JlekapcTBeHHas Tepanus
XPOHUYECKOro 6oneBoro cMmHapoma

Y OHKOJIOrM4eCKux OONbHbIX.
YTO HYXXHO 3HaTb TepaneBTy?

Bpay-oHkonor, pagunotepaneBT Josrans A.HO.
bY3 OOKO[



bOJIb

* MexayHapoaHas acCOUaIMs 10 U3YUYECHUIO
oonu IASP onpenenuina 00Jb Kak
CHENPHUATHOE YYBCTBO HUJIU YMOIMOHAIBHOE
OILLYILIEHUE, CBA3AHHOE C AJEUCTBUTEIbHBIM
WJIA BO3MOKHBIM IIOBPEXKICHUEM TKAaHU UIIH
OIIMCBIBAEMOE B TEPMHUHAX TAKOTO
IIOBPEXKICHU



* [IpakTUECKHU KX TPETUU HALIUECHT,
BIICPBBIC MIPHUILIECAIINNA HA IPUEM K
OHKOJIOT'Y, MICIIBITEIBAET 00JIb Pa3HOU
CTECIIEHM MHTEHCUBHOCTHU. B ciyyae
YCIICIITHOI'O IIPOTUBOOITYXO0JIEBOI0 JICUCHUS
00JIb YMECHBIIIAETCSI X HUBEIUPYETCS
IOJIHOCTHIO. 1Ipu reHepanuzanuu
OITYXOJIEBOIO IIpoLecca 00JIb SIBISICTCS
CUMIITOMOM, CHHKAIOIIMM Ka4deCTBO KU3HU
70-100% oHKOIOTHMYECKNX OOJIBHBIX.



YacToTa pa3Butua 6oneBoro cuHapoma B
3aBUCUMOCTM OT CTaAnmn pa3BUTUSA ONyXonu

HAYAJIbHAA - 50 %
PACIMPOCTPAHEHMUA - 75-80 %

TEPMUHAIIbHAA - 90-100 %



Kiaaccudpukanusa 00/1u

HouunuentuBHag

AfOekBaTHas
domnsnonormnyeckas peakums
Ha boneBble pasapaxXntenm

Heunponatnyeckasa bornb

BoneBble ouwyLeHNs, KOTOpbIE
BO3HUKAIOT B pe3yrnbrate NpsamMoro

nCMXOI-eHHaﬂ noBpexaeHmnd HepBHOI7I CNCTEMDI
Ui NaTosformM4ecKkoro npouecca B
60ﬂb, BO3HMKaAOLWad Ha COMAaTOCEHCOPHON CUCTEME.
nHAMBUAYyansLHO

3Ha4YMMoe SMOLMOHaNbHOE
BO3OeNCTBME



OcTpasa n xpoHmnyeckasi oosnb

OcTtpas d6onb - CMMMTOM

XpoHu4yeckasa 6onb — cMHAPOM, 60NEe3Hb

* bonb — Begywas xanoba B 40% Bcex NnepBUYHbLIX 0OpaLLEHNI
K Bpauy

* W3 Hnx B 20% - 3TO XpoHn4yeckas 6ornb

« XpoHu4eckas bornb - bonee 3-6 mecsues

* [lpuBOoanT K Ae3aganTtaunm, CoONpoBOXAAETCA Aenpeccunen u
TpeBoromn

* He BbINOMHAET 3aLUNTHYIO PYHKLMIO



Kiaaccupukanusa
«IPOPBIBHOM 001H»

« CnoHTaHHas 60onb (BO3HMKAKOLWME HEOXNOAHHO)

¢ «3Inu3ogunyeckas» 6orb (Incident pain).
— 6onb, 06yC/IOBNEHHAs CaMOCTOATENbHBIMU 3aboneBaHUsIMM

— 6onb, 00yC/10B/1IEHHAA HEMPOM3BONbHOW aKTUBHOCTbIO
(kawenb, pBoTa, TEHE3MbI)

— Bonb Kak pesynsrart fiedebHbIx npoueayp (knmsma,
NpOMbIBaHWE XXenyaka n ap.)

 bonb, 06ycn0|3neHHa$-| HEeJoCTaTOYHON NPOAOOITKUTESIbHOCTbIO
A03bl aHallbretTukKa

(end-of-dose failure)

Cancer-related Breakthrough Pain, A. Davies, Oxford Pain
Management Laibrary, Oxford University Press, 2006.



[lcuxoreHHaa ©onb 3TO 0coObIN BUO Oonu,
BO3HMKAOLLMN B OTBET Ha nHOAMBMAOYaNbHO
3Ha4YMMoe 3SMOoLUMOHalIbHOE BO3OEUCTBUE:

6onb NpoBoLMpyeMas 3MOLIMOHarbHbIM (DaKTOPOM
N MbILLIEYHbIM HaNPSKEHNEM

bpen 1 rantounHaumm 6onu rnpum rncmnxosax

bonb Npu NCTEPUN HE NMEIDOLLIME COMAaTUYECKON
OCHOBBI

bonn npn genpeccum

(Merskey H., Bogduk N., 1994)



HouunuentuBHasa 0onb

®* [lepBnYHaga runepanre3nsd

(ceHcumu3auusi Hep8HbIx oKoH4YaHuUU A-O n C BOJIOKH)

® BropnyHasa runepanresus

(ceHcumu3auusi ueHmparbHbIX HOUUUENMUBHbIX

HelUpOHOB8 Ha ypOB8He CrUHHO20 M032a U 8biueriexxaujux
omaoernoe LIHC)



[lepBuYHaga rmunepanre3ns

(ceHcumu3auyusi Hep8HbIx okoHYaHuU A-0 u C 80J10KH)

P HenponenTuabl
ebldesisiriowWuxcsl us
anroreHsbl nna3mMeHHble ( mepMUH;‘L a
anroreHsbl 80J10KOH
MCTaMWH
CEPOTOHIH « CybcTtaHuma P
AHETUTIXOTIMH = HenmpoknHuH A
gZMgOTpmeHbl = BPALVIKMHH = KalbLWOTOHMH
SHOOTENUHbI " KalnnanH -TeH-
MFE-D POACTBEHHbIN-
OKCUA a3oTa nentna
MoHbI K*, H* (CGRP)

n ap.



© Elsevier 2006. McMahon & Koltzenburg: Wall and Melzack's Textbook of Pain 5e - www.textbookofpain.com

TepMuHanu HoUeunnTUBHbIX adpdPepeHTOB B KOXE YernoBekKa.

(Confocal microscope photo graciously provided by M.J. Polydefkis, J.C. McArthur and
J.W.Griffin, Department of Neurology, Johns Hopkins University.)
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[TlyTn nepenayun HoumuenTtneHon nHgopmauum B LIHC

CnuHO - TanaMmn4ecknin TpakT

HenpoHbl gop3anbHbix poros CM

S8l A — NenbTa BONOKHO
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NPUYMUHBI OHKOJOTUYECKOHU BOJIU

Y 70% nauymeHToB C
reHepann3oBaHHOU
doopmoU ornyxoneBoro
npouecca
BbISIBNAOTCSA bonee
OBYX
naTodn3noNIorM4yecKmx
BMUAa

BGoneBbIX OLYyLLEHNN

(Oscar A. de BUCLIEpa/IbHAs

Leon-Casasola 2006)



[IpruyrHbl XbC y OHKOJIOTUYECKUX
OonbHBIX (110 M.A. I'epmmanoBy u M. /1.
[Tankuny 1986r.)

boinu, BeI3BaHHBIE CAMOW OIYyXOJIbIO - [IopakeHne kocTen, MITKUX
TKaHEW, BHYTPEHHUX OPraHOB, OKKJIFO3Us COCYI0B, OPraHOB
MMAIIECBAPUTEIIBHOTO TPAKTA U JIP.

bonu 1pu OCIIOKHEHUHN OITYXOJIEBOTO TIpoliecca - [1aromornueckuia
nepeioM, HEKPO3, U3bSI3BICHUE, BOCTIAJICHUE, THDUIIMPOBAHUE TKAHEN
U OPTraHoOB, TPOMOO3HI.

bosin ipy mapaHeoIIacCTUYECKOM MPoIecce - APTPOHEUPOMUOIIATUHI
bosn ipy mOCIIEeCTBUAX ACTCHU3 ALY

1) IIpu OCIOXKHEHUSAX XUPYPTAUECKOTO JICUeHUs paka ((paHTOMHbIE
00JIu MpH Craiikax, pyorax)

2) ITpu 0CIIO)KHEHUU XUMHUOTEpANUHU (CTOMATUT, TOJIMHEUponaTus,
Tr€HEPAITM30BAHHAS] MUAJITHSI, AaCEITUYECKUN HEKPO3)

3) IIpu ocnokHEHUAX JIy4eBOM Tepanuu (IMOpakeHUE KOKH, KOCTEM,
(buOpo3, MIEKCUT, HEBPUT, MUEIOIIATHS )



Ol1leHKa THTEHCUBHOCTH
00JI€BOTO CHHJAPOMA

BusyanbHaA aHazorosas LWKana oueHKku 6onam (BALL)

« BALL ucnonb3syerca ona OLEHKU UHTEHCUBHOCTU 6onn.

