a (50 % ot

npueM 2 pa3a B CyTKH — YTPOM | HaydalbHOM HaYaJIbHOU
U BEYEPOM) JI03b1) JI03BI)

950 Mr/m’ 625 mr/v’

I1nomane
IIOBEPXHOCTHU AnseHa 150 mr 500 mr Agsana FESE T

W (Mz) npueM (Mr) npueM (Mr) npueM (Mr)
<1,26 1500 - 3 1150* 800*
1,27-1,38* 1650* 1 3 1300* 800*
1,39-1,52* 1800* 2 3 1450* 9350*
1,53-1,66 2000 - 4 1500 1000
1,67-1,78* 2150¢ ] 4 1650* 1000
1,79-1,92% 2300* 2 4 1800* 1150#
1,93-2,06 2500 - 5 1950* 1300*
2jﬁ7‘-2,1 8* 2650* i 5 2000 1300*
22,19 2800* 2 2 2150* 1450*

MI/IHI/S}TOE;E,I{BIO% f’qg%ﬁ{ .}I)I 0) 5
PECIYBIMLY BEnapyes  CHAA
ITpukag I\gmucrepcma s:r,paao‘oii- =
ecnyGuing iy Benapyes, AReun
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Ta6muina 2. CTangapTHas U CHUKeHHas n03a Kanenutabun uist HavansHO# 10361 1000 Mr/m”,
pacCYMTaHHBIE B 3aBUCUMOCTH OT IUIOIIAIU IIOBEPXHOCTH TejIa

Jlo3a — o 1000 Mr/m” (2 pasa B CyTKH)
[Tomuas mo3a | Yucno tabmerok 150 mr u/mwm | CHUXKeHHAs CHmxeHHas
1000 mr/m* | 500 Mr Ha mpuem (Ha Kaxmblit | 103a (75 % ot | no3a (50 % ot

mpHeM 2 pa3a B CyTKH — YTPOM | HaydajabHOM HavyaJIbHON

U BEUEPOM ) JTO3BI) JI03bI)
950 mr/m* 625 Mr/m°
[Tnomanp
MTOBEPXHOCTH A 150 mr 500 mr Hpza pa Apaa

Tena () npuem (Mr) npuem (Mr) npreM (Mr)
=126* 1150* 1 2 800* 600%*
1,27-1,38* 1300* 2 2 1000 600*
1,39-1,52* 1450%* 3 2 1100* 0
1;53-1,66‘? 1600* 4 2 1200* 800*
1,67-1,78* 1750* 5 2 1300%* 800*
1,79-1,92* 1800% 2 3 1400* 900*
1,93-2,06 2000 - 4 1500 1000
2,07-2,18%* 2150* 1 4 1600* 1050*
22,19 2300* 2 4 1750* 1100*

YcnoBHBIE 0003HAYEHUS

...* ucnonp3oBanne KamenuraOuH, TaOIeTKH, MOKPBITHIE TUICHOUHOM 000m0uKkoit, 500 Mr, He
Modicem obecneyums peKoMeHOYeMblil PeHCUM O03UPOBAHUSL.

Koppekyua 003vt 6 xo0e nevenun

Obwue pexomenoayuu

VpoBeHb TOKCHYHOCTH, BBI3BAHHBIM MPHEMOM KamenuTabuHa, MOXET OBbITh CHHXKEH
IOCPEJICTBOM CHMIITOMATHYECKOIO JICUCHHS H/WIA WM3MEHEHUs [103bl (IPHOCTAHOBIICHHUE
JIEUCHHSI WK COKpaIeHue 03b1). [Ipr cokparmeHuu 1035l €€ YPOBEHb HE JI0JDKEH IOBBIIATHCS B
JanpHeimem. [ Tex ypoBHeW TOKCHYHOCTH, KOTOpBIE, 0 MHEHMIO JIedallero Bpada, He
IPEACTaBISIIOT COOOH CEephe3HYI0 Yrpo3y HIJIM YIpo3y JKHU3HU MAlMEHTa, HAIpUMED, AJlONeIus,
HapyIICHHE BKYCOBBIX OIMYIICHHN, W3MEHEHHS HOITEBBIX IUIACTHH, CJIEIYeT IPOAOJDKUTH
JIeYeHHEe B TAaKOW e 103e 0e3 COKpallleHHs WU IMPUOCTAHOBICHHs JedeHHs. [lanueHTsl,
NPUHUMAIOIIHE KaleluTaOuH, JOJDKHBI OBITh HPOUH(OPMHPOBAHBI O HEOOXOAMMOCTH
IPUOCTAHOBIICHUS JICYCHHUS HE3aMEUIMTEIBHO IPU IOSBICHUM TOKCUYHOCTH CPEIHEH WM
TSDKENION cTenmeHW TspKecTH. Jl03bl KamenmuTaOWHa, KOTOpble OBLUTH IMPOIYIIEHBI BCIIEACTBHE
IPOSIBIIEHUH TOKCHYHOCTH, HE 3aMenaroTcs. Hike mpeacTaBieHbl peKOMEHIyeMble M3MEHEHHS
B JIO3UPOBKAX B CBSI3U C TOKCHYHOCTBIO:

COTJACOBAHO
MHUHUCTEPCTBOM SJIPAF.()()XP_AHEHH}'{ 6
PECIYBJIMKY BEJIAPYCH
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Pecny@nuru Benapycs




Tabmuua 3. Ilnan ymeHbIIeHHS TO3UPOBKH KaneuuTabnHa (3-HeJIeapHOro Kypca JeUeHIs WIN

MPOJIOJDKUTENHHOE JICUCHHUE)

Crernessn

TOKCHYHOCTH *

HM3Menenne D035 B X07€ UK TE€pannun

Koppexkmus 10361 B X01€
CJICAYIOLIETO IIHKIIA
TEpanu
(% oT Ha4YaTBHOM J103bI)

o Crenens 1

ITpomoykaTe B TOM Xke 103€

IIpomomKaTh B TOH Xe f03€e

o Crenens 2

1 mosBieHue

2 MOSBJICHUE

3 mosgBIiIeHUE

IIpepBath Tepanuio J0 pa3penieHus 10
crenenu 0-1

100 %

75 %

50 %

4 riosiBIeHUE

[lonnocThIO IIPECKPaTUTH TCPAIINIO

He npumerumo

e Crenienn 3

1 mosBNIeHUE

2 TIOABJICHHUE

[IpepBath Tepanuio 10 paspelieHus 10
crenenu 0-1

75 %

50 %

3 mosBieHUE

[lonHOCTBIO IIPCKPATUTH TCPAITHIO

He npumeHumo

e Crenenn 4

1 mosiBnenue

ITomHocThIO mIpekpatuth Tepanuio WIIU,
€CIM Bpay CUMTaeT, 4YTO B HHTEpecax

50 %

[AlMEHTA JICYCHHE, NIpepBaTh TEPAIHIO JI0
paspemenus 1o crenexu (-1

2 nosiBneHue ITonHOCTBIO IPEKPATHTH TEPAIHIO He npumernMo

*B coorserctBuu ¢ O6wmmu Kputepusamu ToxcudanocTd (Bepcus 1) I'pynnel mo IMposeneHuro Knmnuueckux
Uccnenosannii  HaumonansHoro Uucturyra Oukonormu  Kamager (NCIC  CTG) wmn  OGwmMu
Tepmunonoruyeckumu Kputepusmu Hexenarensubix Senenuit (CTCAE) mmu IIporpammbl mo  OreHke
lpotusoomnyxonesoii Tepanmuu, HaimonansHoro Hucturyra Omnkonoruu CIIA, sepcus 4.0. Ungopmauus mo
JIaJIOHHO-TIOAOINBEHHOMY CHHIPOMY M MOBBIIIEHHOM COACPKAHMKA OUIHpyOHHA B CHIBOPOTKE KPOBH MOAPOOHO
omucana B paszene «Ocobble ykazaHHA»

I emamonozcus

TlanpenTam ¢ UCXOMHEIM YpoBHeM HelTpoduaos < 1,5x10°/1 w/umn TpoMGomuToB < 100x10%/n
[IPUMEHEHHE KalleluTabuHa MPOTHBOIOKAa3aHo. ECITH pe3ybTaThl HEIUIaHOBBIX J1a00paTOPHBIX
HCCIEIOBaHUH B TEUYCHHE Kypca JIeUeHHs BBIABJISIOT KOJMYECTBO HEUTPODHIOB HUXKE 1,0x10°/m
WA KONMYECTBO TPOMOOIMTOB HIKe 75x10°/1, TO mpHMeHEeHHe KamenuTaGHHA JOIDKHO OBITH
IPEKpAIEHO.

Hsmenenue 003vl 6 c6A3u € MOKCUYHOCMbIO NPU NPUMEHEHUU KANneyumaduHa 6 medeHue
3-HeOenbH020 Kypea neyeHuss 8 KOMOUHAYUU C OPY2UMU IeKAPCMBEHHbIMU CPEOCHBAMU.
M3MeHeHne O3UPOBKU B CBSI3H C TOKCHYHOCTBIO MPH MPUMEHEHHH KarmenuTabuHa B TEUYCHHE
3-HeNeNBbHOTO Kypca JICUeHUs] B KOMOMHAIMY C IPYTHMH JIEKAPCTBEHHBIMH CPEACTBAMHU JOTKHO
IPOBOJMTLECS B COOTBETCTBUM ¢ Tabmmueii 3, mpeacTaBieHHOM BbINIE, JUIA KanenuTabWHa U B
COOTBETCTBHH ¢ HMHCTPYKIIMEH IO MEAMIUHCKOMY IPUMEHEHHIO Ui JApYroro (-Mx)
JIEKapCTBEHHOTO (-bIX) CPEACTBA (CPEICTB).

Ha nawanpHOM cTagum Kypca JleueHHWs, €CJIM IMOKa3aH IEpephlB B MPHUMEHEHHH JHOO
KarnenurabuHa, 1060 Apyroro (-Mx) JEKapcTBEHHOro (-bIX) cpeacTBa (CPEICTB), BCA Teparus
JO/DKHA OBITh TPUOCTAHOBIEHA 1O MOMEHTa COOJIONEHHS YCIOBHM, pa3spelnaromux
BO300HOBNIEHHE IIPUMEHEHHS BCEX JICKAPCTBEHHBIX CPEJICTB.

B Teuenue Kypca JedeHHs MpH MPOSBICHUH TOKCHYECKMX BO3JCHCTBUIA, KOTOPbIE, 110 MHEHHIO
JeYalero Bpaya, He CBS3aHbI ¢ IPUMEHEHHMEM KaleluTaOKHHa, IpHeM KanenuTaOuHa JOJDKEH
OBITH TIPONODKEH, B TO BpeMs KaK [J03a APYrOro JICKAPCTBEHHOIO CPEACTBA MOJDKHA OBITh
OTKOPDPEKTHPOBaHA B COOTBETCTBHM C Hauiexkameid MHCTpyKuMeld 1m0 MEIMIHHCKOMY
IIPUMEHEHHIO.

COTJACOBAHO
MUHICTEPCTBOM 3JIPABOOXPAHEHUS 7
PECIIYBJIMKY BEJAPYCh

Ilpukas MusKucTepeTBa 3APAaBOOXPAHEHNA
Pecnybauku Benapycs




Ilpu otMeHe apyroro (-HX) JIEKApCTBEHHOrO (-bIX) cpeicTBa (CpEeICTB) HaBCerga JICUEHHE
KanenuTabHHOM MOXKET OBITH BO30OHOBJIEHO, IPH YCIOBHE YIOBJIETBOPEHHS BCEX TPEOOBaHM
10 BO30OHOBIICHHIO NIpHeMa KarenutabnHa.

Hacrosimas peKOMEHIalMsI NPUMEHNMA 110 BCEM ITOKa3aHUSIM U BCEM OTACIbHBIM TIOIMYJIAHAAM.

