B13HauyeHHA NOKa3aHb A0
rocnitanisauii y BIT xsopux 3
roCTPUM OTPYEHHAM METAaAO0HOM Ta
MOro YyCKNaaAHEeHHAMM.
AHani3 490 sMnaakKis



3 cepeanHun 2013 poky y KMK/TLLUM/ cyTtTeBo
36inblUMNACD KiNbKICTb MALLIEHTIB 3 TOCTPUMMU
OTPYEHHAMU METAL0HOM.

[laHa KaTeropia nauieHTiB y 6inblWOCTI BUNAAKiB
noTpebye iIHTEHCMBHOTO AOrNAAY Ta
BUKOPUCTAHHA 3HAYHUX NHOACbKUX Ta
MaTepiaNbHUX pecypcCiB.

byno npoaHanizosaHo 490 nauieHTIB 3 AQHOIO

natonorieto 3a nepiog 2014 poky.
361 rocnitanizoBaHa | 129 siamoBuanCH BiAa

NIKYBAHHA.



MeTagoH — CUHTeTUYHUM oNioia 3 NepeBaXKHOoH
[i€EI0 Ha -peuenTopu, y BinbIMX KOHLEHTPALLISAX
6nokye NMDA-peuentopu. BuHanaeHumn B
HimeuyuunHi 8 1937 pou.

biogocTynHicTb Npn nepopanbHomy npunomi 80%
(36-100%), moXKnnBe BCMOKTYBaHHA Yepes C/I30BY
poTa.

BuasnAaeTbca B nnasmi ye yepes 30 XBUINH 3
NIKOM KOHUeHTpaull y 4 roanHu, npu

BHYTPiLULHbOM 'A30BOMY BBEeAEHHI —4epe3 1-2
rognHun. Ha 85-90% 3B’A3yeTbca 3 Binkamm nnasmu.



[ToyaToK i TpuBanicTb 3HEeOONOBANILHOTO edEeKTY
noaibHa Ao mop@PiHy: aHanresid NPOaOBKYETbCA
6113bKO 4-8 roguH.

OcobnusicTio € TpnBann nepioa npenaparty
HaniBBMBeAEeHHA BIAPISHATUCL Y OKpeMUX
NaLleHTIB: NicnA 0AHOPa30BOro sBeaeHHA — 8-59
roguH (y cepegHbomy 24-36 roamH), MoXnmse
noaosxXeHHa 00 120 roanH (ocobamso npum
NposBax NevyiHKoBOI HeJ4OCTAaTHOCTI).



Po3noain nayieHTiB 3 rOCTPUM OTPYEHHAM
metagoHom y KMKAWMA

M Bigmosuaucob Big rocnitanisauii M BipaineHHA rocTpux oTpy€eEHb “ BIT




50

PO3MOAIN NALIEHTIB 3A BIKOM TA CTATTIO

45

40

35

30

25

15
®  Y4ONOBIKU

20 I
| KIHKUA
I I III N '

38 40 42 44 46 48 50 52 54 56 60

o4 | | | WM. [ <] |
wlt.o. .. ! 1 1 | | |

> |



= BIT

" BIAAINEHHA TOCTPUX OTPYEHD

= BIAMOBUUCDH BIA rOCNITANISALLI

1

2

34 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24




Pubmed‘gou PubMed =

US National Library of Medicine
National Institutes of Health Advanced

Abstract - Send to: -

Crit Care Med. 2001 Jan;29(1):96-101.

Circadian differences in the individual sensitivity to opiate overdose.
Gallerani M‘, Manfredini R, Dal Monte D, Cald G, Brunaldi ¥, Simonato .
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Abstract
OBJECTIVE: The aim of the present study was to test whether circadian differences in the response to opiates exist in humans and, if so, whether
they are synchronized with the well-known circadian variations in overdose frequency.