* KonunuecTtBeHHas MHTEHCUBHOCTb 601K oueHuBaeTca

60/1bHbIM. Honb-oTcyTcTBUE 601'IM, AeCATb-MaKCUMA/IbHO
BblpaXeHHasn 6onb.
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O11eHKa UTHTEHCUBHOCTH
00JI€BOTO CHHJAPOMA

npocraa onucarenbHas WKasa UHTeHCUBHOCTU 60K

HeT

cnabas ymMepeHHasn CUNIbHAA OYeHb CU/IbHAA HeBbIHOCUMaRN

lLikana 10-6anbHON OL|eHKNU MHTEHCUBHOCTH 60K
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BusyanbHas aHanorosas wKana 6onu
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Puc. 2. lNpocras, 10-6anbHas v aHanoroBas LWKanbl MHTEeHCHUB-
g HocTu 605n
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OCHOBHbIE MPUHLUUIDbI
Tepanuun pakoBoun 6onwm

* «4epes poT», HenHBasmBHas popma J1C
*  «MO Yacam»

* «MNO BOCXOOALLEN»

*  «MHAMBUAOYaANbHO»

* « C BHUMaAHMEM K OeTansm»

WHO. Cancer pain relief, 2"4 ed. Geneva, WHO, 1996



TPEXCTYINEHYATASA JTECTHULIA
OBE3BOJIUBAHHUA BO3

CunbHbIe onouAabl

bonb He npoxoauT ) MOPAOUH,peHTaHu,
NN HapacTaeT bynpeHopdUH, rmMapoMopdoH,
OKCWUKOAOOH, METAA0H

Cnabble onnounabl
bornb He npoxognT '

KooeuH, Tpamanosn, neTuanH
N HapacTaeTt A TP AT, A

HeonnonaHble aHaNbreTUKu

BOJIb —p

+ aAblOBaHThI

WHO. Cancer pain relief, 2" ed. Geneva, WHO, 1996



TPEXCTYINHEHYATASA JTECTHULIA
OBE3GLOJIMBAHHUA BO3 B POCCHUH

CunbHbIe onouAabl

MopduH (MCT)
deHTanun (droporesuk)
bynpeHopduH (TpaHcTeK)

bornb He npoxognT
NUNn HapacTaeT

‘Cna6ble onvouab! Tpaman

Bonb He npoxoanTt KogeuH
UNn HapacTaeTt ) Hgg&"‘eﬁg;

'HeonuounaHble aHanbreTUKn

MeTamun3ion HaTpusa, napaueramon,
BOTb = LinBC T

WHO. Cancer pain relief, 2" ed. Geneva, WHO, 1996



BO3 1986

1996
2010

1. Cos3paHue HOBbIX NpenaparToB
2. Co3aaHue HOBbIX IeKapPCTBEHHbIX (hopMm
3. Co3pgaHue HOBbIX KOMOUHaALMW nNpenaparoB



bonb c1abok MHTEHCUBHOCTH (
CTYIICHb )

* HenpogomkuTenbHbIM 00JICBOM aHAMHE3
* IateHcuBHOCTH 0011 0-40% 1m0 BAIII

* BricOKast ”HTCHCUBHOCTh HEOITHOUIHBIX
aHaJbICTUKOB (0o0see 4-6 4acoB)

e JlIMTENbHBIM HOYHOM COH, HE
IpEePBIBACMBIN MPUCTyHaMH 00JIx



1-1 crynens — CJIABAS BOJIb
I laparieramonn

coneyTtonsaowmmn achdekt

cpenHun, ObICTPbLIU
(aHanbreTuk gnsa cnabow
oonu)

npoTunBoBoOCnanunTen bHbIN

adpdekT

NPaKTU4YECKN OTCYTCTBYET

NPOAOIKNUTENbLHOCTbL Kypca
neveHwms

renaToTOKCUYHOCTb BbiCOKasA (B no3e bonee 4r B
CYTKN MOXEeT BbI3BaTb HEKPO3
neyeHwu)

MaKcumManbHas 10 oHen




1-1 crynens — CJIABAS BOJIb
MeTaMu30.1

coneyTtonsaowmmn achdekt

cpenHun, ObICTPbLIU
(aHanbreTuk gnsa cnadbix
Oconeun)

npoTunBoBoOCnanuTen bHbIN

adekT

OTCYTCTBYeT

reMaTtoTOKCU4HOCTDb

BbICOKasi, 0COOEHHO Ans
KOMOWHMPOBaHHbIX CPeACcTB

KOnnyecTBO NeKapCTBEHHbIX
topm

ABe

CTOMMOCTbDb J1e4eHus

Hu3kasi (?)




1-1 crynens — CJIABAS BOJIb
MeTaMu30.1

* MeTtamu3son (aHanbruH) 3anpeweH - 15 crtpan
o 3anpeuweHbl MeTaMn3oricoaepxatime
KOMOMHMpoBaHHbIe JIC -9 cTpaH

 PaspelueHbl oTaesnibHble NIeKapCTBEHHbIe
dopMbI, NO CTPOro orpaHNYeHHbIM MNOKa3aHUAM

Ui npun otTCytTCcTBUU arsibTeépHaTtTuB = 12 CTpaH



1-1 crynens — CJIABAS BOJIb
MeTaMu30.1

* Puck onacHuix 014 JHCU3HU NOOOYUHDIX
Ihhexkmoe eviuie npu npueme memamu3o-
cooeprcauiux KOMOUHUPOBAHHBIX CPEOCH 8

* B I'epmanuu, omkyoa memamu3os evluiesl Ha
MENHCOYHAPOOHBLU PLIHOK, ¢ 19872.
001 UWIUHCIMBO NPEenapamoe, 8 COCMa8 KOMopvlx
8X00UM MEeMAMU30Jl, ObLIU 3ANPeU|eHbl



1-1 crynens — CJIABAS BOJIb

HectepoungHble
NpOTUBOBOCMAJINTENbHbIE
npenapatsbl (HINBI1)

- Knacc papmMaKornorm4eckmux areHToBs,
TepaneBTUYECKaAd aKTUBHOCTb KOTOPbIX
CBs3aHa C npegoTBpalleHneM pa3BuTmna nnu
CHMXEHWUEM UHTEHCMBHOCTW BOCMNaneHuns
(Bosgencteme Ha LIOIM-1 n LOI-2)



[TpumeHeHnmne HIBI1 nokazaHo B 6onbLUMHCTBE
CIly4yaeB Ha BCex atanax tepanun 6onn y
OHKOJTOrMY€eCcKnX O0MNbHbIX, MOCKOSMbKY OHU
obecne4ymBaloT 0OCODEHHO XOPOLLNN SDAEKT Y
DOSIbHbIX C OMYXONAMU U MeTacTazamu,
nopa)karLMMn MArKMe TKaHn N KOCTH,
KOTOpble BCerga ConpoBOXaakTCS
Bblpa)XeHHbIM BOCMasieHUeEM.

(OcunoBa H.A. n coaBt. Papmateka Ne6, 2006).



1 - 3-1 crynenu BO3

HIIBII B Tepanuu 0011 B OHKOJIOTUUE

o JTUONaToreHeTUYecKas Tepanusa nNpu
OMyXosyieBOM NMopaxeHUU KOCTeN N MArKUxX
TKaHeWn

e JTHonaToreHeTU4YecKkana Tepanus
pacnpocTpaHeHHbIX ONyXosieBbIX NMpoueccax

 KynupoBaHue npopbiBoB 60nu Ha ¢poHe
ANUTENIbHOM Tepanuu onnonaamm

 Tepanusi 6011 NP UHBA3UBHbIX
ANarHOCTUYECKNX MaHUNYNALUAX



1.

2.

Haunbonbluee npeanoyteHvne cneayet otaaBaTb HIMBC nMelowmm KOpoTKuiA nepuog,
nonyBbIBeAEHUS (YNpaBnsieMbIM aHa/IbleTUKaM) C HAMMEHbLUIMMW N060YHLIMU 3ddEKTamMu,
HO NPV 3TOM 06ecneyYnBaroLLNX BbICTPYHO U 3AEKTUBHYIO aHa/bIE3NID

[ToO60OYHbIE

achpekTb

3q3cbemBHaﬂ

aHaJ1blIe3ns

\

Clinical Pain Management. Cancer Pain. 2nd edition. Sykes N., Bennett M. L , Chun-Su Yuan. Hodder Arnold, Part of Hachette Livre, UK,
2008, 443p.
McMahon S. B., Koltzenburg M., Wall and Melzack’s Textbook of pain.-5-th edition.- Elsevier Churchill Livingstone.- 2006.-12



Kputepun oueHKn TepaneBTU4eckoro adpdekra
HIBI'

1) BbICTPOE BCcacbiBaHMe (MakcMMarnbHasa KOHLUEHTpaUNUs B niasme
yepes 1-1,5 v);

2) KOPOTKNK Nepuog rnonysbiBeaeHUs (oKomno 3-5 Y);

3) OTCYTCTBUE aKKyMYMsSLUN U QHTEPONEYEHOYHON PELINPKYNALNN;

4) ObICTPOE NPOHUKHOBEHWE U ANUTENBHOE HaKoMMNeHne B 30He
BOCManeHus;