Hzmenenue 00361 6 643U C MOKCUYHOCMbBIO NPU  NPOOONHCUMENbHOM  NPUMEHEHUU
Kaneyumabuna 6 KOMOUHAYUY ¢ OPy2UMU NeKAPCMBEHHBIMU CPEOCMEAMU.
V3MEHEHHE J036] B CBA3M C TOKCHYHOCTBIO IIPH MPOIODKHTEILHOM IPHMEHEHHHU KanenuTabrHa
B KOMOWHAIMK C IPYTHUMH JIEKAPCTBEHHBIMU CPEICTBAMH JOJDKHO IPOBOAMTHCSA B COOTBETCTBHH
¢ TaGmuue#t 3, npeacTaBieHHOHN BBIIE, JUIA KareuTaOuHa ¥ B COOTBETCTBHH C HHCTPYKIUEH 11O
MEIUIHHCKOMY IIPHMEHEHHIO VIS IPYTOro (-MX) JIEKApCTBEHHOTO (-BIX) CPeACTBa (CPEACTB).
Koppexyusa 003b1 ¢ 0cobbix ciyuanx.
Hapywenue ¢pynxyuu neuenu
OtcyTrcTByeT Haiexamas uHpopMmanus 1mo 6e30macHOCTH M 3(GEKTUBHOCTH y HALUEHTOB C
HApYIICHUSIMH (DYHKUIHH IE€YeHHd U1 PEKOMEHTAIMH MO KOppeKIuH H03bl. OTCYTCTBYET
uHopManHs 0 HAPYIICHUIO PYHKIMH IICYCHH, BBI3BAHHON LIHPPO30M HIIM T€IaTHTOM.
Hapywenue ¢pynxyuu novex
KanenutaGuH nmpoTUBONOKa3aH K IPUMEHEHHIO Y TIAIIHEHTOB, CTPANAIOIIUX TKEJIOH CTEICHBIO
HapyuieHdss (QYHKIHM IO0YeK (MCXOJHBIM YpOBEHH KIMpEeHca KpeaTuHa Hmke 30 MiI/MHH
[Kokpodt u T'aynr]). Yactora mposiBeHHS HEXeNaTeNbHBIX peakuuit 3 unum 4 CTENEHH Y
IAIIMCHTOB, CTPAJAIOINUX CPEIHEH CTENEHBIO HApYIIEeHHS QYHKITUH MOYEK (UCXOAHBIA YPOBEHb
KIupeHca kpeaTHHa 30-50 Mi/MMH) IOBBIIIEHZ 1O CPaBHEHHIO ¢ oOmed mnomyasnued. VY
HAIlMEHTOB C YMEPEHHOH CTENEHBIO HApPYHICHUS (YHKLHUH IOYEK PEKOMEHAYETCsS CHHXKCHHE
cTapToBo# 10361 1250 Mr/m” Ha 75 %. CokpalleHHe cTapToBoit 10361 1000 MI/M y TIALIUEHTOB C
YMEPCHHBIM HapylleHHeM (DYHKIHH IO4YeK He TpeOyercs. Y MAaIMeHTOB C JIETKON CTENEHBIO
HapyieHus GYHKIHH MoYeK (MCXOOHBIH YpoBeHb kpeaTHHa 51-80 Mi1/MUH) KOPPEKIUH J03bI HE
Tpebyercs. TmarenbHbI MOHHTOPUHT U ONICPATUBHOE IIPUHSATHE PELICHUS O IIEPEPHIBE TEPATHH
PEKOMEHIYETCS y MAlMEHTOB ¢ PA3sBHTHEM HeEXeNaTeNbHBIX peakimi 2, 3 u 4 CTeneHH, H
COOTBETCTBYIOIIAs KOPpPEKIHs A03bl, Kak moka3aHo B Tabmuue 3. Ilpm CHEHXEHHH ypOBHS
KpeaTHHa B IPOLIECCE JIeUeHHs HuKe 30 MI/MHUH IIPUEM JIEKApCTBEHHOTO CPEACTBA KalleUTa0uH
CIIEYeT TPEKpaTUTh. HacTosimue peKOMEHAAUMH II0 KOpPPEKUHH 03Bl INPH HapyIICHHH
(GYHKIUM 1TOYEK IPUMEHAMBI KaK K MOHOTEPAIMH, TaK U K KOMOMHUPOBAaHHOMY JICYEHHIO (CM.
pazznen «Ilayuenmol nodicuno20 603pacmay HIKE).
Hayuenmor nodcunozo eospacma
Bo BpeMs MOHOTepanuu KameHuTaOMHOM HET HEOOXOIMMOCTH B KOPPEKIMM CTapTOBOM JIO3BL
TeM He MeHee, HeXeaTeIbHbIE PEAKITUH 3 WK 4 CTEIIeHH, CBI3aHHBIE C IPOBOAMMOMN TEPAIHUEH,
HaOMIOJAIOTCs Yalle BCEro y MamdeHToB > 60 JeT mo CpaBHEHHIO C 0ojee MOJIOIBIMH
nanieHTaMH.
Ilpu npuMmeHeHuM KarmeuuTaOWHA B KOMOWHAIIUK C JPYTMMH JIEKAPCTBEHHBIMH CPENCTBAMH, Y
NAIUEHTOB MOXMWIOro Bo3pacTa (> 65 JieT) pa3BuBaeTcs OOJbIIee KOIMYECTBO HEXENATENLHBIX
ABJICHUH 3 U 4 cTeneHH, BKIIIOYas peakiuy, IPUBOAIINE K IEPEPBIBY B TEPAIKH, [0 CPABHEHUIO
c Oonee MOJONBIMH TalMeHTaMH. PeKoMeHAyeTCs TIHAaTeNbHOE HAOIOCHHE IAlUEHTOB B
Bo3pacte > 60 sier.
— B kombumayuu c oOoyemaxcenom: y mNallMEHTOB Bo3pacToM 60 JeTr u crapiue
HaONIONANach MOBHINEHHAS YacTOTA pa3BMTHA HEXENATENbHBIX peaknuid 3 WM
4 cTemeHH, CBA3aHHBIX C IIPOBOAMMOM Tepanuei, U He)XelaTeNbHBIX PEaKIHUi TKEIOH
CTeNeHH, CBS3aHHBIX C MPOBOAUMON Tepanuer (cM. pasjen «Dapmarxoounamuxay). Jns
IAlMEHTOB Bo3pacToM 60 JeT U crapiie peKOMEHIYeTCs COKpallleHHE HayalbHOU O3B
10 75 % (950 mMr/m® Ba pasa B aeHb). Ecu y nanuenTos > 60 JieT, KOTOpbIe IPHMEHSIH
COKPAICHHYIO HAYaJbHYIO 103y KalenuTabHHAa B KOMOMHAIWM C JOLETaKceIoM, He

COTJACOBAHO
MIHUCTEPCTBOM 3/IPABOOXPAHEHUSA
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Pecnybauxu Besapycs
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HabJII0JAIOTCS TPHU3HAKM TOKCHYHOCTH, TO 03y KameluTabuHa MOXHO IOCTENCHHO
yBenmu4mBaTh 10 1250 Mr/mM> [Ba pa3a B J€Hb.
Lemu
HeT naHHBIX O IpHMEHEHUH KalleMUTabuHa B JETCKOH MONYJILKY 10 NOKa3aHUsIM paKa TOJICTOH
KHUIIKH, KOJOPEKTATBHBIA pak U paK MOJIOYHOM JKEIE3bL.

Ilo6ounoe nercTBHE.

PesioMe npoduiis 6€301macHOCTH

OGmi Ipodrb Ge30MacHOCTH VIS KanenuTabuHa cpOpMHPOBaH HA OCHOBAHMH HH(OPMAIIUH,
nojgydeHHol npu JedeHud 3000 DAIMEHTOB KaneUWTaOMHOM B MOHOTEpAllHM  HIIH
KaneuuTabMHOM B KOMOMHAIIMM C pa3HBIMH DPEXHMaMH XHMHOTEpanHH IO pasIuiHBIM
nokazanusM. [Ipo¢unn Ge3zomacHOCTH KamnenurabuHa B KaueCTBE MOHOTEpanmud UL
METACTATUYECKOr0 pPaka MOJIOYHOM JKee3bl, METaCTaTHYECKOrO KOJOPEKTAIbHOrO paka H
aIBIOBaHTHOTO  paka TOJICTOM KHMIUKA IOAMAIOTCS  comocTaBienHuio. CM.  pasuen
«@®apMakoJMHAMHAKA» II0 JOIOJHUTENBHOH HHGpOpMamu# 06 OCHOBHBIX HCCIEJOBAHHSX,
BKJIIOYAd IJIaH KIMHAYECKOTO HCCIIENOBaHuS M Hanbomee 3HaYMMBIE Pe3yIbTaThl.

Hanbonee 4acTBIMH COOOIIAEMBIMH W/WIM KIMHWYECKH 3HAYMMBIMH HEXEJIATCIbHbIMH
JeKapcTBEHHbIME peakiusmu (ADR), CBA3aHHBIMH C JICUCHHEM, SBISIOTCS HApyLICHHS CO
CTOPOHBI JKeJTyJOYHO-KHIIEYHOTO TpakTa (B OCOGEHHOCTH, IHapes, TOINHOTA, pBoTa, 6onu B
06NacTH JKHBOTa, CTOMATHT), JAJOHHO-IOMOMIBEHHBIH CHHIPOM (JIAZOHHO-IIOJOUIBEHHAS
SPUTPOM3ECTE3UsA), YCTAIOCTh, AaCTEHHA, AaHOPEKCHS, KapAHOTOKCHYHOCTb, HapacTaHue
[OYeYHONW HEJOCTATOYHOCTH Yy MAIMEHTOB ¢ HApyLUIEHHOW IOYeYHOH (QyHKUMEH |
TpomMbG030M/3MO0IHEH B aHAMHE3E.

TabnuuyHoe pe3toMe HexenaTeIbHbIX PEaKIIui

HexenatenpHble JeKapcTBeHHbIC peaknun (ADR), KOTOpEIE, IO MHEHUIO SKCIIEPTOB, ABJIAOTCA
BO3MOXHBIME, BEPOSTHBIMH HJIM OTJANEHHO CBS3AHHBIMM C IPEMEHEHHEM KarneuuraOuHa B
KAueCTBE MOHOTEPANMM M B KOMOMHAIMM C pa3sHbIMM KypcaMH JICUYCHHS C NPHMCHEHHEM
XHMHOTEPAllMd [0 MHOTHM IIOKa3aHHAM, mepeuncieHsl B Tabmume 4 u Tabmame 5,
COOTBETCTBEHHO. J[/Is ONMUCAHUS YaCTOTHI HEXETATENbHBIX PEAKIUH HCIONMB3YIOTCS CICAYIOMINC
KaTerophu: o4YeHp dacto (> 1/10), gacto (> 1/100 mo < 1/10), meyacto (> 1/1000 o < 1/100),
peaxo (> 1/10000 mo < 1/1000), ouens peako (< 1/10000). IIpuBeieHHbIE HUXKE HEXENATEIBHBIC
peaKIfy [EPEUNCIIEHBI B OPAIKE KIIMHUYECKON 3HAYMMOCTH.

Kaneyumabun 6 kauecmee monomepanuu

Tabmuna 4 TNpPUBOAMT HeXeNaTelbHbIC JekapcTBeHHble peakimu (ADR), cBia3aHHBIE C
NpUMEHEHHEM KanenuTabuHa B KadecTBE MOHOTEpANMM, Ha OCHOBAaHHH CBOJHOrO aHajln3a
uHpopManuu 10 GE30MaCHOCTH W3 TPEX OCHOBHBIX MCCJIEAOBAHHi, B KOTOPBIX Y4acTBOBAJIO
Gonee 1900 manmenToB (mccnemoBamms M66001, SO14695 um SO14796). HexenarenbHble
JekapcTBeHHbIe peaknud (ADR) npuBeneHBl B HaUIEXKAIIUX IPYMIAX YaCTOTBI NPOSBICHUA B
COOTBETCTBHE ¢ BCEOOIIEH YacTOTON MPOSBIECHUS U3 CBOJAHOIO aHAJIH3A.
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Ta6muma 4. CBoHbIH aHATH3 HeXeNaTelIbHBIX JIEKapCTBEHHBIX peakimil (ADR) y mauneHTos,
DPUHMMAIONIUX KalenUTablH B Ka4eCTBE MOHOTEPAIHH.

