be3ne4yHe 3acTocyBaHHA NIKapPCbKUX
3acobiB y BAIT
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KOH&JIIKTIHTEPECIB

* Orion Corporation » Stada

Pfizer * Nizhpharm

* B. Braun » Wyeth

* Berlin-Chemie * GlaxoSmithKline
* Menarini Pharma » Abbot

* FOpia-%apm » Aventis Pharma

* Rovi *Vogt Medicadl

* Bayer * Warm Air

» Takeda



Heba)kaHa nopaisa npu 3actocyBaHHi J13

* 3aBJaHHS IIKOAY BHACIIJOK MEINYHOIO BTPYYaHHS 3 3aCTOCYBaHHS
J13

* [TontepexyBajibHa a00 HEMONEPEAKyBalbHa

* Hebaxxana nmomist (HII), mio nmoB’si3aHa 3 MEIMYHOKO TOMMIIKOO 3aBXKIN
BBA)KAETHCS MOIEPEIKYBAHOKO

* HenonepenxxyBana HII He BigHOCHTBCS 10 MII — yacTime HeOakaHuI
edekr B11 3actocyBanHs 13 (HEJI3)




International Conference on
Harmonisation

* ADR — Oyzp sika 3aBIaHa IIKOAA, BKIIIOYaKOY HCHABMHCHI

HeOakaH1 e(DEKTH Iperapary, o BUHUKAIOTh IPHU
OO3BOJICHUX 03aX s IpO(MIIAKTUKH, I1arHOCTUKHU, Tepalii

3aXBOPIOBaHHA a00 A1 MoAH(pIKaLli (p1310J0Tr19HOT PYHKIIIT Y
TIOUHA

http://www.emea.eu



lHUMOeHTHICTb ADR 3a gaHMMun pI3HUX

nocniaXeHb

Giraud 1993 ICU 31% 1atrogenic
complications
13% major
complications
1.3% mortality

Bates " 1995 Medical 19 4 ADE/1000 Patient
ICU Days

Surgical ICU 105 ”
Gen. Medical 106 "
Cullen” 1997 Gen.Surgical 89
MedicalICU 25 "
SurgicalICU 14

p——

Mc Donnel 2002 General

p]’ 12
Pronovast 2006
et.al”
Valentin A™ 2006
Buckley 2007
MSH
Chacko I'* 2007

Hospital
University

23ICUsmm
USA

205ICUs
world wide

Pediatnc ICU

Multidis-
ciplinary ICUs

62 3% potentially
preventable & 25%
life threatening

complications
42% Medication
events

7.1% Medication error

of total sentinel events
(38.8 events per 100
patient day’s
83% potential ADEs of
medications errors
17% preventable ADEs
3 4% Cntical incidence
per 100 patient days,
drug related 15% of
these events

Vi > Chacko J, Raju HR, Singh MK, Mishra RC. Critical incidents in a multidisciplinary intensive care Anaesth Intensive Care 2007; 35: 382-6.
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[TpnymnHn HebakaHunx noain Biag J13

* [ loMmunku nepconaia
 BiractuBocti camoro JI3

* OcoOJIMBMI MAIIEHT:
* Bix
* CyIlyTHI1 3aXBOPIOBaHHS
* BariTHICTB
* [IpuiioMm 1HIIMX OpenapariBb

Sandra L. Kane-Gill et al. Executive Summary: Clinical Practice Guideline: Safe Medication Use in the ICU Crit
Care Med 2017; 45:1546—-1551



[loMmunku nepcoHany

* 3a pi3HUMH gocaKeHHAMA — 33,3-73% BCiX yCKIIaAHEHD B
BAIT

BrimBae Ha 4acTOTy MOMUJIOK:

* JIKICTh IEpCOHATY

* KoMyHIKaTMBHI1 HEIOIIKHA TOMIXK JIIKApSIMHU Ta 1HIIIUMU
4JIeHaMH KOMaH/I1

* JlikapchbKa MOMMIIKA

Graf'J, Von den Driesch A, Koch KC, Janssens U. Identification and
characterization of errors and incidents in a medical intensive care unit. Acta