5) «cbanaHcmpoBaHHasgay nHrmbunuyma LIOIM-1 n LIOI-2;

6) Hanu4yne LeHTpanbHbIX aHanbreTnyecknx adoeKkToB (KeTonpodeH,
FNTOPHOKCUKaM)

Haconos E.JI., PMXK, 11(7), 2003



1-1 crynens — CJIABAS BOJIb

HIIBII — BhIcOKasi aKTHBHOCTL/OBICTPAst DIMMUHAIMS

MHH pH Tmax [T1/2

NopHokcukam 4.9 -0,5-2,0 4,0-10,0

KeTtonpodeH 4.2 0,5-2,0 1,1-4,0

KeToponak 4.5 0,5-2,0 2,6 —11,2

OuknodeHak 4.0 0,5-2,4 1,0-2,0

B Hopme pH apTepuasibHOIN KpoBW cocTaBnsaeT 7,4

Brune K. Non-opioid (antipyretic) analgesics. In: «Pain 2002 - an Updated Review» IASP Press, Seattle, 2002, p. 365-79



1-1 crynens — CJIABAS BOJIb

HIIBII — BbIcOKasi AKTHBHOCTBL/OBICTPAS JIMMUHALMS

OnutenbHaa |[lenaTtoTok

MHH ANUMUHaUmA
Tepanus CUYHOCTb
NopHoKcuKam BO3MOXHa HU3Kas AV
p 30% noykn
KeTonpocpeH BO3MOXHa |  BbICOKas TS n@Le
i meHee1% XKT
100 % - no4ku
He bornee 5 Huakas :
sfKemoponak Hei (MeTabonuaupyertcst

B MOYKax BbIBOAUTCS
novykamu 50%+50%)

OuknodeHak BO3MOYKHa BbICOKas 60-80 % - no4ku




JlopHokcukam (KCEPOKAM)

KopoTknu nepunoq nosnyebiBEAEHUSA

TopmoXxeHne obpasoBaHus

MHTprenknHa-6 1 NO = cHmxaeT nepudepmnyeckyto
CeHCUTM3auuto

JlokanbHasa bnokaga cuHtesa Nl Ha nepudepuyeckom
N LUeHTpanbHOM (TanamMmm4eckoM) YPOBHE = CHUXaeT
LeHTparbHYy CEHCUTN3aLNIO HENPOHOB

Ctumynupyert Bblga6OTKa QHOopUHa U ONHOPUHA =
aKTUBU3UPYET paboTy aHTUHOLMLENTUBHON CUCTEMDI



NNopHokcnkam (KCEDOKAM)

Hu3kasi renatoToOKCUYHOCTb

Be3onacHOCTb NPUMEHEHUS Y NNL, CTapLLEN
BO3PaCTHOW rpynnbl

BO3MOXHOCTb MPUMEHEHUA Y MALUMNEHTOB C
HapyLleHnemMm pyHKLMN noYek

MeTtabonutbl BbIBOAATCA MPEUMYLLLECTBEHHO
yeped XKT un Tonbko okono 30% novkamu



YMmepeHHast 001b (2 CTYIICHD)

e MarencuBuocth o BAIII 40-70%

e JlnmurenpHOCTH, XbC Kak mpaBUiIo
HECKOJIBKO MECSIIEB, HO MOKET OBITH U JHEU

* [Ipenaparsl 1 crynenn Mano3(pEeKTUBHBI
(MeHbl1IE 4-6 4acoB)

* HouHOI1 COH HapylleH u3-3a 00JIn



2-51 crynens — YMEPEHHAS BOJIb

HeuHBa3uBHbI | Max cyTo4yHas
AKTUBHOE e hopMbl s pa3oBas go3a

Kannw,
cBeywum,

Tpamagon i 400 mr 50, 100,150,
Kancynbl * 200 mr

O K-konTunyc | 12onemku-
NPOANEHHOro 240 mr 60, 90, 120 mr

(amrnapokonevH) | pencreus
3

Mpocuaon Taagf_ﬁ::(:'e 240 mr 10, 20 mr




2-51 crynens — YMEPEHHAS BOJIb

TPAMAJOJI — nauanbpHast cTyneHb OMMOUIHOIO 00€3001HBaHUS

AOCTOMHCTBA.

LONHOJle
niIagegLry

eunnHalou

UN’dahn
lolqLreny

cnabo BblpaXeHHble
no6o4Hble 3chheKTbl
OonuonaoB : TOLWHOTA,
3anopbl, HET YrHEeTEeHUS
AblXaHusA

MUHUManNbHbIN
HapKOreHHbIU noTeHumnan

He NPUBOAUT K Pa3BUTUIO
rleKapCcTBeHHOM
3aBUCUMOCTHU

BbICOKO3(hheKTMBEH B Tepanuum
6onu cnabon n ymepeHHoOn CUnbI

godoiuanad-r
XiI9HTUouuo

HeOJOCTaTKWN.

A heKTUBEH TONLKO Npu
yMepeHHou 6onu

MakcumanbHO
pa3peluieHHasa fOo3a
400 mr/cyT.

AHanbreTU4Yeckum
noteHuuan 0,05-0,1



2-51 crynens — YMEPEHHAS BOJIb

TPAMAJOJI — nauanbpHast cTyneHb OMMOUIHOIO 00€3001HBaHUS

eHuueHadedoH

NOCTOMHCTBA: U eHUHolodad HeaOCTaTKMu:
eledgaxee
oloHledQo NOBLILEHNA TPEBOXHOCTMH,

akKTnsumpyroiee nencrtene Taxukapaus, noBbiweHue All, Tpemop

anHavugeo| ]

. M3MeHeHMe HacTPoeHus (4acTo
MWHUMaIbHbIN ynyydlueHue, pexe — aucdopus)
HapPKOreHHbln rnoTeHuunarn

n3mMeHeHne akKTUBHOCTU ('-IaCTO

He MPUBOOMT K Pa3BUTMIO nogasrieHUe, peaKo — NoBbiWeHue)

don3nyeckon 1 NCUXMYecKomn

anunenTucgopmMHbLIe Cyaoporu
3aBNCNMOCTH e :

(0cOob€eHHO y nauneHToB NOosy4arLWwmx
CUO3CuH n TUA)

NBOVNHOW MEXaHN3M OEeNCTBUS,
0OYCIOBMEHHbIN CUHEPTU3MOM
aKTMBaLUMN aHTUHOLIMLENTUBHOWN U
nogaBfeHnsa HOUMLIENTUBHOW CUCTEM

aXuTauus, BO30YyXAEHHOCTb,
HEepPBO3HOCTb, 6€CCOHHMLA,
rmnepKuHesbl

He3(pheKTUBHOCTb HANMOKCOHa npu
nepeno3svupoBKe



TPAMAZOIJIA rn,qp OXJ/10PUL]

(Tpaman, Tpaman-petapa v ap.)

Tabnetku petapa (100,200mr),
kancynbl (50)mr

PacTBOpP A1 UHBEKL MU S50Mr B 1 mn
LO3bl
pa3oBas 50 -100-200mr
CYTOYHas 400 (600)mr
AHAJIBIE3UA
Ha4vano 30-40MuUH.

NPOAOIMKUTENBHOCTb 4- 84ac.



TPA MA.” TabneTku petapa

Tabnetku petapa 100, 150, 200mr

LO3bl
pa3oBagd 100-200mr
CyTOYHas 400 (600)mr
AHAJIEESUA
Ha4yano 40-60 MUH.
NPOAOSIKUTENBHOCTb 8-12 vac.

AJMNTEJIbHOCTb TEepParnnum MOXeET rnpeBblllaTb 1ron



3anouap -

pauuoHanbHasi KoMbuHayus deyx
pexomeHdyembix BO3
aHanb2zemukoe 8 1 mabnemke

TPAMAIJI NMAPALETAMOIJ]

37,5 MT T 325 Mr



2-51 crynens — YMEPEHHAS BOJIb
JUT'NJIPOKOAENH, AI'K = kOHTHHYC

AOCTOMHCTBA. HeAOCTaTKW.

YnpaBnsiemas aHanresus e 240-300 mr/cyT. — Mmax go3a

BO3MOXHOCTbL ObICTpPOro

5 e  AHanbreTnyeckKkumu
noabopa aHanbreTU4ecKom

noteHuuan 0,2-0,4

MpoTuBOKaLLNEeBOU 3 eKT
P b « [McTtammHonogoOHbIe peakuum

MoGouHble adhdeKTbI
obpaTumbl (TOWHOTA, PpBOTA, e 3anopbl
FMMNOTEH3UA)

* HapyweHune Mo4euncnyckKkaHus



2-1 ctryneib — YMEPEHHAS BOJIb

IHNPOCHUIOJI = 00Jb OT yMEpPEHHOUN 10

CHJILHOMU

AOCTOUHCTBA.