Kaace cucrem OueHb 9acTo Yacro Heuacro Penxo/oveHn
OpraHoB TSDKeIast u/Wiad peaxo
Bce cmenenu Bce cmenenu JKH3HEYTPOXKa- (ITocTperuc-
womas 3 n TPaHOHHbIH
4 cTeneHu) HJIH OMbIT
KJIHHHYEeCKH NpUMeHeHHs)
3HAYMMbIe
Hughexyuu u - 'unepBupycHas Cencuc, uHbpeEKIHA
uHeazuu uHbpeKIus, MOYEBBIX myTeH,
pUHOGapHHTHUT, MIaHHUKYJIHT,
UH(EKIUs HIKHHUX | TOH3HILIAT,
JIBIXaTENbHBIX KaHAMJO03 POTOBOM
myTen TOJIOCTH, TpHIIII,
racTPOIHTEPHT,
rpuOKoBast
uHpeKus,
uHbpekus, abdcuecc
3yba
Hobpoxauec- - - JUIIOMA
meeHHble,
3710KQUEeCMBeH-
Hble u
HeymoYHeHHble
H08000pa3zosa-
HUs
Hapywenus co - Heitrponenust ®ebpritbHas
CMOPOHLL KPOBU HEHTpONEHuUs,
u aumghamuyec- AHIUTONICHHUS,
KOU cucmemul IpaHyJIOLUTONEHHUS,
TPOMOOIUTONIEHHA,
JICHKOTICHH,
rEMOJIUTHYECKAs
aHeMHus,
TIOBBIIIEHHOE
MEXIyHapOIHOE
HOPMAaJIH30BaHHOE
otHomenne (MHO)/
YBEJIIHYECHHOE
IPOTPOMOUHOBOE
BpeMs
Hapywenus co - - I'unepuyBCTBUTEND-
CMOpPOHYL HOCTb
UMMYHHOU
cucmembl
Hapywenus co | lloteps Herunparauus, Huaber,
CMOPOHYI anmneTuTa noTeps Beca THITOKAIHEMHUS,
obmena HapyLIeHne
seujecms u anIneTuTa,
nUManusa B ¥
MUHUCTEPGTEOM 3/[PABOOXPAHEHUS! 10
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IIUTaHUS,
THIIEPTPUTITULICPH-
JIEMHUSI
Icuxuyeckue Becconnura, CoyranHoe
HapyuleHus JeTpeccus CO3HaHHe,
IIaHWYECKHUE AaTaKH,
JeTpeccus,
NOHUXXEHHOE
IO
Hapywenus co l'onoBras  Gonb, | Adasus, Hapymenue | Tokcuueckas
CMOpoHbL COHJIMBOCTB, IaMsATH,  aTakcus, | JeikosHueda-
HepeHOTl TOJIOBOKPYXEHHE, | 0OMOpOK, JonaTus
cucmemvl napecTesus, HapyIeHHe (o4ens penxo)
JIACTEB3HS paBHOBecHs, NOTeps
YyBCTBUTEIIbHOCTH,
nepudepuiecKas
HeiiponaTus
Hapywenua co IToBennIeHHAs CHmxenue octpothsl | CTeHO3
CMOpOHbL JaKpUMaIus, 3pEHMS, TUILIONKS CJIE3HBIX
op2aua 3peHus KOHBIOHKTUBHT, IIPOTOKOB
pa3ipaxeHue (penxo),
CIIU3UCTOMN MOpaXXeHue
000J109KH I1a3a POTOBHIIBI
(penxo),
KepaTuT
(penxo),
TOYEYHBIN
KepaTuT
(penxo)
Hapywenus co - Bepturo, ©6omp B
CMOpOHbL ymax
opeana ciyxa u
nabupunma
Hapywenus co - HecrabunpHas OuOpHILIALIA
CMOpOHbL CTEHOKapHus, KEITyI04KOB
cepoya CTEHOKapaus, (penko),
MHOKapIuaibHast YATMHEHHBIH
HIIEMUS, unrepBan QT
MepLarenbHas (penxo),
apuTMus, OUpYyITHAS
HapyIieHHe KEITyJOUKOBast
CEPACYHOTO pPHUTMA, | TaXHKapIHsl
TaxHKapaus, (penxo),
CHHYCOBast Opanukapaus
TaxuKapaus, (peaxo),
y4alleHHOe Ba30CMa3M
cepanebuenne (penxo)
Hapywenus co Tpom6odaebut Tpom603 rmyGokux
CMOpOHbI BEH, THIEPTCH3HUS,
cocyoos NeTeXHaIbHOEe
KpOBOHU3IHIHUE,
1T HITVIVIIONYIA,
CULI'JTACVCUBAHO 11
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«IIPHUIJIUBBI?,

IIOXOJIOJTaHKE
JACTAJIBHBIX
OTIENOB
KOHEYHOCTEH
Hapywenus co - 3aTpy(HEHHE OMmbonus JIETKHMX
CMOpPOHbL IBIXaHMs, HOCOBOE | IHEBMOTOPAKC,
OvixamenvHOU KpOBOTEUYEHHE, KpOBOXapKaHbE,
cucmemul, Kalllelb, puHOpes. | OpoHXHaNbHAs
opeanoe acTMa, OJbIIKa IIpH
2PYOHOU KiemKu ¢buznuecKkon
U cpe0ocmenus Harpyske
Kenyoouno- Huapesi, pBoTa, | KpoBoTeuenne u3 | Kumeynas
KuuieyHvle TOIIHOTA, KeIryJOYHO- HEIPOXOAUMOCTb,
HapyuileHus CTOMATUT, OOJIM | KMIIEYHOrO TPAKTa, | acIuT, DHTEPHT,
B XXHBOTE 3amop, Oomu B | 60Nb BHH3Y XKHMBOTA,
SIHUracTpHH, BOCIIQJICHHE
JTUCTICTICHUA, IHINEeBOA,
METEOPH3M, quckoMdopt B
CYXOCTb BO PTY obnactu XKHBOTA,
ractpo3sodareasb-
Has pedurokcHas
00JIe3Hb, KOJIUT,
KpPOBB B CTyJIE
Hapywenus co - IloBblIIEHHOE XKentyxa ITeueHounas
CMOPOHbL COJIEpIKaHHE HEIOCTATOYHO
nevexu u OounmupyOuHa B ctb  (peaxo),
JHCeN4eablB00AY CBIBOPOTKE KpPOBH, XOJIECTATHYECK
ux nymeil H3MEHEHHE 507 renaTuT
(GYHKIIHOHAJIBHBIX (pexko)
TECTOB MEYECHHU
Hapywenus co | JlanonHo- Cempb, anonenus, | Bongeipy, a13BBI | KoxHas
CMOpPOHLL KOJCU | IOJIOIIBEHHBIA | SpUTEMa, CYXOCTh | KOXH, CBIMb, | KpacHas
U NOOKOJCHLIX | CHHIpOM** KOXH, 3yl, | KpanvBHUIIA, BOJTYAHKA
mxaneu THUIEPIUTMEHTAIUS | peaKius (penxo),
KOXH, MakKyJspHas | GOTOUYBCTBUTEIILHO | TSKEIbIC
CHIIb, CTH, naJbMapHasi | KOXHEIE
JIECKBaMaIus SpUTEMa, OTEK JIAIA, | pEaKluH, Kak
KOXH, JEpPMATHUT, | Iyplypa, CHHAPOM | CHHIPOM
HapylueHHe peaKkTHBaIIH CruBeHca-
MTUTMEHTAIH JYYEBBIX 0)KOTOB JlkoHCOHAa H
KOXH, IOpaXCHHE aMHIepMab-

HOrTEH

HBI HEKPOJIH3
(oueHp penKo)

(cMm.  paszen
«Ocobule
VKA3AHUSAY)

Hapywenus co - bomm B | OnyxaHue CyCTaBoOB,

CMOPOHbI KOHEYHOCTHAX, 00K | 60JIH B KOCTAX, OOJH

MblUeYHO, B CIIMHE, apTpPIrus | B 00JacTH  JIMIIa,

cKenemHou u CKOBaHHOCTD,

CcOeouHumenb- MBHHEHAT-eR00eth

COTJJACOCBAHO 12
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HOU MKaHU
Hapywenus co - - T'maporedpos,
CMOPOHLL NOYeEK HEJICp)KaHHEe MOYH,
u reMarypus,
MO4€e8bI800AUUX HOBBIIIEHUE
nymeu KpeaTHHa  IUIa3MBbl
KpOBH

Hapywenus co - - Barunansnsie
CMOpOHbL KPOBOTEYEHHUS
penpooykmug-
HOU cucmemol U
MONOYHDBIX
Jrcenes
Obwue Yrommsemocts, | JIuxopanixa, Orekn, 03HO0,
Hapyuienus U | COHJIHBOCTh nepudepuvecKue TPUNIIONOZOOHBIH
peakyuu 8 OTEKH, CHHJIPOM,  JPOXB,
Mecme 66e0eHUs. . HeZioMoraHue, 60JIb | MOBBILICHHE

B I'pyIHd TEMIIEPATYpPHI TENIA

** OCHOBBIBafACH Ha MOCTPETUCTPALIUOHHOM OIBbITC ITPUMEHCHMA, HpOI[OJI)KI/ITeJILHLIFI WIM TAXKENBIH JIaA0HHO-
MOJOLIBEHHBIH CHHAPOM CO BPEMEHEM MOXKET NMPHUBECTH K NOTEPE OTIEYATKOB NaJIbLIEB

Kaneyumabun 6 xkombunuposannoii mepanuu

Tabmua 5 nDpHBOAMT HexenarenbHbIE JeKapcTBeHHble peakimu (ADR), cBs3aHHBIE C
NPHMCHEHHEM KameuMTabHMHa B KOMOMHAIMM C Pa3jIMYHBIMH PEKAMaMH XHMHOTEPAIHU IO
Pa3IMYHBIM IOKAa3aHWsAM, Ha OCHOBaHMH UWH(popMmamuum mo Oe3omacHOCTH 0T Ooree
3000 manmenToB. Hexenarensubie peaknuu (ADR) npuBeneHsl B COOTBETCTBYIOMIAX IPYIIIAX
YacTOTHI TPOSBIICHUS, OTMEYCHHOH B MOOOM W3 KPYNHEHINAX KIMHUYECKUX HCIBITAaHUH.
HexenarensHsle nexapcTBeHHble peakuud (ADR) mpuBOAAT JMINBL B T€X CIydasx, KOTAa OHH
HaOMIOAIOTCSA B JOMOJHEHHH K PEAKIMsIM Ha KalelUTaOMH B KaueCTBE MOHOTEpPANMH MM HX
YacTOTa IPOSABJECHHS BBIIC 10 CPaBHEHUIO C KACIUTAOMHOM B Ka4eCTBE MOHOTEpamuu (CM.

Tabmuny 4). HewacTble HexenaTenbHbIE JieKapcTBEHHbIE peakinud (ADR), KkoTopsle
cooOmaroTcss JUId  KamenuTabWHa B KOMOWHHMPOBAHHOW  Tepamuy, COIMOCTaBHMBI C
HE)XEJIATEILbHBIME  JIEKApCTBEHHBIMH  peakiusamMu (ADR), xotopele coobmarorcs AIs

KarmenuTabuHa B MOHOTEPAllMH WJIM B MOHOTEpANMH NPHMEHSIOIUMHCS B KOMOMHAIHMH C
KanenuTaOMHOM  JICKAPCTBEHHBIMH  CPEACTBaMH (B JIMTEPATYPHBIX  HCTOYHHKAX/HIH
COOTBETCTBYIOLIEH CBOJHON XapaKTEPUCTUKE JIEKAPCTBEHHOT'O CPEZICTBA).

HekoTopele H3 HeXenaTeNbHBIX JIeKapCTBEHHBIX peakuuii (ADR) mpezacraBisior coboit
peakUuu, KOTOphIe, KaK IIPaBHIO, OTMEYAIOTCS B KOMOHMHAIMM JIEKapCTBEHHBIX CPEJCTB
(nanpumep, nepudepuydeckas CEHCOpHas HeMpomaTHs B KOMOMHAILMH C JOLIETAKCEJIOM HIIH
OKCANMIUIaTUHOM, apTepHajlbHas THIEPTEH3Us B KOMOMHaIMM ¢ OeBanu3ymMaboM); TEM He

MeHee, Hellb3s HCKIII0YaTh 000CTpeHNE, IPUYHHON KOTOPOTO SIBIIETCA Tepalus ¢ IPUMEHEHHEM
KanenuTabuHa.