Anaesthesiol Scand. 2005; 49: 930-9



[ToMmnnNKn nepcoHany - AKICTb NepcoHany:

* HecTaua nmepcoHaiy BIAAUICHHS

* [lepeBaHTaXXECHHA

 BigBomkaHHA

* ManonocB1I4E€HUN IepCOHAI
 HoB1 MoJ1OI1 WJIEHN KOMAaH N

* Po3puB y 0e3nepepBHOCTI OIS LY

* BopoBapKeHHS HOBUX METOIB JIOTJISIAY Ta JIIKYBaHHS

Young JS, Stokes JB, Denlinger CE, Dubose JE. Proactive versus reactive: the
effect of experience on performance in a critical care simulator. Am J Surg 2007;
193: 100-4



[ToMunkn nepcoHany — nikapcbka
NoMUIIKa

* [Ipu3HauenHs JI3 0e3 nmokazaHb

* [ToMuKM 103U Ta KpaTHOCT1 BBEACHHS

* HeBipHui1 BUO1p npemnapary

* HemoBpaxyBaHHS aJIepriyHOrO aHaMHE3Y

Weingart SN, Wilson RM, Gibberd RW, Harrison B. Epidemiology of medical
error. Br Med J 2000; 320: 774-7



CynyTHI 3aXBOpPIOBaHHS Ta BIK

* Pusuku ycximagaens y BAIT 3pocTaroTs 31 301IbIIEHHSIM BIKY Ta
TSHKKOCT1 CTaHy IAIl€HTA, a TAKOXK 3a HASSBHOCTI 2+ OpraHHO1
HEJIOCTATHOCTI

* [Hum Qakropu: TpuBanicTh 3HaxoKkeHHSA Y BAIT, cTrars, mopymeHHs
(PYHKI{IT HUPOK Ta IICYIHKH

 JliTH: 0cOOIMBO Bpa3jnBa MIArypra, HalOlIbIle — B HEOHATAJILHOMY
BIIII
* BikoB1 nmamieHTH: 0arato CymyTHIX 3aXBOPIOBaHb, 1110 TAKOXK

JTIKYIOTBCS MEIMKAMEHTO3HO — OUIBIIAM PU3UK ITHTEPAKIIINA Ta
T1KapChKUX MOMUJIOK

Cullen DJ, Bates DW, Leape LL, et al. Prevention of adverse drug events: a
decade of progress in patient safety. J Clin Anesth. 2000; 12: 600-14



daKkTopu pU3unKy, 3anexHi Big J13

* Uum Ounbmie JI3 nmpu3Hau€HO OAJHOYACHO — TUM OIBIIHHN
pu3uk MII ta HEJI3

* Yactora HE3JI y namientiB BAIT cyTTeBO Oliiblla IIOPIBHSHO
3 3araJIbHUMU BIJII1IICHHIMU

Yactora HE3JI B 3a11€:KHOCTI B1J KJ1acy Ipemnapary:
* KapmioBackyisipai — 31%
* [Ipornzamansh1 — 20%
* AuTnO10THKH — 11%

Brennan TA. The Institute of Medicine report on medical errors—could it do
harm? N Engl J Med 2000; 342:
1123-5



MeguyHi nomunkm J13

* [TonepemxyBanl MII nipu npu3HadeHH1 J1K1B — 28%
* [Tomunka mxkaps — 56%

* [Tomunka MmeguuHoi cecTpu — 34%

 [Tommnka opu Buaadl npemapary — 4%

 [IoMunka m1aHMX B MEAWMYHIA JOKyMeHTAaIl — 6%

Bates DW, Cullen DJ, Laird N, et al. Incidence of adverse drug events and potential adverse drug
events. Implications for prevention. ADE Prevention Study Group. JAMA 1995; 274: 29-34

 [nmm mani — 57,9% MII nonepemkyBaH1

Peyriere H, Cassan S, Floutard E, et al. Adverse Drug Events Associated with Hospital Admission. Ann
Pharmacother 2003; 37: 5-11.

binvuwicmoe ADE — npusnauents ne 3a nokazanHAMU, ITHmepaxuii mixc Ji3,
NOMUJTIKA 8 003YB8AHHI, NPOOOBICEHHS 88€0eHHs JI3 npu 8aice HaABHIU
Hebadicaril peakyii