BbiCcTpoe Ha4yano AeucTBun
(10-15 MuH) + BbiCcOKan
achdpeKTMBHOCTb

NMepudepuueckan
Basoaunatauus

HeakTuBHbIe MeTabonuTbl

OGpaTumble No6oYHbIE ahheKTbl
(TowHoTa, pBOTA, COHNMBOCTL)

B0O3MOXHOCTb NPUMEHEHUs Npun
YMEpPEeHHOMU U CUNbHON 6onu n
npu npopbiBax 6onu

godo.l %had-rl
Xi9 H\;gaﬂu uo

LOWEHale
UUND
ahulal
qLUeHy

He4OCTaTKM:

BbICOKMM HAPKOreHHbIN
noteHuman (NMMKoBble
KOHUEeHTpauum)

BO3MOXHO pa3ButTue
JIeKapCTBEHHOMU
3dBNCUMOCTHU

TOLHOTA, PBOTa,

3anopbl , HapyLieHue
Mo4yeuncnyckaHums (npu
ANUTeNbHOM npueme),

rMNOTEeH3Usl U opToCTaTUN.
konnanc (peako)



CuiibHast 0016 (3 CTYIICHB)

e MatencuBuocth o BAIII 6oee 70%

* Hegocrarounas 3¢ppeKTMBHOCT TpaMa1oJia
¢ HIIBC

* HenpoaomkurenbHbil 3O PEKT pa30BOM
0036l mpocuaoiia 20mMr (MeHbIIe 4-6 4acoB)

* HegocrarouHas 3(p(PEeKTUBHOCTh HU3KUX
103 culibHBEIX onmouaoB (TTC (penTanuna
12.5mr/4 nan 20 mr/cyt mopguHa cyiabdara
B Ta0 MJIM Ka)

* HouHoM COH HapyIeH u3-3a 00Ju



3-1 crynens — CUJIBHAS BOJIb

KITACCUDPUKALIUA OITMOUHDBIX AHAJIBI'ETUKOB

OnunouHbIe aTOHUCTHI YacTu4uHble CMeniaHHbIe AHTArOHMCTHI
(u—arOHI/ICTLI) AIrOHUCTBI AI'OHUCTbI-
AHTATOHMCTHI
IIpomenoa 0,3 bynpenoppun 30 | Ilenrasoumn 0,3 ' Hamgoxcon 0,01
Ipocuaoa 0,3 Hanoypun 0,5
OMHOIIOH 0,5 Bbyropdganoa 3,5
Mop¢pun 1,0
DeHTaHN 100,0

Ocunosa H.A., HoBukos I"'A., IIpoxopos b.M.,
«XpoHu4eckuii 00;1eBoii CHHAPOM B OHKoJ0ruM» M.Menununa, 1998, 178 c.



MOPOHH

deilad milarge |

10NN
Ledauis
eHudpdo

god-d i 1ouHole

AOCTOMHCTBA. HeAOCTaTKN.

CunbHbIN aHaNbreTnk AKTUBHbIE MeTabonNnTLI

AHanresus 8-12 yac
ApKo BblpaXXeHHbIe

Krnaccu4yeckune ans
onnongos 13 (ocobeHHo
KKT-accounmpoBaHHbIe)

HeT «noTornka
aHanbreTn4yeckomn 0o3bl

YnpaBndemas [McTammHonoaoOHbIe
aHanresusi, BO3MOXXHOCTb peakuum (bpoHxocnasm,
BbicTporo noabopa KpanueBHuLa n ap.)

aHanbreTn4yeckom Oo3bl



MCT KoHTHHYC

Tabnemku mopgpuHa cyrnbghama ¢ MoouguUUUPO8aHHbLIM
8bIc8060OXX0eHUEeM delicmayrule2o geuwlecmea

10 mr, 30 mr, 60 mr, 100 mr

Mop®dUH - «30/10TON CTaHAAPT» JIEUEHUS XPOHUYECKOrO 60/1EBOIO
CUHAPOMA

MopduH aBnsieTcst Hanbonee 6e3onacHbIM, 0C060 3PPEKTUBHBLIM
CpPeACTBOM, M3BECTHbIM NPOTUB CU/IbHOM B60NW... (Melzak, Scientific

American 1990, 262:2-19)

Mpuem MmopduHa per os pekomeHaoBaH BO3 B kayecTBe 06e360nmBatoLLero
cpeacTBa Nnpyv YMEpEHHOM U CUIbHOW XPOHUYEeckon 6onu



OpuzunanbHas cucmema 8blC8000HCOEHUSL OCUCBYIOULEe20
sewecmea Continus retard obecneuusaem noCcmosHHbIU YPOBEHD
MST Continus 6 niazme Kposu 8 meuernue 12 uwacos
30Ha TOKCU4YecKkoro

neucTBus
(mob6o4HbIe s1851€HUS,
aughopus)
30Ha A / ,
TepaneBTU4YECKOro

OeucTBus
(o6e360s1usaHue) /

\ \

HeaddekTnBHas nosa | / /\/

KoHueHTpauusa mopduHa B nnasme npwu
npueme

KoHueHTpauusa mopduHa B nnasme npwu
WHBHEKLUUOHHOM BBeAEeHUn




MOPO®UHA CYJIb®DAT (MCT,
Jloarapa, CkeHaH u ap.)

tabnetku pertapg 10, 30, 60,100, 200 mr
(Kamcynbl ¢ MUKpOchepaMu)

HO3b]
pa3oBas 10-200mr 1 6osee
CyTOYHas 20- 1000mr

AHAJIBIE3UA
Ha4yaJIo 40-60muH.
MPOJIOJKUATEIIBHOCTD 8-12yac.

JJINTCIIBHOCTD TEPAIIUU -Mmodicem npesviuiams 1 200 u bonee.



HauaabHas 103UPOBKA
MCT Kontunyc

Y nauueHToB, paHee He Mnosy4vaBLUnX HapKoTUYeCcKne
aHanoretukn - 30 mr 2 pasa B CYyTKuU

Y naumeHToB BecoM MeHee 50 Kr - 20 Mr 2 pasa B CYTKMU

Y nauneHToB, paHee nosly4yaBLUMX HAapKOTUYeCKue
aHanbreTukn, HavanbHas Jo3a AormkHa ObITb paccymMTaHa
ncxooa U3 Tabnuvubl COOTBETCTBUSA ONUMOUAOB



CxeMa no3upOoBaHUSA
MCT Kontunyc

B cnyyae HeobxoaMMOCTK A03a NpenapaTta YBenndinBaeTcs A0
OOCTUMXEHUS nonHoro 06esbonmBaHns B TedeHme 12 4yacos
6e3 U3MeHeHUsa nHTepBasaa Mexay npmeMamm

Henocrarounas noza MCT KonTtunyc

Hogas no3za MCT Kontunyc

30 Mr 2 pasa B JICHb

60 mr 2 pa3a B CyTKH

60 mr 2 pa3a B CyTKH

120 mr 2 pa3a B CyTKHn

100 mr 2 pa3a B CyTKun

200 mr 2 pa3a B CyTKH

200 mr 2 pa3a B CyTKH

300 mr 2 pa3a B CyTKH




I Ipeumywecmea MCT Continus

Bbicokas aHanbreTtnyeckaa adppekTMBHOCTb

[lpu peaynsapHom rnpumeHeHUU obesbornusarouwiut agpcpekm
ommedaemcsi 8 85-90 % crnyyaeg*

[Mbkas cxema O0o03npoBaHUS

LLlupokoe pa3Hoobpasue mabremupoeaHHbIx popm (10,

30, 60 u 100 me2) nozeosiiem 0obumescs orimumMmalsibHO20
pesyrbmama

OOGLUMPHBIN OMNbIT KNUHUYECKOTO MPUMEHEHUS

bornee meicsa4vu nybnukayul, noceswWeHHbIX 8orpocam
UCriofb308aHuUs oparsibHbIX opM MOpUHa

CmaHOapmebl Ucrosib308aHUsI Oriuoudo8 «8 riepecyeme Ha

MOPQOUH»
*S.Donnelli et al. Support care cancer 2002;10:13-35.



OEHIJAHNJI

UVU ¥
h/DIN G/
h/DIN QG
h/DIN GZ

h/DIN G‘Z]

HeOOoCTaTKU:
euUuHeLHad 911

godo.iuanad
A 1ouHoOJe

OOCTOUHCTBA:

AnutensHbI noabop Ao3bl, HO
OH obneryaercsa HanUM4nem
Pa3nnYHbIX A03NPOBOK

Hanbonee cunbHbLIN aHaNbreTUK

CTabunbHbIN KOHTPONb 6onun (72 4.)