COTJACOBAHO
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Tabnuma 5. CBOAHBIN aHAIA3 HEXENATEIBHAIX JEKapCcTBeHHBIX peaknuit (ADR) y nanueHTos,
NPUHEMAIOIIKX KanenuTabuH B KOMOVMHHUPOBAHHOMN T€pAlUy B JTOMOJHEHUH K pEaKIMsAM Ha
KareMTa0uH B Ka4eCTBE MOHOTEPAIIUYU HIIU IpH 60Jiee BBICOKOH 4aCTOTE BO3HUKHOBEHHS 110

CPaBHEHHIO ¢ KaNEIMTAONHOM B Ka4€CTBE MOHOTEPAIIHH.

Kaacce cucrem Ouens gacTo Yacro Peaxo/o4enn
OpraHoB peaxo
Bce cmenenu Bce cmenenu (ITocTperucrpa-
IHOHHBIHA ONBIT
NpHUMEHEeHHUs
Hugpexyuu u uneasuu - OmnosicpBaloIMi  repriec,
uHpexus
MOUYEBBIBOIAIINUX IIyTEH,
KaHIua03 CIM3UCTOHN
000J1049KH POTOBOH
HOJIOCTH, uHpeKIun
BEpXHUX  JbIXaTeJIbHBIX
IyTed, PpHHWUT, TPHIIII,
"uHbeKIHI repreca
HOJIOCTH pTa
Hapywenus co | "Hefitponenus, IlonaBnenue
cmoponsl  kposu u | NEHKOTEHHMS, 'aHEMHS, | NeSTeNbHOCTH  KOCTHOTO
qumMpamuyecko "HeliTponeHuYecKas MO3ra, “heOpmpHas
cucmemul JTUXOPAJIKa, HEHTPOIEHUS
TPOMOOIHTOIIEHUS
Hapywenus co - I'unepuyBCTBUTEIHHOCTD
CMOpPOHbI UMMYHHOU
cucmemul
Hapywenus CHuxeHue anneTura I'unokammemus,
Memabonusma u THIIOHATPHEMHS,
nUMaHUs THIIOMarHAEeMus,
THIOKAJIbIIUEMUS,
THIIEPIIIUKEMHS
Icuxuueckue - PacctpoiicTBO CHa,
HapyuileHus TpeBora
Hapywenus co | ITapecresns, Het#ipoTokcuuHOCTbD,
CMOpOHLI  HEpBHOU | NU3ECTE3HS, TPeEMop, HEBPAJITHUs,
cucmemul nepudepraeckas peaxius
HelponaTus, TUIEPYYBCTBHTEIBbHOCTH,
nepudepudeckas THITECTE3US
CEHCOpHas
HelponaTus,
U3BpalleHHe BKYyca,
roJioBHas 060Jb
Hapywenus co | [loBpimieHHOE Hapymenue 3peHMUH,
CMOPOHYL opzana | CIe30TCUYECHUE CyXocTh, O0Nb B IJa3ax,
3peHus CHUXKEHHE OCTPOTHI
3peHus, HEYETKOCTh
3peHus
Hapywenus co - 3BOH B yIIax, TYTOYXOCTb
CMOPOHbL opzana
cayxa u 1abupunma
COTJACOBAHO
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Hapywenus co - OubprILIALASL
CMOpOHbL cepoya IpeCEPANiA, HIIEMHUS
MHOKapaa/MHGapKT
MHOKapAa
Hapywenus co | Otex HxkHMX | [umepeMusi,  CHHMIJKEHHE
CMOPOHbL COCYO008 KOHEYHOCTEH, apTepUaTBLHOIO JaBJICHUS,
MOBBIIIEHHE THIIEPTOHUYECKHUHA  KPH3,
apTepUaIbHOIO «TIPUJIUBBIY, PpeOuT
JaBJIeHUs, SMOONHS H
TpOMOO03
Hapywenua co | bonb B ropie, | Ukora, Gonb B IJIOTKE H
CMOpOHbL TU3eCTe3us ITTOTKH ropTaHy, AUCHOHUS
ObixamenvbHOl

cucmemvl,  OpeaHO8
2pYOHOU KlemKu U

cpeodocmer st
Kenyoouno- 3anop, AUCTIENICHS KpoBoredenune u3
KuuieyHvle BEPXHHX OTZEJIOB
HapyuileHus ey TOYHO-KHILIEYHOTO
TpaKTa, s3BBl B IOJIOCTH
pTa, TacTpUT, B3JIyTHE
XHUBOTA,
ractpossodareaibHas
pedrokcHas 60mne3Hb,
601 B IIOJOCTH  PTa,
mucarus, KpOBOTEYECHHE
U3 MpsIMOHM KKy, 60ib
BHHU3Y KUBOTA,
JTA3eCTe3us], IapecTe3ns U
THIIECTe3Uss B  00OIacTu
pra,  auckompopr B
o0acTy )KHBOTA
Hapywenus co - Hapymenne byHKIUU
CMOpOHbl NeyYeHU U 1 (2 (93101
JHCENYEBLIBOOAUIUX
nymeu
Hapywenus co | Anonienus, u3MeHeHue | [ unepruapos,
CMOpOHbl  KOJCU U | HOTTEH SpUTEMATO3HASA CBIIIb,
NOOKOJ4CHBIX MKAHel KpaluBHUIA, HOYHas
HNOTIIMBOCTh
Hapywenus co | Muanrus, aprpanrus, | boms B YeJIFOCTH,
CMoponbl  KOCMHO- | 60JIb B KOHEYHOCTAX MBIIICYHEIE CIIa3Mbl,
MblULEYHOU u TPH3M, MBIIIEYHAsA
coeOuHUMeNbHOU c1abocTh
MKAHU
Hapywenus co - I'emarypus, npotennypus, | [loueunas
CMOPOHbL  NOYex U CHIDKEHHUE KJIMpEHca | HEI0CTaTOYHOCTh
MOYeBbI800AUUX KpeaTUHHHA, JU3YypHUs BCJIE/ICTBHE
nymeu JeruIpaTaluu
(penxo)
COTJACOBAHO
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Obwue napywenus u | Jluxopanka, cnabocts, | Bocnanenne — CamM3ucTO#M

peakyuu 6 Mecme | BSIIOCTS, 000J104KH, 601b B
66e0eHus YYBCTBHUTEJBHOCTh K | KOHEYHOCTSX, 6011b,
BHICOKHM M HH3KHM | 03HOO, 6onp B Ipynw,

TeMIepaTypam TPHIIIONOX00HBII
CHHADOM,  JHXOpaiKa,
HHQY3HOHHAs  peaKIus,
peaxius B MecTe

BBEICHUS JIEKAPCTBEHHOTO
cpencrTsa, Oolb B MeECTE

HHBEKIHH
JIEKapCTBEHHOI0 CPENICTBA
Tpaemui, - Kposonoarexu
UHMOKCUKAYUU u
OCOJCHEHUA
npoyeoyp

" IoACYeT YaCTOTHI MPOSABJICHU OCHOBBIBAETCS HA HEXENATEbHBIX JIEKapCTBEHHbIX peakimil (ADR) Bcex creneHeit
U KaXAoro mposiBjieHus. J[is nposiBAEHHSA C MOMETKOW «-+» MOJACYET YaCTOTHl MPOSBJICHMS OCHOBBIBAETCS Ha
HeXeNaTeNbHbIX JeKapCTBEHHBIX peakumii (ADR) 3-4 creneHeii. HexxenatenbHble nekapcTBeHHble peakiuu (ADR)
PAacCIpeeNsioTcS B COOTBETCTBHM C HAWBBICINEN YAaCTOTOM BOSHMKHOBEHHs, OTMEYEHHOH B JOOOM M3 OCHOBHBIX
UCIBITaHUH 0 KOMOMHUPOBAHHOMY JICHEHHUIO.

Onucanue OTAENBHBIX HEXeNaTeIbHBIX peaKIuit

Jladonno-nodowsennuvLil cunopom (cm. pasden « Ocobvle YKA3aHuay)

IIpn ucnons3oBanuu B go3e 1250 Mr/Mm% 1Ba pasa B JeHb ¢ 1 mo 14 neHb 3-HENENbHOro IMKIIa
YacTOTa Pa3BHTHA JIaJOHHO-NOAOINIBEHHOTO CHHAPOMAa BCEX CTENEHEH THKECTH COCTaBHIIA
53-60 % B uccnenoOBaHHAX KalenuTaOMHA B peXUMe MOHOTEpaNuH (BKJIOYAs HCCIIECIOBAHHS
aJLIOBaTHON TEpalMM pakKa TOJCTOM KHIIKH, METAaCTaTHYECKOI0 KOJOPEKTAIBLHOIO paka u paka
MOJIOYHOH Keme3bl), 4yactora 63 % Obula oTMEYeHa B TIPYIIE HCIBITYEMBIX, KOTOPBIC
NPUHUMAH KaleUTaOMH/IoeTaKce I A JICUCHHUS METaCTaTHIeCKOT0 paKa MOJIOYHOH JKEJIe3bl.
B wuccnenoBaHuMsSX KOMOMHHPOBAHHOM Tepamuu ¢ KamenuTaOHHOM, NPHHHMAEMBIM B 03¢
1000 mr/m* mBaxnsl B aeHb ¢ 1 mo 14 JeHb Kaxable 3 HENENH, 4acTOTa Pa3BUTHUS JIaJOHHO-
IIOJIOIIIBEHHOTO CHHPOMa BCEX CTETeHEH TshxecTr coctaBmia 22-30 %.

Mera-anamus 14 KIMHMYECKHMX MCCIEN0BaHHM, BKmouaBmmx Oojee 4700 nauueHToB,
TOJIy4YaBIIMX MOHOTEPAIMIO KAIEIUTaOUHOM UM KOMOHHHPOBAHHYIO TEPAIHIO KaleMTAOHHOM
C Pa3NMYHBIMH PEXMMAMH XMMHOTEpPAlUM 10 Pa3IMYHBIM I1OKa3aHHAM (PaK TOJICTOM KHIIKH,
KOJIOPEKTATBHBIA PaK, paK eJIyJI0YHO-KHIIEYHOTO TPaKTa U pak MOJIOYHOH XKeJe3bl), MOKasall,
YTO NaZOHHO-MIOAOIIBEHHBIH CHHAPOM (Bce cTeneHu) mposiBuica y 2066 (43 %) nmauueHToB B
TedeHHe cpenHero BpeMend B 239 [95 % mosepurenbHblii mHTepBan 201-288] mmeil mocne
Hayajla Tepamuu KamenutabuHoMm. B pesynpTaTe BceX HCCIENOBAaHHH OBUIM BBHIABJICHBI
CIIEAYIOINHE KOBApHAHTHI, KOTOPHIE CTAaTHCTHYECKH aCCOLMHPOBAINCH C YBEIMYECHHEM DPHCKa
Pa3BUTHS JIaOHHO-MIOJOLIBEHHOTO CHHAPOMA: MOBBIIICHHE HAaYaIbHOM M03BI KamenutabuHa (B
rpaMmax), NOHW)XXEHHE KyMmynsaTuBHOM n036l (0,1 Kr), TOBHIIIEHHE OTHOCHUTEIIHLHOU
HHTEHCUBHOCTH 03Bl B TE€YEHHE NEPBBIX INECTH HeAeNb, yJUIMHEHHE HCCIECLYyEMOro IEpuoia
TepaluM (B HEAENSAX), yBeIW4YeHHE Bo3pacTa (Ha kaxasle 10 ner), >KeHCKUil IOJ, HMCXOIHO
YJOBJIETBOPHTENbHBIN obmecomaruyeckuii craryc ECOG (0 mo cpaBHenmo ¢ > 1).

Huapes (cm. pazoen «Ocobvie ykazanusy)

Huapes Habmonanace y 50 % ManueHToB B XOI€ TepaItuy KarnernuTabuHOM.