[lpenapaTtu, Wo cnpuynHATbL HanbinbLUe

 KriceHb
 AHTHO10THUKH
e CemaTuBHI
 AHAJIBI€TUKU

* M’s13€B1 pellakCaHTH

AED

Peyriere H, Cassan S, Floutard E, et al. Adverse Drug Events Associated with Hospital Admission.
Ann Pharmacother 2003; 37: 5-11



KnceHb

* [IokazaHHs, OPOTUIIOKA3aHHS, palllOHAJIbHE BUKOPHUCTAHHS

* MOHITOPHMHTI 1 BIPHOT'O J0O3yBaHHS Ta YHUKHEHHS TOKCUYHOCTI,
0COOJIMBO IIpHU IIepeBUILICHH1 KOHIeHTpalii 50-60%

* TOKCMYHICTB JJ14 JIET€Hb: a0COPOIIHI aTeJIeKTa31, TPaxeoOpOHXIT,
OpOHXOMyJIbMOHAIbHA JHUCILIA314, 1111, BKiItodatroun I PIIC.

* PaHH1: 3HMKEHHS pECHIPATOPHOIO APAKUBY, TPAXEOOPOHXIT BHACIIIOK
1CYILLICHHS.

* [Toxxexxo Ta BUOYXOHEOE3EUHICTh !
Michael Beers F. Oxygen therapy and Pulmonary Oxygen Toxicity. In: Alfred P.
Fishman, editor. Fishman’s Pulmonary Diseases and Disorders. New York: Mc

Graw- Hill; 1998.p. 2627-42



KnceHb

* TOKCUYHICTB J1s1 CITKIBKM: PU3UKH PETUHOIATII Y HOBOHAPOIKECHUX
(HEIOHOIIIEH], 3 HU3bKOIO Barom)

* Tokcuunicts LIHC: rinepbapuyuHa okCUIeHallis 3 THCKOM O1bIie 2
arMoc(ep, OCHOBHI CUMIITOUMH — 30pOB1 TOPYIIECHHS, 10 3HUKAIOTh
IIpH HOpMaJTi3allli TUCKY

Michael Beers F. Oxygen therapy and Pulmonary Oxygen Toxicity. In: Alfred P.
Fishman, editor. Fishman’s Pulmonary Diseases and Disorders. New York: Mc
Graw- Hill; 1998.p. 2627-42



AHTNOIOTUKN

* EMmipuuna ABT Ta OakTep1070ridH1 O CTIIKECHHS

* [IomuiikoBe Ta HaAMIPHE 3aCTOCYBaHHS
* HeanekBarna Tepanis HO30KOMIaJIbHUX 1H()EKIIIM
* 3actocyBanHs ABT 0e3 nmoka3aHb
* [IponoHroBana aHTUO10THUKOTEpAITIS

Eggimann P, Pittet D. Infection control in the ICU. Chest 2001; 120: 2059-93



AHTNOIOTUKN

* Pe3lCTEHTHICTD IO aHTUOIO0TUKIB
* 25-33% namienTiB BAIT MaroTh HO30KOMIaJIbHY 1H(MEKITIIO
* Stewardship — nosmTruka 3acToCyBaHHA aHTUO10THKIB

* [H(bopMalIIiiH1 TEXHOJIOT1T — 3MEHIIICHHS YCKJIaIHCHb,
OB’ I3aHUX 3 AaHTHO10TUKAMU



CenatmBHI Ta aHasNbreTuku

* BAIT: TpUBOXHICTB, ICHIPIN, aKATALIS

* 97% 1aTyOO0OBaHKX Ta 92% HEIHTYOOBAaHUX MAIIEHTIB HOTPEOYIOTH
AHAJITCTHUKIB

* 87% maIii€eHTIB OTPUMYIOTh O€H3041a3€I1HU
* 50% KpUTHUYHHX IALIIEHTIB HEAJIEKBATHO 3HEOOICHI

* [Ipenaparu s cepamii y BAIT: 0eH3oma3eniny, mponodoJ, oniaTy,
IEKCMEACTOMIAIH, 0apOITypaTH, KI0(EIlH, IHTAJISAL1MHI aHECTETUKHU