He cnenoyet npyuMeHATL npu
rmnepTepMumn, rmneprnapose

HeT «noTtonka» aHanbreTn4eckou Aosb

HapkoreHHbIN NoTeHUMan Huxe, 4Yem y

UCTUHHbLIX ONUaToB Bo3mMOXXeH KOHTaKTHbIN

HeakTuBHble MeTabonNUTLI AepmMmatut

PeXxe, 4YeM UCTUHHbIE ONnaTbl Bbi3biBaeT
paccTpouctBa chbyHkuum XXKT (cnasm
ccuHkTepa Oaan, 3anopbl)

LLnpokasa nnHenka AO3NPOBOK



DenTannit nacaiabHO MOIXOIUT
IJISL TPAHCJICPMAJIBHOU JIOCTABKH

[l Aensetcsa BbICOKOI(P(PEKTUBHBIM CUHTETUHYECKUM ONMMONOOM
[l Jlerko pactBopum B nunuaax

[ NmeeT HU3KMIA MONEKYNAPHbIN BEC

PUCyHOK 3. DeHTaHUN

N-—COCH,CH,

MonekynapHaa
thopmyna
Mnactbipb PeHanBuUS ®eHTaHNa

o2

H,CH,CH,

nutenui

Matrifen® patch

BasanbHbin
cnon

KpoBeHOCHbI
e

COCyAbl KOXU

s*

CuUcTeMHbIN > - MoakoxHa
KPOBOTOK a
TKaHb



HcToprs BOSBHUKHOBEHUSA
TPaHCAECPMAJIBHBIX CUCTEM

[l deHTaHnIoOBkIC IIACTHIPU BIIEPBHIC CTAIN
nucnoab30BaTbes B 1990-¢ . 1 ObLIM OBICTPO
IPUHSATHI B IPAKTUKY JJIS JICUCHUS] XPOHUYECKOM
0oJIH.




Buiel TpaHCcaAEpMAIBHBIX CHCTEM

Mem6paHa - pe3epsyap MaTpukc deHaMBUA
(pesepByap C XUAKUM ( MeMbpaHa+ MaTpuUKC
BELLECTBOM)

C BELLECTBOM B BUAE Kanesb)
2-€ nokonexHue 3-e nokoneHve

1-e nokoaeHue

3alnUTHbIN 3alnTHLIN 3aWwmTHbLIN
Ccriom . ov W1¥Kce ¢ BewecTtsom B
Pe3epByap C BELLECTBOM AAre3BHbIA MaTPUKC BUAE MUKpOKanesb

~
(>KNAKOCTb) KoHTponep ypoBHS

BellecTBa

KoHTponnep ypoBHSA o o
BellecTBa JIr€3UBHbIA C/ON

AAre3nBHbIN Cnon JInHnsa BbicBOOOXOEHUS

NnHus —~ NuHns —— (memGpaHa)
BbICBOOOXAEHUS BbICBODOXAEHUS

(MeMbpaHa) (membpaHa)



Tunsl TpaHcaepMaJbHbIX TEPaNleBTUYECKUX

CHCTEM C (DEHTAHUJIOM

* (DEeHTaAaHUJ —
TPaHcAepMaJIbHAas
TepaneBTHYeCKasl CHCTeMa
pe3epBYapHOIO THIIA

* DeHTaAHUJI -
TPaHCAepMAaJIbHasA
TepaneBTHYECKAasA CUCTEMA
MATPUMYHOI0 THIIA

AOPOINE3UK
MATPUKC



Tioporesuk ©® MATPUKC TOHKHI, TUBKUAM
MMPO3PAYHBIN




Tiopore3nk © MATPUKC

TOHKUIN, TUBKUW
NMPO3PAYHbLIN U HESAMETHbIN HA KOXE



deHONBUA

|:| denauBrsa MOXKET OBITH UCIIOIHL30BaHa



BYIIPEHOP®HUH

aod
-nad % LonHOJelHY

gaod-d n
1OUHOJE UIGHhULDEBH
/N 0L ‘G°ZS ‘GE
eHucgpdoHaduAig

o1l

AOCTOUHCTBA. HeO4OCTaTKun.

CurbHbI aHanbreTmk Tepanuna ymMepeHHO-CUJIbHOWM

6onu: «noTonkoBbIN 3 heKkT»
aHanbresuu - 3,2 mricyTt

YHuBepcanbHbIN aHanbreTuk

[1pornoHrnpoBaHHoOE OeENCTBUE

MpoTuBonokasaH npu
TTC — 72 yaca . p

ne4YyeHOYHOU HeJOCTAaTOYHOCTH

HapKoreHHbIN noTeHuman Huxe, He cneayet npumeHATbL npu

YyeM Yy UCTUHHbIX ONUaToB rmneprepmMuun, runeprugpose
Pexe, YeM UCTUHHbIE onuaTbl Bo3MoXeH KOHTaKTHbIN AepMaTUT
BbI3bIBAET paCcCTPOMNCTBa [nuTenLHLIN NoaGop

pyHKumm XKKT (cnasm adchbekTuBHOM A03bI
chuHkTepa Ogan, 3anopsbl)



JlosaupoBku TpaHcTeka
35 MKr/d 52.5 mkr/vy 70 MKr/y

CopepxaHne (Mr) 20 30 40
[Tnowaab, coaepxallas

akTuBHOE BellecTBo/cM® 25 37.5 50
CKOpOCTb

BbICBODOXAEHNA(MKI/Y) 35 52.5 70
CyTo4Hasa gosa (Mmr) 0.8 1.2 1.6
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TTC TPAHCTEK 52,5 mkr/v




3-1 crynens — CUJIBHAS BOJIb

AKTUBHOe€ AHanbreTnyeckum
NpnmeHsaeMble popMblI
BellecTBO noreHumnan
Amnynol,
MopcuH TabneTkn nNpoasieHHoro 1
NEencTBus
Tabnetkn cybnuHreanbHble,
OynpeHop¢pUnH | TpaHcaepmanbHas 30
TepaneBTn4eCKkad CMctemMa
TpaHcaoepmanbHasd
deHTaHunN pancaep 100
TepaneBTnyeckas cuctema




EBponenckme pekomeHgauum tepanum
OHKOnormndeckon 6onu

Cnocob npenapart yacTtoTa INNekapcTtB dbopma
BBEEHUS
Per/os doeHTaHUn [1o /Tpeb Tab, p-p, cnpeu
rMapoModOoH 4y, Kancynsl
3amenn. 124 | Kancynbl
MeTaaoH Cneu. Tabn, p-p
MOPJonH 44 Tabn, p-p

3amenn. 124 | Tabn, kanc, rpaH
3amean. 244 |Kanc

OKCUKOOH 4-64 Karnc, p-p
3amean. 124 | Tabn

MIMS handbook of pain management, 4-th edition p136-144, Haymarket Medical Publications
Ltd, London 2006




EBponenckme pekomeHgauum tepanum
OHKOnormndeckon 6onu

Cnocob BBegeHnsa |npenapar yactota |JlekapcTB
doopma
per/rectum MOPdOUH 244 Ceeuu
TpaHcaepManbHbIN | DEHTAHWUI 3 CyT [nacTbipb
MaTpPUKC
bynpeHopduH |3 cyT [nacTbipb
7 oyt MaTpPUKC

MIMS handbook of pain management, 4-th edition p136-144, Haymarket Medical Publications

Ltd, London 2006
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Opioids and driving abi

ity

Is there an answer
to this dilemma?

Dr Ans Vielvoye-

kmeer, Anaesthesiologist and Pain Clinician, :

Pain Relief Unit, Leiden University Medical Centre (LUMC), Leiden,

The Netherlands

Driving while on legal and illegal drugsisa g
complexissue. It is known that many drugs £
canaffect the central nervoussystem (CNS
and are a potential cause for impaired
driving ability. However, the response to
drugs differs greatly between individuals.

Opioids are a cornerstone of the
management of acute, postoperative and
chronicpain. Many patients suffering from
chronic,intractable malignant and/or non-
malignant pain experience a better quality
of life when taking opioids. Apart from
multiple side effects, patients may develop
tolerance during long-term treatment.
Occasionally the patient may suffer from
varying degrees of cognitive impairment
and psychomotor performance, which
may occur in the first hours or days after
starting treatment.

Lawsrelating to an individual’s ability to
drive are not the same in every country.
For example, in The Netherlands, the law
stipulates thatindividuals are forbidden to
drive a motor vehicle when taking drugs
such as opioids, while in Germany, it is not
illegal to drive whilst taking opioids, but
the patient should be on a stable dose and
feel confident enough to drive, having first
consulted their physician. In France,
drivers involved in fatal accidents are
routinely checked for illicit drug use.

rtant aspect of modern
living and contributes considerably to
an independent lifestyle. What answer
should a doctor give to the question:‘On
this stable dose of opioids I feel better, sleep
better.1am neither in pain nor sleepy while
driving my car. So, why can’t I drive to my
friends’ houses and come out of my social
isolation?’

What about the doctor’s dilemma
regarding the possibility of an accident?
Does the answer given confer
responsibility? Such concerns have
previously been identified as barriers to

the appropriate prescription of opioids for
pain management. In many cases,
physicians have avoided the issue entirely,
leaving patients to make their own
decision.

Is there any published guidance?
The literature seems to have produced
contradictory outcomes. In June 2003,
Fishbain published a review article
(J Pain Symptom Manage 2003; 25:
559-577) of 209 papers to find answers to
the following question:*Do opioids affect
the driving abilities of patients who are on
stable doses of opioids or who would be
presumed to  have developed some
tolerance to the sedative effects of opioids?*
Most studies showed that after chronic
administration, opioids do not impair
psychomotor abilities, a finding that was
considered to be robust and cons
However, the finding that opi
affect cognitive function was considered to
be inconsistent. Moreover, the review
concluded that, in comparison to the
general population, patients receiving
chronicuse of opioidsdo not have a greater
incidence of motor vehicle violations
and/or accidents. Of these studies, 75 per
centindicated that chronic opioids did not

The question of
whether to drive
remains a decision
for the patient after
adequate discussion
‘with their physician

Analysis 3

impair driving performance, ie strong and
consistent evidence. Some differences may
be related to the make-up of the different
study groups (eg methadone-maintained

chronic cancer or non-malignant
pain patients) or to the level of
uncontrolled pain, educational levels of
the patients and the state of the

The overall outcome of the Fishbain
review indicates that many drugs,
ioi nd are,
therefore, a potential cause of impaired
driving ability. However. it has been found
thatan opioid will have aless pronounced,
acute effect when a patient has been using
the same daily dose for weeks or months.
Therefore, under certain conditions,
patients stabilised on long-term opioid
therapy are able to drive safely.