B pesyiabrare MeTa-aHanmu3a 14 KIMHMYECKHX HCCIICIOBaHWM, BKIIOYaOmmx Oonee
4700 mampeHTOB, IOJNYYaBIIMX TEpalHMIO KaneuuTaOWHOM, OBUIM BBIABICHBI KOBAapHUAHTBHI,
KOTOpblE CTAaTUCTHYECKH AacCOLMHPOBAIUCh C YBEJIIMYEHHEM pHCKA pa3sBUTHS JHapeH:
YBEJIHYCHHE HAYAIBHON 0361 KarmenuTabuHa (B rpaMMax), YAJIMHEHHE MCCIeYEMOro neproja
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(B Hemensx), yBenudeHuwe Bospacta (Ha Kaxaele 10 ner) u xeHckmil mon. Cremyromye
KOBApHAHTBI, CTATHCTUYECKH aCCOLMHUPOBABINUECS C YMEHBIIEHHEM PHCKA Pa3BHTHS JHAPEH:
YBEIIM4YEHUE KyMYJIATHBHOM 103HI (0,1 KI') U yBenMW4YeHHE OTHOCHTEILHOM MHTEHCUBHOCTH J03EI
B MIEPBLIE IECTh HEAETb TEPAIIHH.

Kapouomoxcuunocmy (cm. pazden « Ocobuie ykasanusy)

B nomonuenue x HexenaTeIbHBIM IEKAPCTBEHHBIM peakiusM (ADR), KOTopbie ObLIHM OMHCAHbI B
Tabmuuax 4 U 5, a Takke B pe3yibTare aHanus3a Ipoduns 6Ge3omacHOCTH 7 KIHHHYECKHX
uccnenoBaHuid npu ygactud 949 (2 ¢aza III u 5 ¢asa Il xkimHMYeCKMX HCCIeNOBaHMM
METaCTaTHYECKOI0 KOJOPEKTAIbHOIO paka M METAacTaTHYECKOrO paKa MOJIOYHOH Keje3bl)
TIAMEHTOB, MOTY4YaBIIUX KaleHTabMH B KA4eCTBE MOHOTEPAINH, ObLIN BHISBJICHBI CIIEAYIOLINE
HEXCIaTenbHple peakuun (4acrora MeHee 0,1 %): kapamomuonarus, cepaedyHas
HEZIOCTaTOYHOCTh, BHE3aIHAsA OCTaHOBKA CEpALA U JKeIlyJI0YKOBast SKCTPACUCTOIHSL.
Inyeanonamus

B nononnenue k HeXeIaTENbHBIM JIEKapCTBEHHBM peakiusam (ADR), KoTopsie GbUIH OIMECAHBI B
Tabnuuax 4 | 5, a Takke HA OCHOBAHMY 7 KIMHMYECKUX HCCIIEIOBAHMH, SHIIE(ANONaTHs TaKxKe
aCCONHMHMPOBATIACH C MPUEMOM KanenuTabiHa B KayecTBe MOHOTepanuu (4actota Menee 0,1 %).
Omoenvhbie nonyiayuu

Hayuenmor noscunozo éo3pacma (cm. pasoen «Cnocob npumenenus u 003upoeKa»)

B xozne ananmusa mpo¢mis 6e30macHOCTH y TMAalHEHTOB B Bo3pacTe > 60 JieT, IPUHAMABIINX
KaneluTabiH B KauyeCTBE MOHOTEpAllWH, a TAKKe B XOJ€ aHAIH3a NAIMEHTOB, IIOJYYaBLIMX
KanenuTabuH B KOMOHHAIMH C JOLETaKCeIoM, GBUIO BBIABIEHO YBEIMYEHHE YaCTOTH Pa3BUTHA
CEPbE3HBIX HEXEJIATCIbHBIX PEaKLHil ¥ HEeXXeNAaTeIbHBIX peakiuii 3 u 4 CTeneHel, CBI3aHHbBIX ¢
JICICHNEM, 110 CPABHEHHUIO ¢ MallMEHTaMHu B Bo3pacte < 60 net. [TamueHTs B Bo3pacte > 60 Jer,
NOJy4aBIIME KaNeNWTaOMH B KOMOMHAIWM C JOLETAKCETIOM, TAK)XXE€ paHbINE BHIOBIBAIM W3
HCCJICNIOBAaHUS BCIIEACTBHE PAa3BHTHS HEXKENATEIbHBIX PEaKIUi, 10 CPAaBHEHHIO ¢ MAI[HEHTAaMH B
Bo3pacte < 60 ner.

B pesynprare Mera-aHanmza 14 KIMHHYECKHX HCCIIETOBAHUEH npu ydactuu 4700 nanueHTos,
HOJIyYaBIIMX KaneUMTabWH, ObUIO BBIABJICHO, YBENHUYCHHE BO3pacTa (Ha Kaxaele 10 jer)
IOBBIMIACTCS PHCK PAa3BUTHS JIaJOHHO-IIOAONIBEHHOTO CHHIPOMA M THAPEH, B TO BpeMs KaK PHCK
Pa3sBUTHS HEHTPONIEHUH, HA00OPOT, CHIKAJICH.

Ilon

B pesynpTate MeTa-aHanmm3a 14 KIMHMYECKMX HcciaenoBaHmii mpu ydactud 4700 DalMEHTOB,
NOTYYABIIKX KaneUUuTaOHH, ObLIO BBIBJIEHO, YTO Y MAIIHEHTOB XEHCKOrO I0JIa PHCK pa3BHTHS
JIaIOHHO-MIOJIOIBEHHOr0 CUHApOMAa M Juaped ObUl BHINIE, B TO BpeMs KaK PUCK Pa3BUTHUS
HEHTPOIIEHNH, HA0OOPOT, CHHKAJICA.

Ilayuenmor ¢ napywenuem gynxyuu nouex (cm. pasden «Cnocob npumenenus u 003UpoGKay,
«Ocobvie yrazanuay u « Dapmaxoxunemuxa)

B xome ananmmsa mpo¢mis 6e30macHOCTH y INAlMEHTOB C HApyIICHHEM (YHKIHH IOYEK,
NPUHUMABIIMX KaleuMTabHMH B KayecTBE MOHOTepamuy (KOJOPEKTAIbHBIA pak),  ObLIO
BBIABJICHO YBEIMYCHHE 4YaCTOTHI Pa3sBHTHS HEXETATeNbHBIX peakiuii 3 ¥ 4 cremeHeil 1o
CPaBHEHHUIO C IIAllHCHTaMH C HOpPMalbHOH (QyHkmmed moyek (36 % (n=268) mamueHTOB C
HOpPMaJIbHOH (yHKIHEH ModeKk 1o cpaBHeHHIO ¢ (41 % (n=257) malMeHTOB ¢ HApyIIECHHEM
GyHKuEH modek Jierkoit crenend U (54 % (n=59) MamEEHTOB ¢ HOYEYHOH HEIOCTATOYHOCTHIO
cpenHed crenenu) (cm. pasden «Dapmaxoxunemuxar). Cpeld NALUEHTOB C HAPYIICHHEM
(yHKImE moYeK cpenHeii cTeneH: Haubosee YacTo OTMEYANOCh CHIKEHHE 0351 KaleuTabuHa
(44 %) Mo CpaBHEHHMIO C MAMEHTAMH C HOPMAIBHON (yHKIMelH mouek (33 %) U MaNKEHTaMHU C
HapyleHueM OQYHKIUM 1OoYeK Jierkoil cremeHd (32 %). OTMEYaloCh TakKe YBEIHYCHHE
KOJINYECTBA IIAI[MEHTOB, BHIOBIBIIMX K3 HCCJIENOBAHUA Ha paHHHUX cTamusax (21 % malueHToB,
BBIOBIBIIMX M3 MCCIIE[IOBAHHUS B TEUCHHE TEPBHIX ABYX LHUKJIOB) [0 CPABHEHHIO C MAIIMCHTAMH C
HOpMaJbHOH (yHKIUMeH moyek (5 %) M MalMEHTOB ¢ HapylIeHHEM (QYHKIMH IOYEK JIETKOMH
crenend (8 %).

COTJACOBAHO
MHHUCTEPCTBOM BIIPABOOXPAHEHMH 17
) PECHYBJIAKY BENAPYCh
TIpuKas MusncTepeIsa 3/ipABOOXPAHEHUS

PecnyGauxu Benapyce




Coo0l1meHne 0 10A03PEBAEMBIX HEXENATCIbHBIX PEAKIIHIX

BaxHo coobmare o MOJAO3pEBAEMBIX HCKCJIATENIBHBIX PEaKIHuaX MOCIC PpCruCTpanuu
JIEKapCTBEHHOIO Cpe€AcCTBa C HEIIBIO obecrieyeHus HCIPECPHIBHOTO MOHHUTOPHHIA OTHOIICHHA
MOJIB3bI KW PpPHCKaA JICKAPCTBCHHOI'O CpEACTBA. MeauuuHCKUM pa6OTHI/IKaM PEKOMCHAYETCA
coobmare 0 mOOBIX NOoJ03pEBAEMBIX HCXKEJIATEIIBHBIX DEAKIUAX JICKAPCTBCHHOTO CpE€ACTBa
9Cpe3 HAMMOHANIBHYIO CHCTEMY COOOIICHH 0 HEeXENaTENbHbBIX pPeaKiuiX.

IIpoTnBONOKA3aHHUA.

— Ciy4au TSOKEJIBIX M HETIPeABHACHHBIX peaKIuil Ha Tepanuio GTOPIHPHMHAIUHOM,;

— THUIEPYYyBCTBUTEIBHOCTh K KanmenutabuHy WM JIOOBIM BCIIOMOTraTEIbHBIM BEIECTBAM
JIEKapCTBEHHOT'O CPEJICTBA, WIH PTOpypanuiy;

— DalMeHTaMm, c U3BECTHBIM MIOJIHBIM OTCYTCTBHEM AaKTUBHOCTH
murgaponupuausaeruaporesassl (JI11);

— B Te€4YeHHE OEPEMEHHOCTH U NIEpPHOAA IPYAHOTO BCKaPMIIHBAHU;

— HaIUeHTaM, C TSDKEJIOH CTENEHbIO JIEUKOEHNH, HeUTPOIIEHHH HIH TPOMOOIMTONECHUH;

— NalUEeHTaM ¢ TSDKEJIOM CTeIeHbIO HapyIleHus QYHKIIUU TIEUECHU;

— MaIMeHTaM C TSKEJIOW CTENEHBIO HapyleHHsA (QYHKIMH Ho4eK (KIMPEHC KpeaTHHHHA
Huxe 30 MI/MHUH);

— Tepamnus COPUBYTUHOM WJIH €T0 aHAJIOTaMH, TAKUMH KaK OpUBY/IUH;

— IIpH HaJIW4YUHU NOPOTHBOIOKA3aHUH K JI000MY JEKapCTBEHHOMY CPENICTBY, BXOJSAIIEMY B
peXUM KOMOWHHpPOBAaHHOM TEpamMH, Takoe JEKapCTBEHHOE CPEACTBO HE JODKHO
TIPUMEHATHCS.

C ocmoposcrocmyio.

Ilpu HWBC, nodeunoit HEIOCTATOYHOCTH CpeOHEH CTENEHH TSDKECTH MM IIE€YEHOUHOH
HEI0CTaTOYHOCTH, B Bo3pacTte ctapine 60 JeT, OJHOBPEMEHHOM NPHMEHEHHH C IEPOPATIbHBIMH
AQHTHUKOAryJISHTAMH  KYMAapHHOBOTO  psa,  HACNeJACTBCHHOM  Jeduuure  JIaKTassl,
HETIEPEHOCUMOCTH JIaKTO3BI, [IFOKO30-TAJIaKTO3HOH MababcopOIuH.

Ilepeno3supoBka.