Sun X, Quinn T, Weissman C. Patterns of sedation and analgesia in the
postoperative ICU patient. Chest 1992; 101: 1625-32



CenatmBHI Ta aHasNbreTuku

* [Ipenaparu a5 3H€00ICHHS:
* OI1aTHu
 HIIJI3
* [MapareTaMoJl
* a1’ IOBAaHTH

* boirrocH1 BBeACeHHS, ITOCTIMHA 1HPY31d , KITA



[[acTpoTokcnyHicTb HIJ13

www.uptodate.com ©2018 UpToDate
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XTO noTpebye NepBUHHOT NPOPINaKTUKM

Bucokui pu3HK: aHaMHE3 YCKJIaJHEHOI BUpa3Kl ado 3 Ta OuIbIIe
(baKTOP1B PU3HUKY

Cepenniit pu3uk: 1-2 (hakTopu pu3HKy
Hu3bKku# pU3uK: HeMae (haKTOPiB PUBHKY
DakTOopu pU3UKY:
* AHaMHE3 HEYCKJIQJIHEHO1 BUPA3KHU
* Bik crapiie 65 pokiB
* Bucoxi no3u HIIBC

* CynyTHS Te€parisa aColIpruHOM, TIIFOKOKOPTHKOI1IaMH, aHTUKOATyJISTHTaMH1
www.uptodate.com ©2018 UpToDate

American College of Gastroenterology (ACG) 2009



https://www.uptodate.com/

Pusnkm HecenektusHmnx HINBC

* indomethacin (RR 2.25)
* naproxen (RR 1.83)

* diclofenac (RR 1.73)

* piroxicam (RR 1.66)

* tenoxicam (RR 1.43)

* ibuprofen (RR 1.43),

* meloxicam(RR 1.24).

e diclofenac 1.89, 95% C.
* ibuprofen 3.97, 95% C.

[ 1.2-3.1
(2.2-7.1

* naproxen 4.2, 95% C.

[2.7-6.6

Richy F, Bruyere O, Ethgen O, et al. Time dependent risk of gastrointestinal

complications induced by non-steroidal anti-inflammatory drug use: a

consensus statement using a meta-analytic approach. Ann Rheum Dis

2004; 63:759.

Coxib and traditional NSAID Trialists' (CNT) Collaboration, Bhala N, Emberson J, et al.

Vascular and upper gastrointestinal effects of non-steroidal anti-inflammatory

drugs: meta-analyses of individual participant data from randomised trials. Lancet

2013; 382:769.

utane
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https://www.uptodate.com/contents/diclofenac-drug-information?source=see_link
https://www.uptodate.com/contents/ibuprofen-drug-information?source=see_link
https://www.uptodate.com/contents/naproxen-drug-information?source=see_link
https://www.uptodate.com/contents/indomethacin-drug-information?source=see_link
https://www.uptodate.com/contents/naproxen-drug-information?source=see_link
https://www.uptodate.com/contents/diclofenac-drug-information?source=see_link
https://www.uptodate.com/contents/piroxicam-drug-information?source=see_link
https://www.uptodate.com/contents/tenoxicam-united-states-not-available-drug-information?source=see_link
https://www.uptodate.com/contents/ibuprofen-drug-information?source=see_link
https://www.uptodate.com/contents/meloxicam-drug-information?source=see_link
https://www.uptodate.com/contents/nsaids-including-aspirin-primary-prevention-of-gastroduodenal-toxicity/abstract/9
https://www.uptodate.com/contents/nsaids-including-aspirin-primary-prevention-of-gastroduodenal-toxicity/abstract/10

KETOPOIJIAK

* B 5.5 pa3iB OuIbIIa raCTPOTOKCUYHICTH IIOPIBHSIHO 3 1HIIMMU
HIIBC

* P13Kke 3poCcTaHHs pU3HKIB
* IIpu IIpuiiomi Oineiie 5 110
* MTAIIEHTH ITOXHUJIOTO BIKY
* BUCOKI 103U