It would be sensible for the physician to
explain the outcome of these studies to the:
patient.Whether a patient chooses todrive
would then be based on this information
and their own personal decision.

Advice for the patient could include:

® Donotdriveifitisillegal.

® Do not drive for several days after

beginning opioid treatment or after
having an increase in dose.
® Do not drive if drowsy and discuss
problems with the doctor as soon as
sedation or other symptoms occur.

® Do not use opioids (or any illici
drugs) just before driving.

® Do not drive if you have taken

alcohol, cannabis, antihistamines,
benzodiazepines, antidepressants,
major tranquillize

‘The physician can never know for certain
how much the patient's ability to drive has
been affected. Impairment due to drugs
can vary from one person to the next as
well as in the same individual over time
and upon re-use.

Unlike alcohol, the concentration of
opioids in the blood or other body fluids
tends to be a poor indicator of cognitive
impairment because the bioavailability of
the different opioids is totally different. A
simple test similar to that used to test
alcohol levels will, therefore, not be seenin
the near future.

Conclusion

The question of whether to drive remains
adecision for the patient after adequate
discussion with their physician;

an issue to be examined by phy:

and governmental health authorities.
Additional well-controlled studies are
required in order to answer definitively
the question of whether chronic opioids
affect the driving skill of a patient.




MeguumHckoe noTpebneHne HapKOTUYECKUX aHaSTbreTUKOB
( B nepecyeTe Ha MOpPMUH, B Kr Ha 1MnH naumneHToB B rog B 2002 r.)

CTpaHbl Kr/Ha 1 MSIH. NauueHTOoB B roa
KaHaga 57,9

CLUA 31,0

3anagHas 34,2

EBpona

BocTt. EBpona 4,2

CtpaHbl bantun 2,3

Poccus 0,5

PyaoeHko A.B. «OpraHMsaumoOHHO-3KOHOMUYECKME acneKkTbl ynpasreHns
doapMaLeBTUYECKON MNPOMbILLITEHHOCTLIO NPU NPON3BOACTBE
HapKoTU4YeCKnX cpeactey». ABToped. kaHa. gucc. , Mockea, 2003




Principles of Analgesic Use in
the Treatment of Acute Pain
and Cancer Pain

Fifth Edition
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For children and other patients weighing less than 40 kg, 0.1 mg of naloxone
should be diluted in 10 mL of saline to make a 10 yg/mL solution, administered
at a rate of about 0.5 pg/kg every 2 minutes.

Prior to naloxone administration in comatose patients, place an endotracheal
tube to prevent pulmonary aspiration. Central nervous system depression may be
due to underlying disease, not opioid, per se. Recent studies indicate naloxone is
often administered inappropriately to cancer patients who have experienced
altered mental status unrelated to a primary opioid overdose, with the conse-
quence of precipitating withdrawal and the return of pain (Manfredi et al., 1996).

. Use an administration route that minimizes drug concentrations at the

site producing the side effect.

In patients with partial bowel obstruction possibly related to opioid-induced ileus,
the subcutaneous, intravenous, or transdermal routes may be preferable to the oral
route, which produces high opioid levels in the stomach and intestinal wall. As dis-
cussed on pages 24-27, intraspinal administration of opioids can be used to mini-
mize the drug levels at brainstem sites mediating sedation, nausea, and vomiting.

8. Do not use meperidine (Demerol, pethidine) because of neuro-
toxicity risk, and be aware of the potential hazards (most
notably, psychotomimetic effects) of mixed agonist-antagonists,
especially pentazocine (Talwin).

Normeperidine, a metabolite of meperidine, is a CNS excitotoxin that produces
anxiety, tremors, myoclonus, and generalized seizures when it accumulates with
repetitive dosing (Kaiko et al., 1983). Oral meperidine should not be used, as it
undergoes extensive first-pass metabolism, decreasing analgesic efficacy while
producing extensive amounts of normeperidine relative to the analgesic dose deliv-
ered. Patients using meperidine for more than 48 hours, those with preexisting
renal or CNS disease, and those receiving doses greater than 600 mg/24 hours are
at especially high risk of normeperidine toxicity. Naloxone does not reverse, and
may even exacerbate, this hyperexcitability. Meperidine should not be used to treat
patients with sickle-cell disease. These patients may have renal disease and a low
seizure threshold, and they are particularly at risk for normeperidine-induced
seizures (Tang et al., 1980; Benjamin et al., 1999). A potentially lethal hyper-
pyrexic syndrome with delirium can occur if meperidine is given to patients receiv-
ing monoamine oxidase inhibitors (Browne and Linter, 1987).

Mixed agonist-antagonist opioids (i.e., pentazocine [Talwin], nalbuphine
[Nubain], and butorphanol [Stadol]), produce analgesia by binding to K opioid
receptors, but antagonize the action of morphine-like agonists at the p receptor
(Jaffe and Martin, 1990). A fourth agonist-antagonist dezocine (Dalgan) was dis-
continued in the United States in 1999. The antagonist actions of these mixed

36

opioids lessen both the analgesic and respiratory depressant effects seen at high-
er doses. The mixed agonist-antagonist opioids have dose ceiling effects that limit
ability to titrate doses. All are available as parenteral dosage forms. In the United
States, pentazocine also is available in an oral preparation, and butorphanol in a
nasal spray. Apart from a possibly lessened risk of respiratory depression and
fewer regulatory controls, there is no convincing evidence agonist-antagonists
offer any advantage over the morphine-like agonists in the treatment of acute pain
and cancer pain (Hoskin and Hanks, 1991). Clinicians should be aware of sever-
al potential hazards. Pentazocine, and, to a lesser extent, butorphanol, may cause
confusion and hallucinations, especially in elderly patients and patients with renal
impairment. Any mixed agonisi-antagonist, as well as the partial p agonist
buprenorphine (Buprenex), may cause acute opioid withdrawal when given to
patients taking chronic morphine-like agonists. A sublingual preparation of
buprenorphine is now available for opioid maintenance and withdrawal.

9. Do not use placebos to assess the nature of pain.

An analgesic effect from a placebo such as an injection of saline solution does
not provide any useful information about the genesis or severity of pain. Many
patients who have a documented organic basis for their pain obtain temporary
relief from a placebo. The deceptive use of placebos and the misinterpretation of
the placebo response to discredit patients’ pain reports are unethical and should be
avoided.

10. Monitor for the development of tolerance and treat
appropriately.

Tolerance is a state of adaptation in which exposure to a drug induces changes
that result in a diminution of one or more of the drug’s effects over time (Savage
et al., 2001). Tolerance to opioid-induced respiratory depression, somnolence, and
nausea typically occurs to some degree within a few days of starting regularly
scheduled therapy. Tolerance to analgesia commonly occurs in the first days to
week or two of therapy, but is relatively uncommon after that. Patients who have
remained comfortable on a consistent dose of opioid and then experience an
increase of pain should be evaluated for progressive disease, new pathology,
skipped doses, or other pain causes.

Tolerance to opioid-induced constipation does not occur, and necessitates the
use of stimulating laxatives for most patients taking opioids chronically (Lipman
and Jackson, 2003).

11. Expect physical dependence and prevent withdrawal.
Physical dependence is not addiction and it occurs with many classes of med-
ications, including steroids and antihypertensive agents. Many patients confuse
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Table 6. Opioid Analgesics