CHMITOMBI OCTPOM TEpPEeO3UPOBKH BKIIOYAIOT TOIIHOTY, DPBOTY, JIHAapeio, BOCHAJICHHE
CIM3UCTOH  0000YKH  (MYKO3UT), pa3paX€HHE OKEIYAOYHO-KHIICYHOro Tpakra H
KPOBOTEUECHHS, a TAaKXKe yrHeTeHHe (PYHKIIHH KOCTHOTO Mo3ra. Jleuenne nepe1o3supoBKY JODKHO
BKJIFOYATh CTAHIAPTHBIM KOMIUIEKC TEPANEBTHYECKUX M MOJICP)KMBAIOIUX MEPOIPHSATHIA,
HalpaBlI€HHBIX HAa KOPPEKIHMIO KIMHUYECKMX CHMITOMOB M IPEXYNPEKIACHHE BO3MOXKHBIX
OCJIOXKHEHUH.

Oco0ble ykazanus.

Hozonumumupyrowas moxkcuynocms

Jlo30IMMHUTHPYIOLIHE MPOSBICHUS TOKCHYHOCTH BKJIIOYAIOT AHapero, 60Iu B 00JacTH KHMBOTA,

TOIIHOTY, CTOMAaTHUT H JIAAOHHO-TOAOIIBEHHBI CHHAPOM (JIaJOHHO-NIOAOLIBEHHAsA KOXHAas

peaKuus, JIaJOHHO-IIOIOIBEHHAS dPUTPOAU3ECTE3UA). BOTBIIMHCTBO HEXENATENBHBIX ABJECHHH

obpaTtuMbl B HE TpeOYIOT MOJHOM OTMEHBI JIEKAPCTBEHHOTO CPEACTBA, XOTS MOXET BO3HUKHYTh

HEOOXOIUMOCTh B KOPPEKIIMHU 036l WIH BpEMEHHOM OTMEHE JIEKapCTBEHHOTO CPE/ICTBA.

Huapes

BonpHBIX ¢ TsDKENOM Muapeeit criexyeT THIATENbHO HaOI0aTh, a IIPH Pa3BUTHHU JETHApaTalluH

HEOOXOMMMO IPOBOJMTH PETHAPATALUIO M BO3MEIICHHE IIOTEPH JJeKTposiutoB. Crexyer

HA3HAYaTh CTaHIAapTHBIE NPOTHBOAWApEMHbIC JIEKAPCTBEHHBIC CPEACTBA  (HAIpUMeED,

nonepamun). CornacHo kputepusM Hamwmonansnoro Wucruryra Onkonormu Kamanst (NCIC

CTC, Bepcus 2) mauapes 2 CTENEHH OTpPENeNAeTcs KaKk yJalleHne cTya 10 4-6 pa3 B CYTKU HIH

CTy7 B HOYHOE BpEMs; Auapes 3 CTENEHH — KaK yd4allleHHe CTyna Jo 7-9 pa3 B CVTKH WIH
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HEJICPXXaHHe ¥ CHHIPOM Manbabcopbuum; auapes 4 cTeleHH — Kak ydamieHde cryna g0 10 u
Gonee pa3 B CyTKH, IOABICHHE BHAUMON KPOBH B CTYINE HIH HEOOXOIHMOCTh MApEHTEPATbHOIN
OIEpXKUBAKOINCH Tepanuu. [Ipy HEOOXOAMMOCTH ClIeayeT yMEeHBIUHTH 103y JEKAPCTBEHHOIO
cpeactsa (cm. pasoen «Cnocob npumenenus u 003upoeray).

Lezuopamayus

Jlernnparanuio cieayeT NpeaynpexaaTh Uik yCTPaHATh IpH IIepBHIX MPH3HAKAX e IOSBICHHS.
Jlerniparauns MoxeT GBICTPO pa3BHBATHCA y GONBHBIX ¢ AHOPEKCHEH, acTeHHEH, TOLIHOTOI,
PBOTOH MM Juapeed. JlermapaTays MOXET CTaThb NPHYHHON DPasBUTHS OCTPOH MOYEYHOM
HEIOCTaTOYHOCTH, B OCOOCHHOCTH y NAlMEHTOB C HapylleHHeM (YHKIHMH MOYeK Ha MOMEHT
Ha4ana T€panvM WM B CIydYae, €ClM NalMEHT MPUHUMAeT KaleUUTaOHH OJHOBPEMEHHO C
npenapatamd, — obnajalomuMH  HePpOTOKCHYecKMM  medcTBHeM. OcTpasd — mouedHas
HEJOCTATOMHOCTE B Ka4ECTBE OCJIOXKHEHHS, BBI3BAHHOIO AETHApATALMEl, MOXKET NMPUBECTH K
NeTaNpHOMY HcXody. IIpu pasBUTHM Jeruaparalue 2 CTENeHH (MIM BBIIE), JCYEHHE
KanenuTabuHOM ClleflyeT HeME/ICHHO IpepBaTh W MPOBECTH PerHapaTamuio. JleueHue Hep3s
BO30GHOB/IATH [0 3aBEPUICHMS PErMAPATalliM M YCTPAHEHHs MM KOPPEKIMH BHI3BABLUHX €€
axropos. CrieyeT MpoM3BECTH KOPPEKIHIO JI03BI JIEKAPCTBEHHOIO CPEACTBA B COOTBETCTBUH C
HEXEJIaTeNIbHBIM SIBICHHEM, IPUBEIIUNM K JETHApaTanuu (cm. pazder «Cnocob npumenenus u
003UpoBKay).

Jladonno-nodoweennwviii cundpom

JlaioHHO-NIOOIBEHHBI CHHAPOM TakKe H3BECTEH, KaK JIaJOHHO-TIOJOLIBEHHAS KOXKHAS
peaKuus, JaNOHHO-NIOJOIIBEHHAS JPUTPOJAM3ECTE3NS MM aKpalbHas 3PHTEMA, BHI3BAHHAS
XUMHOTepanued. JlaJoHHO-NOOIBEHHBIM CHHAPOM | CTeNeHHM He HapyIIaeT MOBCEXHEBHOI
AKTUBHOCTH  OOJNBHOrO M  MPOSBISETCS  OHEMEHHMEM,  JM3ECTE3MAMH/IApPECTE3HIMH,
TIOKAJILIBAHHEM HJIH TOKPACHEHUEM JIaJIOHEH H/HITH [TOJI0MIB, TUCKOM(OPTOM.
JlanoHHO-IONOIBEHHEBIA CHHAPOM 2 CTENEHH XapaKTepH3yeTcs GOTe3HEHHBIM OKPACHEHHEM U
OTEKaMH KUCTEH W/UIM CTOII, IPHYEM BBI3BIBAEMBIN TUMH CHMIOTOMaMH IUCKOMMOPT HApyIIaeT
IIOBCCIHEBHYIO aKTHMBHOCTh MNAUMEHTAa. JIaJOHHO-TIOAOMIBEHHBIM CHHAPOM 3  CTENCHH
OIIPENETIACTCS KaK BIaXKHas JeCKBaMallUs, U3bSABICHHE, 00Opa3oBaHUE My3bIpeil U pe3Kue OOJH B
KUCTSX W/HWIA CTONAX, a TaKXe CHJIBHBIH NUCKOM(OPT, AENAIONMMH HEBO3MOXHBIMH JUIA
NalKeHTa 00BIE BHbI IIOBCEAHEBHOMN N€ATEIBHOCTH. [IpOI0IKATENLHAS HIIH TSKEIAsd CTEIEHD
JaJOHHO-TIOIOIIBEHHOTO CHHIpPOMa (2 CTENEHb W BBHINIE) MOXET IPHUBECTH K H3MECHEHHIO
OTIEYaTKOB TAalBIEB, YTO MOXET MpPENATCTBOBATh HIASHTHQUKAUMK namuenrta. [lpu
BO3HHKHOBEHHH JIAIOHHO-IIOAOIIBEHHOTO CHHAPOMA 2 WM 3 CTETICHU TEepaIuio KanernuTabuHom
CIIENlyeT NpepBaTh J0 HCYE3HOBEHUS CHMITOMOB HIIM HX yMeHbIneHus 10 1 cremenu. [lpu
BO3HUKHOBCHHHM CHHIpPOMa 3 CTeNeHH MOCIeAyIomue M03bl KanenuTabHHA JO/DKHBI OBITh
yMeHbUIeHb.  Burtamun B6  (nmpumokcmH) He  pEKOMEHAYETCS  NPUMEHATH  JUIA
CHMMIITOMaTH4€CKOr0 MM BTOPHYHOTO NMPOPUIAKTHYECKOTO JICUEHHS JaOHHO-TIOJOMIBEHHOIO
CHMHIpOMa NpH Ha3HAYEHHWH KaleluTabMHa B KOMOWHAIMK C IMCIUIATHHOM, IOCKOJBKY OH
MOXeET CHWXaThb -3(exTuBHOCTh nHcIUIaTUHA. HMerorcs naHHBlE 06 3(0deKTHBHOCTH
JEKCIAHTEHONa B NPOQHIAKTHKE PAa3BHTHS JaJOHHO-MIOJOIIBEHHOTO CHHAPOMA IIPH TEPANMH
JIeKapCTBEHHBIM cpeAcTBoM Kanenurabus.

Kapouomoxcuunocmo

KapavoToKCHYHOCTS NIpH HCIIONB30BaHWM Tepanmud (QTOPIUPMMHIMHOM BKIIOYaeT B cebs
HH(ApKT MHOKAp/Ia, CTEHOKAP/KIO, apUTMHIO, OCTAHOBKY CEp/Ia, CEpCUHYIO HENOCTATOYHOCTD
u mMeHeHus OKI' (a Takke BechbMa pefikue ciyyad yaamHeHHoro uHTepBama QT). DTu
HEXENaTeNbHbIE ABJICHUS 60Jiee XapaKTepHbI I OONBHBIX, HMEIOIUX HIIEMUYECKYIO 6ONe3Hb
cepaua B anamHese. Habmonanuce cepaeunblie apuTMuH (BKIIOYas GUOPHILISALHUIO JKEJIyI0YKOB,
ABYHAIIPaBJICHHYIO BEPETEHOOOPA3HyI0 JKEIyAOYKOBYIO TaXWKapIuio U OpaJuKapAuio),
CTEHOKapaus, MH(QapKT MHOKapja, OCTaHOBKa Cepala W KapJUOMHONIATHS Yy MNAlHEeHTOB,
NpHHAMAIOMKX KanenutabuH. Heobxoammo coOmronath OCTOPOXHOCTH y IAlMEHTOB C
apUTMHEH U CTEHOKAapAUeH B aHaMHe3e (cu. pasoden «Ilobounoe Oeticmeuey).
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L'uno- unu cunepxanvyuemus

['umo- M runepkagbleMus COOOLIATHCh BO BpeMs JicdeHus kanenutabuHoM. Heobxoaumo
co0iroaTh OCTOPOXKHOCTh y TALMEHTOB C THIO- HWIM THIEpKaIbLUEMHUEH (cm. pasoen
«llobounoe Oeticmeaue»).

3abonesanus yenmpanvrou u nepudepuiecKol HepPBHOU CUcmeMbl

HeobxoaumMo cobmogaTh OCTOPOXKHOCTh Yy IAIHEHTOB C 3a0oneBaHUMEM LEHTPANbHOH H
nepudeprdeckoii HEpBHOM CHCTEMBI, HAIpHUMep, MeTacTa3aMH B TOJIOBHOW MO3I WK
HEBpomaTues (cm. pasoen « B3aumooeiicmeue ¢ Opyzumu 1eKapCmeeHHbIMU CPEOCMBAMUY).
Caxapubviii Quabem wiu HapywieHue 31eKmpoIumHo20 bananca

Heobxo1uMo co6ITI0aTh OCTOPOXKHOCTS Y MAIIMEHTOB C CaXapHbIM AHA0ETOM WM HapylIeHUEM
SNIEKTPOJIMTHOro OajiaHca B CBA3H C TE€M, YTO MX COCTOSHHE MOXET YXYAIIAaThCS BO BpEMs
JICUYCHHUA KaleUTaONHOM.