DESIGN: Daily variations in opiate overdose frequency, total amount of naloxone necessary to treat the comatose state, and frequency of
hospitalization were examined in pure, nonlethal, consecutive cases of opiate (presumably intravenous heroin) overdoses. Furthermaore, daily
variations in the frequency of lethal overdoses were examined in all cases observed during the same period.

SETTING: An 8-yr prospective, observational study in the city and suburban area of Ferrara, ltaly.

PATIENTS: A total of 518 consecutive cases of nonlethal opiate overdoses in 327 different patients, plus 110 consecutive cases of lethal opiate
overdoses with precise or presumptive time of death.

RESULTS: Analysis of the circadian distribution of nonlethal overdoses showed a significant peak in the afternoon to early evening. Analysis of the
distribution of the hourly average amount of naloxone used to rescue patients from coma showed an opposite circadian variation, with a significant
peak in the early morning. The hospitalization risk was also significantly higher from 3:00 to 8:59 am. However, in a subset of representative cases,
plasma morphine concentrations did not change significantly in different hours of the day. Analysis of circadian distribution of lethal overdoses showed
a significant peak in the evening hours. The death risk (calculated as the percentage of lethal events in the total number of intoxications within a given
time frame) was significantly higher from 3:00 to 8:59 am.

CONCLUSION: The present data provide evidence for the existence of circadian variations in the individual sensitivity to opiate overdose.

PMID: 11176167 [Pubhed - indexed for MEDLINE]



MeToto gocniaeHHA byno BU3HAYNTH
KpuTepll rocnitanizauil ao BIT
NaLIEHTIB 3 TOCTPUM OTPYEHHAM
MeTaJOHOM



HeobxiaHO 3ayBa*KMUTK, LLLO Y MaunKe BCiX
nauieHTiB (98%), wo bynn gocTaBneHi
bpuragamm WBMAKOI 4ONOMOTIM NPoOBOANNACH
aHTMAOTHa Tepania. (Y cepeaHboOMy BBOAUNM
0,96 mr — 2,4 M1 HANIOKCOHY).

AHTWAOTHOI Tepanii He OTPUMYBaU AnLLe
NaLlIEHTWN, AOCTaBNAEHI Y BigAINeHHA No
CaMO3BEepPHEHHIO.



24% noCTYNMAU Y NPOTULLOKOBY NaNaTy i nicnsn
toroy BIT ta EAL.

[ToKkazamu bynu:

[MopyLweHHA CBIAOMOCTI A0 PiBHA 8 | HUXKYe baniB
no LUK (95%)

OunxanbHa HeaocTaTHICTb (87%)
FinoteHsia (25 %)

bansbkoy 1,7 % 3 rocnitanizaoBaHmMX CNOCTEPIranNCh
npoABn HABPAKY NereHb, MMOBIPHO HA POHi
BBeAEHHA BE/IMKUX A03YBaHb HAa/NIOKCOHY.



Ycboro LLUBJ/T notpebyBano 49% ycix nawieHTIB,
Wwo noctynuany BIT

25 % rocnitanizoBaHux bynn nepeBeeHi Ha
LLIB/1T a0 roanHu nicna noctynaeHHA y BIT.

40% 3 HUX MOCTYyNanun B CBIAOMOCTI, nNLLe
COHNMBI (Ha MicLLEeBOMY *KApProHi «niasucann»)

Y okpemunx BunaaKax notpebay LLIBJ/1 BUHMKana
| yepe3 1,5 roguHun, i Yepes 16 roguH Ta 24
roauHMN.

CepepaHa Tpusanictb WWBJ1— 26 roguH.
[Mpn HeycknagHeHomy nepebiry — 22 rognHun.



[MocTtaHoBKM LIBK noTtpebysanu 25%
CmepTHICTb 2,2 %

CepeaHsa TpmuBanictb nepebysaHHA y BIT — 32 roga.

[Mpn HeycknagHeHomy nepebiry — 19,5.

CepeaHsa TpuBanicTb nepebyBaHHA y nikapHi — 70 roa.
[Mpn HeycknagHeHomy nepebiry — 43 rognHun.