Possible Positive Metabolites

Generic Name  Brand Names Metabolism Metabolites Half life Lab Tests Responsible
; 3 Conjugated codeine (32-46%) 25-35h Morphine Morphine,
s }gﬁ};ﬁ?‘;ﬁgﬁmn Morphine (active ) & Normorphine Hydrocodone ~ Normorphine
« CYP2D6*—0-demethylation to morphine (5-13%) ) Hydrocodone,
+ CYP3A-N-demethylation to norcodeine Norcodeine (active 10-21%) Norcodeine
Hydrocodone
Fentanyl Actiq (oral Liver Despropionyl/fentanyl (main metabolite) IV-219 min
transmucosal lozenge) * CYP3A4-N-dealkylation to norfentanyl Norfentanyl Transmucosal-7 h
Duragesic and other inactive metabolites Transdermal-17 h
(transdermal patch)
Sublimaze (injection)
; i : Hydromorphone (active 4%) 3845h Hydromorphone Hydromorphone
AR go}:c):)c and ’o];hoer::b, Edg%rNSO system-hydromorphone Norcodeine (active) Codeine Norcodeine
- » O-demethylation 6-beta-hydrocodol (active) & 6-
* N-dealkylation alpha-hydrocodol (active 3%)
+ §-keto-reduction 6-beta-hydromorphol (active) & 6-
alpha-hydromorphol (active 0.1%)
Norhydrocodone (5%)
i i i Dihydroisomorphine & 25h
Hydromorphone  Dilaudid E‘gg:]jugation Dihydromorphine (30%)
= . Normeperidine (active 16%) Parent-3.2-3.7 h
Ll g Leur Normeperidinic acid (active 23%) Normeperidine—
Meperidinic acid (active 42%) 24-48 h
Methadone Dolophine Liver N-demelthylated derivative 23h
4 . : Codeine (active) (trace) 1.545h Codeine Codeine,
RN grxlr];ﬁorph E‘giliamethylation, N-dealkylation, O- Morphine-3-glucuronide (inactive 75%) Normorphine
MS Contin dealkylation, conjugation and hydrolysis Morphine-6-glucuronide (active 5-15%)
MSIR Morphine ethereal sulphate (trace}
Kadian Normorphine (active 1%)
Oramorph-SR
Roxanol
. : Noroxycodone (active) IR-32h
Nageoiuge 83}(7::%‘%“ I-gg;jugatiou Oxymorphone (active) SR-4.5-8 h
Roxicodone +CYP2D6 Conjugates (20-43%)
in Percocet
in Tylox * Genetic polymorphism of this enzyme occurs.
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CYP—cytochrome P450 enzyme system with isoenzyme designations e.g., 2D6, 3A4, etc.
IR —Immediate release

SR—Sustained release

Possible lab interactions due to metabolites
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[lpomenon He oomKeH
NPUMEHATBLCA NMPU TEPaNUN
XpOoHn4eckon doonu !

HEWPOTOKCUYHOCTb METAbONNTOB
(HopMmenepuanHa), YTo OroBOPEHO B psae
3apy0eXXHbIX pyKOBOACTB, rAe pa3peLleHHasd
NPOOOIMKUTENBHOCTb TEpannun 3TMm
npenapaTtomM He NnpeBbILIaeT 2-3 OHEN



[lpomenon He oomKeH
NPUMEHATBLCA NMPU TEPaNUN
XpOoHn4eckon doonu !

* HeOdoCTaTO4YHOM NPOAOITKNTENBHOCTb OENCTBUS
e HepgocTaTouHasa aHanbreTnyeckas adoPeKTUBHOCTD:

aHanbreTu4yeckMn noteHuyman npomegona cocrasnser 0,3 or
noTeHumnana mopdgpuHa, N03TOMY UHBEKLMWN NpoMeaona

9P eKTUBHLI HE Doree 2-4 4YacoB NMpuU TAXKENOM OHKONOrM4YeCKom
bonu.



HenponaTtnyeckasa 6orsb

15-35% OHKO/TOrnyecknx 60/bHbIX
IV KNIMHNYecKoun rpynnbl UMEKOT
HenponaTnyeckyr 60sb

Kloke M, Griseler N, Hense J, Kloke O, Effectiveness of Gabapentin in the
therapy of neuropathic cancer: Results of a retrospective analysis [Ger
with Eng abstr] Tumor Diagn Ther 24 (2): 57-63, 2003)



[TpMYMHBI BO3HMKHOBEHNA HEUPONATUYECKOMN
60N y OHKOMNMOrnM4Yecknx rnaunueHToB

 TpaBMa W/UnNu KOMNPECCUA HEPBHLIX CTPYKTYP Mpu
NaToNIoOrM4YecKkmnx nepenomax, U3bA3BNEHUSX,
nuMmMmdocTase 1 ap. OCMOXHEHUN OrMyxosieBOro
npotwecca

* CAaBJieHne niin npopacrtaHne onyxosibko HEPBHbIX
CTPYKTYpP

* Xupypruyeckas TpaBMma HepBOB (paHTOMHbIe 60sn)
* JIy4eBOE NnoBpexaeHue (nydyesasi MueronaTus)

* OCNOXHEeHUs xmMmuoTtepanuu (nepudepunyeckas
nonunHenponaTtus)

* OCJIOXXHEHUAa poToanHaMUYECKON Tepanuu
(OOLLUMPHbIE OXKOMM KOXM UIMN CIIN3NCTbIX)



EBponenckue pekomeHaauum rno rfie4eHuro
HeBponaTn4yeckoun 6onwu

HenponaTtuyeckas 6ornb
npwu

[MpenapaTsbl nepBou
NUHUK Tepanun

npenaparsbl
BTOPOMN U TPETLEN
NUHUN Tepanun

KancauuuH,
abaneHTuH,
nOCTFGPHETM‘IeCKaﬂ OﬂVIOI/I,EI,bI(MeTap,OH OKCUKO[OH)
MNMperabanuH,
HeBpanrus Tpamapon,
JIlnpokanH mecTHO
Banbnpoarhbl
TpuremuHanbHas Kapb6amasenuH, Xupyprunyeckoe
HeBpanrus Okckapba3senuH rnevyeHue
abaneHTuH, NNamoTpuaXuH,
BoneBble
MNMperabanuH, Onuounabl, CUO3CH,
nosiuHeBponaTum
TUA Tpamagon
AMUTPUNTUNNH, KaHHabunHounabl,
LleHTpanbHas
. FabaneHTuH, JTamoTpuaoXuH,
HeuponaTun4yeckana bonb
MNperabanuH Onuouabl

N.Attal,et al 2006




IlekapcTBeHHbLIE NpenaparThbl
Onga nevyeHmna HemponaTtndeckoun
oonu:

= CneunarnbHble cpeacTBa
= OnnomnaHble aHanbreTukun



CneunanbHble
cpeacTBa

» [2abaneHTuH
= [IperabanuvH
= MecTHble aHecTeTuku



Bepcaruc MeCTHBIM AaHECTETHK B BHU/IE
TPAHCACPMAJIBHOM TePANEeBTUYCCKON CUCTEMBbI

TpaHcoepManbHasa TepaneBTUYeckass cucTema COCTOUT U3 3 CrOEB:

d- 3dlWUTHaAA NJIeHKaA - obecneunsaet 3awuty ot
BbICbIXaHNA N AOCPOYHOIO BbICBO60>K,£I,eHI/IF|
NeKapCTBEHHOro BeLLEeCTBa Npu XpaHeHnn

0- rmaporenb Ha KIIeMKOWU OCHOBE, copepxatuuii

5% nugokanH obecnevnBaeT npununaHne nNnacTuHbl K
NMOBEPXHOCTM KOXMK, MNOCTENEHHOE BbICBOOOXAEHME NaoKanHa
N NPOHUKHOBEHNE €ro B KOXY

C- HETKaHaA OCHOBaA - Ha koTopown pacnonoxeH
rmaporenb C NMOOKaNHOM.



Kak Bepcaruc 6opercs ¢ 0016107

TTC c nnaokanHom

MecTto aencrBuA
nupaoKamHa

OBpeXaeHHble
HepBHble

JRO)

HepBHoe
BOJIOKHO

KpoBeHOCHbIN
cocyn

[JencrByeT TONMbKO MECTHO, He MPOHMKas B CUCTEMHbIN KPOBOTOK




Kak npumensats Bepcaruc?

Cnocob npuMeHeHnA u A03bl:

[lpenapat AoMKeH ObITb HaKrneeH Ha He
NOBPEXOEHHYHK KOXY, YTOObI NOKPbLITb
OoneBylo NOBEPXHOCTb

*TTC MOXeT HaXxoAUTbLCS Ha KOXe B TeYeHUU
- 12 yacoB, 3aTeM eé CHMMaloT u genatot 12-
YyacoBOM nNepepbIB

*OoAHOBpPEeMEeHHO MOXHO HaKlienBatb A0 3
nnacTuH

* CnpawuBaTb nauMeHTa o6 OTCYyTCTBUMU
i anneprMm Ha nUOoKauH

BepcaTtuc 6e3onacHo HasHa4vaTb YOOOHO NPUMEHSATb



AJITOPUTM TEpaANUU XPOHHYECKOHU
00J1n

BbisBrneHue Tuna 6oneBoro cuHgpoma
OueHKa MHTEHCUBHOCTb DONeBoro cMHapoma

OueHKa (p3n4ecKoro n NCMXNYeCcKoro COCTOAHUS
naumeHTa (ConyTCTBYHOLLUME NAaTONOrMnN, BO3pacT U T.

A.)
Bbi60Op onTMManbLHOro HeMHBa3MBHOIO npenapara

MoHuTOpPUHr 3chpeKTUBHOCTU aHaANbreTU4eCKoun
Tepanuu n ee Koppekuus

NpodmnakTuka n Koppekuus nodbo4Hbix acdpcekToB



"primum non nocere"




KOMripeccud BETBEW MSIEYEBOro CNreTEHUS
KOHIT1oMepaTtomMm MeTactTatn4eCkn USMEHEHHbDLIX NMoAMbILLEYHbIX nwmcboysnoa













doocTasa

n Tepanmnn n Jimm

~

HBC B pesynbrate ocnoXxHeHns oToanHaMmn4ecko



Rt P, v
Rz

d CpaeneHnune nnn npopactaHme onyxosbi HEPBHbLIX CTPYKTYP
d OpodhaunanbHbii 60f1IEBON CUHOPOM



XUpypruyeckas TpaBma HepBOB




PartonHadg nmojaukjInHUuKa:

* 00€300JIMBaHNE MALMEHTOB MAJINATHBHOIO
npoQuis ¢ IPUMEHEHUEM HAPKOTHYECKHUX
CpPEJICTB B aMOYJIaTOPHBIX YCIOBUAIX
OCYILIECTBIISICTCS 110 MECTY (PAKTUIECKOIO
IPOKMBAHMS ITAllCHTA.