Anmuxoazynanmul KyMapunoeo2o paoa

B nccnenoBaHNN 1€KapCTBEHHOIO B3aMMOJEHCTBHS MOCIIE OJHOKPATHOTO BBEACHHs BapdapHHa
KanenuTaOuH 3HAYMTEIBHO yBemwumwi Iwioumianb nox kpusoit (AUC) S-apdapuna (57 %).
PesynpTaTel HMcceOBaHUS MPEINONATAlOT B3aMMOLEHCTBHE, B OCHOBE KOTOPOTO JIeXaT
noaasnenue usopepmenta P4502C9 uuroxpoma moj BIHMSHHEM KareluTabuHa. Y MalUeHTOB,
OJTHOBPEMEHHO IIOJy4yaBIIMX KamnmenuTaOMH M aHTHKOATYJISHTHI KyMapHHOBOrO psaia
IIEPOpANbHO, HEOOXOMMMO pPETYJISAPHO KOHTPOJIMPOBATh pEAKIUIO Ha AHTHKOATYJISHTHI
(BeJIMYHHY MEXIYHApOJHOr0 HOpMaiu3oBaHHOro oTHomenus (MHO) mimu nporpoMGHHOBOE
BpeMs), a TaKKe JOJDKHBIM 00pa3’oM KOPPEKTHPOBATh J03y AHTHKOATYJISHTOB (CM. pasoen
«B3aumooeiicmeue ¢ Opy2umu IeKAPCMBEHHBIMU CPEOCMBAMUY).

Hapywenue dynxyuu nevenu

IIpu oTcyTcTBHE HHGOPMAIHH 110 6e30MAaCHOCTH U 3¢ (GEKTUBHOCTH Y HAIMEHTOB, CTPAIAOIIHX
HapylleHHeM OQYHKIMH I€YeHH, HEOOXOOMMO COOJIONATh OCTOPOXKHOCTH IPH JIETKOH WIIH
YMEPEHHOH CTENEHM HapymeHHs (GYHKIHHA INCYCHH BHE 3aBHCHMOCTH OT HAJWYUS HIH
OTCYTCTBHS METacTa3oB B NedeHHU. [Ipuem kxanenuraGuHa MOMKEH OBITH MPHOCTAHOBIEH NPH
TOBBIICHAH, CBSI3aHHOM C NPOBOXMMO¥N Tepamueii, ypoBHs Omnupybuna > 3,0xBI'H (BepxHss
I'paHHIla HOPMBI) UIIK NOBBIIIEHUH, CBA3aHHBIM C IPOBOJUMOM Tepamuel, ypoBHS MEYCHOYHBIX
amuHOTpaHcdepas (AJIT, ACT) > 2,5xBI'H (BepxHsas rpannia HopMsl). [IpoBenenune tepanuu
MOXHO BO30OHOBHTH IIPH CHIDKEHHH KOHUeHTparuu Owmmpybuna no < 3,0xBI'H (BepxHsas
rpaHuila HOPMBI) H YPOBHsI IEYCHOYHBIX amuHOTpaHcdepad mo 2,5xBI'H (BepxHss rpanuna
HOPMBI).

Hapywenue dynxyuu novex

YacToTa pa3BUTHS HEXeNaTeNbHBIX SIBJICHUH 3 U 4 CTEeHH TSXKeCTH ObLIa BBIIIE Y MALEHTOB C
HapylleHHeM (QYHKIMH MMOYEK CpeaHedl CTeNeHH TSHKEeCTH (KIMpEeHC KpeaTHHHHA COCTaBIIIET
30-50 ma/MMH) moO cpaBHEHHIO ¢ OOIeH momyisiuei (cm. pazoenvt «Cnocob npumeneHus u
oosupoexa» u «Ilpomusonoxazanusny).

Heduyum oueuoponupumudunde2udpozenazor (JIITT)

B penxux cinydasx HempeaBUIEHHBIE TsDKENbIE SBICHHS TOKCHYHOCTH (HAIpEUMEp, CTOMATHT,
apes, BOCHAJEHHME  CIHM3HCTBIX 000JOYEeK, HEHTpONeHHs M  HEHPOTOKCHYHOCTB),
accouMMpoBaHHBIE C S-dropypanmioM (5-OVY), o0ycloBIeHbI HEJOCTATOYHON aKTHBHOCTBHIO
maruaponapumuanHaeruaporesassl (1), V manueHToB €O CHHXKEHHEM WM IOJIHBIM
OTCYTCTBHEM  aKTHBHOCTH  Juruaponmpummumuaiaeruaporenassl  (AIIA)  (depmenrta,
YYacTBYIOIIEr0 B pPACHICIUICHMH (TOpypaliia) TOBBIIEH PHUCK Pa3BUTHA  TKEIbIX
KU3HEYTPOXKAIOIMX WK daTaNbHBIX HEXENATeTbHBIX peakifii, 00yCIOBIECHHBIX IPeMEHEHHEM
¢ropypamuia. HecMoTps Ha TOT pakT, MaKCUMATBHBIA PUCK Pa3BUTUSA JKH3HEYTPOXKAIOMIMX U
GaragbHBIX SBICHUH TOKCHYHOCTH OTMEYAeTCs Y MAIlMEHTOB ¢ ONpENeICHHBIMA TOMO3HTOTAMH
HIIH ONpeleNeHHBIM Ha0OpOM T'€TepO3HIOTHBIX MYyTalui B JoKyce reHa DPYD, BbI3bIBAIOIIMX
HIOJIHBIM WM YaCTHYHEIM HeHIMT quruaponupumuunieruaporesassl (JII1J]) (xak onpeneneto
B J1abOPaTOPHBIX TecTax). TakuM ManueHTaM He CJIEAyeT HazHadaTh TEPalHIO JIEKapCTBEHHBIM
cpenctBoM Kanenurabun (cm. pasoen «IIpomusonoxasanusy). JId INAIBEHTORComdiOTHBIM
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nebuuuTOM aErHapondpuMuIMHAEruAporeHassl (JIIJI) OTCYTCTBYIOT 03Bl OTBEHAIOUIHE
npod o 6€300acCHOCTH.

Y NanMeHTOB ¢ YaCTHYHBIM AeQHUIMTOM JUTHAponupuMuuHaeruaporenassl (JII) (Hanpumep,
y TalHMeHTOB ¢ MyTamued rerepo3uror rena DPYD), B ciaydae eciid IO/b3a TeEpalHH
JIEKapCcTBEHHBEIM  cpencTBoM  Kamenurabun (c y4eToM BO3MOXHOCTH IIPHMEHEHUS
AIBTEPHATHBHEIX HE(TOPIHPUMHUINHOBBIX XAMHUOTEPAIIEBTHIECKMX CXEM JICYEHHS!) [IPEBBIIIACT
NOTEHIMANBHEIH PHCK, CleAyeT CcoOMoaaTs OcOoOYI0 OCTOPOXKHOCTb. Y TaKHX NalHeHTOB
HEOOXOIMMO INPOU3BOAUTH HOCIEAOBATEIbHBI MOHMTOPHHI W KOPPEKLHUIO AO3Bl C Y4ETOM
IIPOSIBIICHUS TOKCHYHOCTH. s MIaEHTOB c YaCTUYHOMI AKTHBHOCTBIO
muraaponupuMuaaHaerunaporenassl (JI1J1), koropas usmMepseTcs MOCPEACTBOM ONPEAETCHHBIX
TECTOB, OTCYTCTBYET TOYHAs BEIMYMHA 03Bl B CBA3H C OTCYTCTBHEM JIOCTATOYHOIO KOJINYECTBA
uHpopManuu.

V DnanyeHTOB ¢ HEBLIIBIEHHBIM JedUIOUTOM mUruaponupumumusaeruaporenass: (JILI),
MOJIYYAIOIIUX TEPAINI0 KamelHTaOMHOM, MOTYT BO3HHKHYTH >XH3HEYTPOXKAIOIIHE SBIICHHS
TOKCUYHOCTH, MpPOSBISIONIMECS CHMITOMAaMH OCTPOH  IEPelO3HPOBKH  (CM.  pasoei
«Ilepeoosupoexay). B ciyyae BOIHMKHOBEHHS SIBICHHH OCTPOH TOKCHYHOCTH 2-4 CTENEeHH
HEOOXOQMMO HEMEIUIEHHO IIPEKPATHTh Tepamuio. PeleHue o IOJHOM INPEKpalleHUN Tepanuu
JIOJDKHO OBITH OCHOBaHO Ha KIHHHYECKOH OIEHKE Jae0roTa, JUIMTENIBHOCTH H  TKECTH
HaOI0/TaeMBIX SBJIEHHH TOKCHYHOCTH.

Odmanvmonozuseckue 0CrONCHEHUS

Crnenyer HabmozaTh MNAIMEHTOB HA @pPEIMET BO3HUKHOBEHHS O(TATBMOJOTHYECKHX
OCJIOKHEHMH, TaKMX KaK KEPaTHT WIH IaTOJIOTHH POTOBHUIIBI, OCOOEHHO B CiydYae HaJIHYHS
HApYIICHHM CO CTOPOHBI OpraHa 3peHds B aHaMHe3e. B ciyuae pa3sBUTHs OCIOXHEHHH CO
CTOPOHBI OpraHa 3peHus HeoOXOAMMO Ha3HAYUTHh COOTBETCTBYIONLIEE JICUEHHE.

Cepve3snble K0JiCHbIE peaKyuu

JlexapctBeHHOE cpeacTBo KamenuTaOWH MOXKET BBI3BaTh Pa3BHUTHE TaKHX CEPHE3HBIX KOMHBIX
peakuuii, kKak cunapoM CtuseHca-/PKOHCOHA H TOKCHYECKOTO SMUAECpMaTbHOro Hekponusa. [Ipu
Pa3BHTHH TSKETBIX KOXHBIX peakuuii Ha (oHE IPHUMEHEHHUS JIEKapCTBEHHOIO CpEICTBA
KanenuraGuH IpueM JeKapCTBEHHOIO CPEACTBA CIIEAYET IPEKPaTUTh ¥ HE BO30OHOBIIATE.

B cBa3M ¢ TeM, YTO JeKapCTBEHHOE CPEACTBO COAEPXKHT OE3BOIHYIO JIAKTO3y B KauecTBE
BCIIOMOTATENIBHOIO CPEACTBa, TMAlMEHTaM, CTPajaloIldM OT pPEIKHX HacIeICTBEHHBIX
3a60JIcBaHKi HENEPEHOCHMOCTH TalakTo3bl, Aedumura Jlamma HIM INIIOKO30-TajlaKTO3HOM
ManbabcopOruy, He CIIeAYeT MPHHUMATD HACTOSIIEE JIEKAPCTBEHHOE CPENICTBO.

B3anmozeiicTBHE ¢ APYrHMH JIEKAPCTBEHHBIMH CPEICTBAMH.

HccenenoBanus o B3aUMOJECHCTBHIO IPOBOIMIMCH TOBKO Ha B3POCIBIX NALUEHTAX.
BianmopeiicTBre ¢ NPYTrAMHU JICKAPCTBEHHBIMH CPEICTBAMH

Cybcmpamer yumoxpoma P4502C9

CrenmanbHBIX HMCCIIENOBAHUM JIEKApCTBEHHOTO B3aMMOACHCTBUS KamenuTaOMHA C JAPYTHMH
JIEKapCTBEHHBIMH CpEACTBaMH, Merabonusupyrommmucs uszopepmerToM 2C9  CHCTEMBI
mutoxpoma P450, He mpoBommiocs, 3a HcKmoueHHeM Bapdapuna. Crexyer cobmonarh
OCTOPOXXHOCTH IPH OJAHOBPEMEHHOM IpHUMEHEHHH ¢ cybcTpartamu 2C9 (Hanpumep, GEeHUTOUH).
CMoTpH TakkKe B3aMMOIEHCTBHE C AHTHUKOAryJsHTaMH KyMapHHOBOTO DsJa HHXKE, a TaKkKe
paszen «Ocobble yKa3zaHHSY.