HaABHICTb aNKOroNbHOro cn'AHIHHA Ha POHI
OTPYEHHA meTagoHOoM — 30% nauieHTIB

CepeaHa TpuBanictb nepebysaHHA y BIT — 18
rouH.



OAHWUM i3 YCKNAAHEHDb, WO NOTPebyoTb TPUBAOIO
nepebyBaHHA Ta IHTEHCMBHOI Tepanii € CUHAPOM
TPUBANOro 34aB/AOBAHHA 3 HACTYNMHUM MOX/IUBUM
PO3BUTKOM roCTPOIl HUPKOBOI HEAOCTAaTHOCTI. YacToTa
PO3BUTKY BIM3bKO cepen rocnitanizaoBaHmx

nauieHTiB - 6% CepeaHAa TpuBanictb NnepebyBaHHA Y




3YCTPIYaOTbCA TAKOXK IHWI YCKAQAHEHHA
rOCTPOro OTPYEHHA METAaJOHOM:

- cNa3m chiHKTEpPA CEYOBOro MiXypa;
- 3BOPOTHA BTPATa CAYXY.

BOHWM matoTb AIarHOCTUYHE 3HAYEeHHA ANA
BUAB/NIEHHA eTIONOrNYHOro YNHHUKA OTPYEHHA.



JTabopaTtopHMMM 0COBIMBOCTAMM AaHNX XBOPUX €
nigsuuieHi pisHi ACT ta AJIT.

ANT 1,26 (0,1-0,68 mmonb/n)
ACT 1,03 (0,1-0,45 mmonb/n)
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Hepatotoxicity of the opioids morphine, heroin, meperidine, and methadone to cultured human hepatocytes.
Gémez-Lechén MJ', Ponsoda X, Jover R, Fabra R, Trullengue R, Castell Jv.
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Abstract

Adult human hepatocytes in chemically defined culture conditions were incubated with morphine, heroin, meperidine, and methadone to investigate
their potential hepatotoxicity to human liver. Cytotoxic effects were observed at about 100 times the plasma concentrations required to produce
analgesia in human nonaddicts. Concentrations of 1 mh morphine, heroin, and meperidine reduced the glycogen content by 50%, while even 0.2 mM
methadone produced a depletion of 70% after 24 h of treatment. Concentrations of 0.8 mM morphine and heroin, 0.4 mM meperidine, and 0.005 mt
methadone inhibited the albumin synthesis by about 50% after 24 h of pretreatment. Intracellular glutathione was reduced to 50% of that of controls
after 2-3 h of incubation with 2 mM morphine and 1 mM herain, while 1 mh meperidine and 0.2 mh methadone produced a reduction of about 30%
after 6 h incubation. The results show that therapeutic doses of the opioids is unlikely to produce irreversible damage to human hepatocytes, but
opiate doses during tolerance or abuse may be a cause of liver dysfunction.



[ToKa3un Ao rocnitanizauii y BIT:

* [lnxanbHa HeAOCTATHITb
* [inoTeHsiA

* [lopylleHHA CBIAOMOCTI

(nayieHmu 3 2o0cmpum ompyeHHAM MemaodoHOM Hee0083i
nicaa nposedeHHAa aHMuOOMHoI mepanii nompebyrome
Ha2780y HA8imb npu NoMipHOMY rnopyuweHHi caioomocmi)

* AHypia abo miornobiHypia BHACNIAOK CUHAPOMY
TPUBANOro 3/aB/IEHHSA

Y 6inbwocmi sunaoKie 8710cHe OMpPY€EHHA 8Xe HemMmae. Ha
nepwul naaH suxoo0ame Hacnioku CT3, niKy8aHHA
nMnpos8ooumMbCA 3a 302a76HUMU MPUHUUNAMu OaHOI
rnamonoeii y 6yob-akomy BIT 3 Haa8HUMU 8i0Mo8iOHUMU
3acobamu.