* [Ipu ocyniecTBIEHUU IEPBUYHOU MEIUKO-CAHUTAPHOU
U MAJJIMAaTUBHON MEJIUIIMHCKOW MMOMOIIIA B
YUPEKICHUN HA3HAYCHUE U BBIITMCKA HAPKOTUYECKUX
00€300IUBAIOIAX CPEJICTB OCYIIECTBISCTCS
MEIUIIMHCKAM PA0OOTHUKOM €IMHOJIUYHO, COIJIACHO
npukaszy Munsnapasa Poccun ot 30 urons 2015 roga
Ne386H «O BHECEHNN U3MEHEHUN B IIPUIIOKECHHUS K
nmpukasy MUHHCTEPCTBA 3PABOOXPAHCHUS
Poccuiickon deaepanuu ot 20 gexadps 2012 roga
Nell175H «O0 yTBepKACHUN NOPSAKA HA3HAYCHUS U
BBINTMCHIBAHUS JIEKAPCTBEHHBIX ITPEIIAPATOB, A TAKKE
(opM pelLENTYPHBIX OJAHKOB HA JIEKAPCTBECHHBIC
penaparsbl, Hopsaka 0ohOpMICHUS YKa3aHHBIX
OJIAaHKOB, UX Y4€Ta U XPaHCHUS.



IlocnenoBarenbHOCTD NEUCTBUU IS
[MalrueHTa C 00JIBIO

[TarueHT uiu ero JOBEPEHHOE JUII0 00pallaeTCs B MOJUKINHUKY WUIH
BBI3BIBAET Bpaya Ha JIOM.

MenunuHCKUM paOOTHUK OCMAaTPUBAET MallMeHTa, Ha3HAYaeT Mmpenapar
Y BBIIIUCHIBACT PELIEIIT.

3aBeAyIOIMK YUYPEKACHUEM CTABUT KPYIIIYIO I€YaTh HA PELEHTYPHOM
OJIaHKE.

[TonMKIMHUKA PETUCTPUPYET MAIMEHTA C XPOHUYECKUM OOJICBBIM
CUHJIPOMOM M CITUCKHU MEPENAET B COOTBETCTBYIOIIYIO ANITEKY I10
MECTY MPOKUBAHUS TTAIIUEHTA.

[TaeHT Ui €ro JOBEPEHHOE JIUIIO MOIYYaeT JCKAPCTBEHHBIN
npenapar B alTeke 1Mo JbroTHOMY WJIM OOBIYHOMY PEIIEITY.

Penentel, BeIMucaHHbIE HA perenTypHoM Onanke gopmbl Nel(07/y-HII,
JICVICTBUTEBHBI B TCUCHHUE 15 THEN CO JHS BBIITUCKH.

MenunnHckre paOOTHUKH HE UMEIOT MpaBa TPeOOBaTh
HCIIOJIb30BAaHHBIC YITAKOBKH OT HAPKOTHUUECKUX 00€300IMBAOIITNX
IIpenapaTroB, aMITyJIbl M IUIACTHIPH TP BBITTHCKE TTOBTOPHOTO PEIIEITa

(ct. 5 @3 No501 ot 31.12.2014).



JIENCTBUS COTPYAHUKOB CKOPOH
MEIUITMHCKON ITOMOIIMHN ™

* Ilpu ycunenun 00neBoro cuHapoma (Ipu npopeiBe 00IM) y YEIOBEKA,
KOTOPBIY MOTYyYaeT NAJUIMATUBHYIO MOMOIIb, 00€300JIMBAHUE MOTYT TPOBECTHU
COTPYIHUKHU OpHUTaabl CKOPOI MTOMOIIIH.

* Ecnu no xkakuM-1100 mpuYMHaM MAIUEHT HE MOXKET CAMOCTOATEIIHLHO
poBeCTH 00e300IMBaHNE, METUIIMHCKUE PAOOTHUKU OpPUTaIbl CKOPOIl
MOMOIIIM 00s13aHbI TPOU3BECTH 00€300IMBaHKE CPEICTBAMU MAITUEHTA,
MOJIy4YEHHBIMH MO PELENTY MOJUKINHUKH.

* Ecnu cunbHblil 001€BOM CHHIIPOM HE CHUMAETCS HEHAPKOTUYECKUMU
00€300JIMBAIOIIUMU TIpenapaTraMu, T0 00€300JIUBaHNE TPOU3BOIUTCS
HApKOTUYECKUMU CPEJICTBAMH OpUTraJibl CKOPOM MOMOIIY B paMKax OKa3aHUs
CKOPOM METUIIMHCKON MMOMOIIM B HEOTIOXKHOM hopMme.

» bpuraga ckopoii MOMOIIHN JIeJIaeT 3aMuCh O MPOBEACHUN 00€300JIMBaHUS B
KapTe BBI30BOB, 3aBEAYIOIINHI MOACTAHITMEH HHOOPMHUPYET PyKOBOACTBO
TEPPUTOPHUATIBHON MOMUKIMHUKY JJIsl IPUHATHS peIieHus: 00 o0ecriedeHUH
MalreHTa HAPKOTHYSCKUMU CPEJICTBAMU U IIPOBEACHHUS JaTbHEHIIIEro
IJJAHOBOTO 00€300IMBaHUS B YCTAHOBJICHHOM IOPSIJIKE.

*TTognyHkT «0» myHkTa 73 Tlopsiaka okazaHUsl CKOPOM, B TOM YHUCJIE CKOPOU
CIIELIUATIU3UPOBAHHON, MEIULIMHCKOM IMOMOILHN, YTBEPKIACHHBIN ITPUKAZOM
Munznpasa Poccrnm ot 20.06.2013 . Ne388H.



boJib TEpIETH HEIIB34

» Tenedon ropsiuet auHuu Poc3apaBHaazopa
1o 00€300INBAHUIO

* 8(800)500-18-35
 TenedoH IITaBHOrO BHELITATHOIO

CII€IIMAJIMCTA MO MaJUIMATUBHOU MMOMOIIH
Poccun

. 8 (495) 245-76-11
. 8 (499) 245-59-69



Knmﬁqgﬁw@ﬁccmegosawﬂ rokasanu B3anmocBsi3b
Mexay Cr¥oil 601 y BOMbHbLIX PakoM NPOCTaThIM
aKcrpeccuen YPOBHS SHAOTENMHOB.

Neuropeptides. 2008 Apr;42(2):119-32. Epub 2008 Jan
Lalich MLalich M, MecNeel DGLalich M, McNeel DG,
Wilding GLalich M, McNeel DG, Wilding G, Liu G.
Endashelin receptor antagonists in cancer therapy.

9 ' : :
Cg,‘ly?g;jf}ggst. 2007 Dec;25(8):785-94.
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International Association for the Study of Pain®

U Welcome to IASP

. Vision Statement: Working together for pain relief throughout the world

. Mission: TASP brings together scientists, clinicians, health care providers, and policy makers to stimulate and support the study of pain
and to translate that knowledge into improved pain relief worldwide.

o Founded in 1973, IASP is the world's largest multidisciplinary organization focused specifically on pain research and treatment. IASP
currently has more than 7,000 members from 108 countries and in 70 chapters.

. Important News:

U Announcing:October 20, 2008, marks the launch of the
Global Year Against Cancer Pain. Built around the theme of “Raising Awareness * Improving Treatment = Growing Support,” this
2008-2009 campaign aims to provide a voice to millions of patients around the world who experience cancer-related pain and
suffering. ( )Glasgow Congress a Resounding Success:

With 6,000 delegates in attendance, the 12th World Congress on Pain was a great success. There was ample opportunity for the delegates
to learn about the latest in pain research and treatment and also enjoy seeing friends and colleagues.

We encourage you to post your Congress photos online to share with one another! Email your photos to

We encourage you to post your Congress photos online to share with one another! Email your
photos to GlasgowCongressPhotos@gmail.com. The subject line of your email is the title of your photo (example: “Welcome
Reception”). Use the body of your email to describe and identify the people in the photo (example: "Dr. Jones and Dr. Reebs"). You can
view everyone's Congress photos at .Proposed Taxonomy Changes:

o The IASP Taxonomy Task Force has updated its pain terminology. To learn more about the Task Force’s work and the new
terminology, The IASP Taxonomy Task Force has updated its pain terminology. To learn more about the Task Force’s
work and the new terminology, please click here. If you’re an IASP member and would like to participate in a discussion about the
taxonomy changes, you can join the discussion forum by clicking

. Task Force Report:

o The IASP Developing Countries Task Force examined the state of pain education and training in developing countries.

Summary article. Now Available:

. NEW
Pain: Clinical Updates

September 2008
Author:

Ursula WesselmannNEW

http://www.lasp-pain.org/
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