AHmMUK0a2yIaHmbl KyMApuH08020 paoa

VY NanueHToB, IPMHIMABIIKX KaneuTaOuH OHOBPEMEHHO C AHTHKOAryJISHTaMH KyMapHHOBOTO
pana, TakMMH Kak BaphapuH W (EHIPOKYMOH, cOOOIANoch O HAapyLICHHsSX IMOKasaTelseH
CBEPTHIBAHHUS HW/WJIA KPOBOTECYEHHSAX dYepe3 HECKOJBKO IHEH MM MECALEB IOCIe Hadajla
Tepanud KamemuTaOMHOM, a B HECKONBKHX ClIydadX — B TEYEHHE OJHOr0 Mecsua Iocjie e
3aBepileHdsl. B HCCle0oBaHMM JIEKapCTBEHHOTO B3aMMOJEWCTBHSA I0CIE OJHOKPAaTHOIO
BBE/leHMs BapbapuHa B go3e 20 Mr Kkameuutabus yBenuumna miomans kpusoi (AUC)
S-apaprna Ha 57 %, a BeMYHHY MEXIYHAPOJHOro HopMau3oBaHHoro otomenus (MHO) —
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Ha 91 %. B cBa3m c TeM, uro MeraGonusM R-papdapuHa He IIOABEprcsl BO3/EHCTBHIO,
HACTOAIIME PEe3yIbTaThl MOKa3bIBAIOT, YTO KalCHUTaOWH CHIDKAET COACpXkaHHE H30(epMeHTa
2C9, HO He OKa3BIBaeT BO3/EHCTBYSA Ha H30(hepMenThl 1A2 1 3A4. V NalHeHTOB, OTHOBPEMEHHO
INPHHUMAIOIINX KaNeuUuTaOuH ¥ aHTUKOAryJITHTBI KyMapHHOBOTO psijia, HEOOXOIUMO TIIATELHO
CICIUTh 3a IIOKa3aTEeNsIMH CBEPTHIBaHMS (IPOTPOMOMHOBOE BpEMS MM MEXIYHAPOIHOE
HopManu3oBaHHoe oTHomeHne (MHO)), no3y antukoarynsHTa crieayer moaduparh B
COOTBETCTBUH C ITHMH ITOKA3ATEIIIMH.

Denumoun

Ilpn onHoBpeMeHHOM mpHeMe KameuuTabuHa W (EHUTOMHA COOOIIATOCH 00 YBEIMYEHHH
KOHIICHTPalUH IIOCHECIHEro B IUIa3Me, YTO MIPHBOIIIIO K MOSBJIIEHHIO CHMIITOMOB HHTOKCHKAI[HH
(beHUTOMHOM B OTIAENBHBIX CIyYasx. Y NAlUEHTOB, NOTYYAIOUIHX OJHOBPEMEHHO (PEHHTOHH M
KaneuTabhH, HEOOXOMMMO PETyJIIPHO KOHTPOIMPOBATH KOHIEHTPAIHIO (PEHUTOMHA B ILIa3Me.
Donunosas kucroma/ponuesas kucioma

Ilpu uccnenoBanuM KaneuuTaGuHA NPM OJHOBPEMEHHOM IpHeMe ¢ (OTHHOBOM KHCIOTON He
OBUIO OTMEYEHO 3HAYMTENBHOIO BO3NEHCTBHS HA (ApMaKOIMHAMHUECKHE I1apaMeTpbl
KarenutabrHa u €ro MeTabouToB. TeM He MeHee, POIMHOBAs KHCIOTA OKa3aia BO3ACHCTBHE HA
(apmaxoMHAMIYECKHe NapaMeTphl KaneluuTabuHa. Ero TOKCHYHOCTE MOXKET GbITh yBeIMYeHa
IIOCPEICTBOM (hOIMHOBOM KHCIIOTHI: MaKCUMAJIBHO TMepeHocuMas go3a (MILJI) xameruraGuna B
Ka4eCTBE HMHTEPMHTTUPYIONETO pexuma coctapmia 3000 Mr/M® B JeHb, B TO BpeMs Kak
MakCHMaJbHO IepeHocuMas no3a (MIT) coctapmsiia mums 2000 Mr/M> B ieHb B KOMOHHALIH C
onuHOBOM KHCTOTOH (30 MI' I IEPOPATEHOTO NpHEMa). Y BeIMUYEHHBIH YPOBEHb TOKCHYHOCTH
MOXCT UMETh 3HaYCHHE NPH Hepexoae ¢ Tepanuu S-¢propypanmnoM (5-DV)/nelixoBopaHOM Ha
TEPAIHIO KalleUTaOUHOM, a TaKKe I yCHIEHHs HOCPEACTBOM (OIMHOBOH KMCIOTHI AeHIMTa
CON (ONMEBOHM KHCIOTHI B CBA3HM CO CXOXKECTHIO MEXIY (ONHHOBON KHCIOTOM M ¢bommeBoit
KHUCIIOTOM.

Copusyoun u e2o ananozu

BBUIO ONmHMCAaHO KIMHHYECKH 3HAYUMOE JIEKAPCTBEHHOE B3aHMOJCHCTBHE COPHBYIHHA H
5-¢ropypanuna (5-OVY), B 0CHOBE KOTOPOTO J€XHT HHTHOMpYIOMMii >p(peKT COpHBYAHHA HA
AuruaponvpumuauHaeruaporenasy (JAI1J1). Vka3aHHOe B3auMOAEHCTBHE MOXET MPUBOAUTH K
daTanbHOMY yCHIIEHHMIO TOKCHYHOCTH (GTOpIEpMMHIMHOB. IT0STOMYy He CleAyeT Ha3HadaTh
KanenuTabMH OJHOBPEMEHHO C COPHUBYAMHOM WJIH €ro CTPYKTYpPHBIMHM aHAJOraMH THIA
OpuBynuna (cm. pasden «IIpomueonokasanusy). Clemyer coOmonaTh Kak MHHHMYM
4-HelIeNbHBIA HHTEPBAI MEX/Iy OKOHYAHMEM TEPAllMH COPMBYIMHOM IJTH €TO CTPYKTYPHBIMH
aHaJIoraMH, TAKMMH KaK OpHBYIMH, 1 HA4aJIOM JICUEHHUS KAEUTaOHHOM.

Aumayuo

IIpoBoauinocs HcclenoBaHHE BO3AEHCTBUS TMAPOKCHAA AMIOMHHMS M THMAPOKCHIA MATHHS,
COZIepKalllero aHTauu/l, Ha papMaKOKHHETHICCKUE MapaMeTphl KanelurabuHa. Bputo oTMedeHo
HEOONBIIOE TOBEINIEHHE KOHLEHTPAlMM KalelMMTabMHAa M OJHOTO K3  MeTaGOoNMTOB
(5'-ne3okcu-5-¢propunrrmue (5-ADLT)) B mwiasme kposu. Ha Tpu OCHOBHBIX MeTaboiuTa
Kanernurabuna (5'-ne30kcH-5-gropypunus, 5-¢propypanun u a-prop-p-ananuna (5'-IOYP, OV
1 ®BAJI)) uccnenyeMsie cpencTBa BIUSHUI HE OKA3bIBAIH.

Annonypunon

Habmozxamice B3amMoneifcTBHs awtomypuHona ¢ 5S-ropypanmioM (5-OY) ¢ BO3MOXKHBIM
CHIDKEHHeM d{dexturocTr S-propypammma (5-@Y). Crexyer u3beraTh OIHOBPEMEHHOTO
IpHeMa aJIONyPUHOJIA B KalleUTaOuHA.

Humepgpepon anvgha

MakcumanbeHo nepeHocumas nosa (MITJI) kanenuraGuHAa B KOMOMHAIMM C HHTEP)EPOHOM
2-anbda (3 MEeXIYHAPOMHBIX MITH-COUHHLB/M’ B cytku) cocrasmia 2000 Mr/mM> B CYTKH, B TO
BpPEMS KaK MaKCHMAJIbHO IIEpEHOCHMas 103a KanenuTadiHa B KayeCTBE MOHOTEpAIIMH COCTABHIIA
3000 Mr/M> B CyTKH.
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Jlyuesas mepanus

MakcumansHo meperocumasn no3a (MIII]) kaneuuTtaGuna B KOMOHHAIUY C JTy4€BOM Tepanueii
IIpH JICYCHHH TIAMEHTOB C paKOM HpsAMOM KuIUKM cocTtaBmia 2000 mr/m’> B 1eHs pu
HCIPCPHIBHOM PEXHME TEDAITMH MM HPH PEXHUME TEpalHd C NOHEAENbHHKA 110 NATHHULY H
6-ZHEBHOM Kypce JIy4eBOH TepanmHu, B TO BpeMs KaK MaKCHMATBHO IIEpeHOCUMasl 1032
KanenuTablHa B MOHOTEPAIINH B HHTEPMHTTHDPYIOIEM pesxumMe coctasuna 3000 Mr/M B CYTKA.
Okcanuniamun

KiuHpdeckn 3HAYMMOM pasHMIBI B OKCHOSHIMHM KalenUTabWHA WIH  METaGOIHTOB
OKCalIHIIATHHA (CBOOOAHOH IVIATHHBI WM OOIIEH IUIATHHBI) OpH KOMOUHHPOBaHHOM
TPHMCHCHIY KaNlelUTabuHa M OKCATHILIATHHA, HE3aBHCHMO OT IIPHCYTCTBHS 6eBannzymaba, He
OTMEYEHO.

besayuzymab

Knuangeckn 3naqnmoro >ddekra OeBanusymaba Ha (papMaKOKHHETHKY KalequTabHHa WM ero
MeTabONIHTOB HE OTMEYEHO.

BsanmoneicTBre ¢ MpoyKTaMy UTaHHSs

B Xone Bcex KIMHWYECKWX WCIBITAHHN NALMEHTH GHUIH HPOMHCTPYKTHPOBAHB! MPHHUMATE
KanenurabuH B Teuenne 30 MHHYT TOcie mpueMa MU, B CBS3H TEM, YTO HACTOSAIIAs
MH(}OPMaIHA 110 Ge30nacHoCTH U 3pPEKTHBHOCTH OCHOBBIBACTCS HA IIpHEMe JIEKapCTBEHHOIO
CPEACTBA C MHMIICH, KalleUTabkH PEKOMEH/IyeTCs IS IPUeMa BO BpeMst efibl. [Ipuem Bo BpeMs
CABI IOHMKAET yPOBEHB abCopOLMH KaneluTabuna (cM. pazden « DapmaxokuHemukay).

Bausinne Ha ciioco6HoCTL ynpaBasTs TPAHCMOPTHLIMH CPEACTBAMH H MEXaHH3MAMH.
Jlexapcteennoe cpenctBo Kamenmrabun o6nafaeT HEGOIBIIMM HITH YMEpPEHHbIM BIIHSHHEM Ha
COCOOHOCTH YNPABJIATH TPAHCIOPTHBIMU CPEICTBAMH, MeXxaHU3MaMu. IlamuenTam, y KOTOPBIX
BOSHHMKJIH TaKH€ HEXCNATENbHbIC SBJICHHS KaK TOJOBOKDPYXEHHE, ¢1a00CTh MM TOLIHOTA,
CIEYCT BO3ACPIKATECS OT YIPABICHUA TPAHCIIOPTHBIME CPEICTBAMHE, MEXaHU3MaMH.

YcnoBust XxpaneHHs B CPOK FOJHOCTH.

XpaHuUTE B 3aIIUIIEHHOM OT CBETA MECTE [IPH TeMueparype He Boie 30 °C.

XpaHUTb B HEAOCTYIIHOM JIJIS I€Teit MecTe.

Cpoxk rogroctu 2 roga.

He npumensats nexapcTBeHHOE CpesicTBO MOCTe OKOHYAHHS CPOKA TOXHOCTH, yKa3aHHOTO Ha
YIaKOBKe.

YcnoBus ormycka.
ITo penernry.

YnaxoBka.

1o 10 TaGnetok B 6mHcTepe U3 GOABIH ATFOMHHHUEBOH U TWIeHKH [IBX.

Ilo 1 Gaucrepy BMecTe ¢ WHCTpyKuHmel 1o MEIUIHHCKOMY IIPUMCHEHHIO IOMEINAIOT B
KapTOHHYIO MauKy.

IIponsseneno: FOnaiiten buorek (IT) JItx.,

Bumnemx barGanus, Bagmu — Hanarapx Poyn, Jluct. Conan, Xumaxan IIpagem — 174 101,
Nupns.

Ynakosano: OAO «HecBuxkckuii 3aB0T MEIUUMHCKUX IIpEnapaToBy,

Peciy6ruka Bemapycs, 222603, Munckas o6nacts, HecBrkckwuit pation, moc. Aun0a,
yi1. 3aBojcKas, 1.
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