* TakoX OUIBII PU3UKHU BITHOCHO PEHAILHUX YCKIIQHEHD

Reinhart DI. Minimising the adverse effects of ketorolac. Drug Saf 2000; 22:487.
http://www.accessdata.fda.gov/drugsatfda_docs/label/2007/019645s0171bl.pdf (Accessed on May 08, 2012).



https://www.uptodate.com/contents/nsaids-including-aspirin-primary-prevention-of-gastroduodenal-toxicity/abstract/15

[ACTPOIHTECTUHAJIbBHA BE3INEKA
[lekckemonpogeHy ma KemoripogeH

vlekckenonpodeHrl I

Nov;49(11):627-32. *Excnepimenmanvhe 00CIiONCEHHS HA MBAPUHAX

@ Lastra CA, Nieto A, Motilva V, Martin MJ, Herrerias JM, Cabri F, Maulein D. Intestinal toxicity of ketoprofen-trometamol vs its enantiomers in rat. Role of oxidative stress. Inflamm Res. 2000
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NN'T aHanbeemuckie (OaHi pe3yrbmamie KOKpaHI8CbKUX
02/1510i8 3 echbeKmuBeHoOCMI PI3HUX aHalbeemukie

Odekcanrin®, 50Mmr B/m l | ‘

r

Mapekokcub, 40mr B/m

JNopHokcukam, 8mMr B/m i
MopdiH, 10Mmr B/m j

Aekcanrin®, 25mMmr per os

KeToponak, 30Mr B/m

Aexkcanrin®, 12,5mMr per os

Tpamapgon, 50mMr B/m

AcnipuH 650wmr, per os

MNMapauetamon, 1000mr, B/B

0 1 2 3 a 5
Moka3uuk NNT (hnumber-need-to-treat) /‘l5wa2/77%° € HAMHNXYUM ce-
pen ycixX aHanbreTukiB, B TOMY YMCJli Yy NOPIiBHAHHI 3 MOP@IHOM.

1. R.A. Moore,J. Barden. Systematic review of dexketoprofen in acute and chronic pain. BMC Clinical Pharmacology 2008, 8:11 doi:10.1186/1472-6904-8-11. 2. R.A. Moore, H.J. McQuay.
Single-patient data meta-analysis of 3453 postoperative patients: Oral tramadol versus placebo, codeine and combination analgesics. Pain 1997; 69:287-294. 3. A. Moore, S. Collins, D. Carroll,
H. McQuay, J. Edwards. Single dose paracetamol (acetaminophen), with and without codeine, for postoperative pain. Cochrane Database Syst Rev. 2009,(1):CD001547. 4. P.E. Hall, S.Derry,
R.A. Moore. Single dose oral lornoxicam for acute postoperative pain in adults. Cochrane database of systematic reviews (Online) (Impact Factor: 5.94). 01/2009; DOI:
10.1002/14651858.CD007441.pub2. 5. L.A. Smith, D. Carroll, J.E. Edwards, R.A. Moore and H.J. McQuay. Single-dose ketorolac and pethidine in acute postoperative pain: systematic review
with meta-analysis. British Journal of Anaesthesia. 84 (1): 4858 (2000).



[eHepU4YHUN
AeKcKeTonpodgeH

HEMIO®EH

LAEKCKETOMPO®MEH 50 mr/2 mn

Posumm ann in' exuii, 50 mr/2 mn
5 amnyn no 2 mn

4
\./ IO.JI. Kyuun. 11-it bpurano-Ykpaincekuit Cumnosiym. Kuis, 2019
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[lepBMHHA npodoinakTuka
racTpoiHTecTiHanbHOI Tokcu4HocT! HIJ13

e /s mamieHTiB 3 BUCOKMMU puzukamu: 11]1OI'-2 a6o HITJI3 +
[III1/mi130mpocTon (?)

* AnvrepnaruBa ans [TII1/mi13onpocTon (?7) — Bucok1 1o3u H-2-
1HI'101TOP1B

e IIII1 — npenapaTu nepuoro BUOOpy

* [Ipu 3actocyBanH1 1L{OI'-2 — po3MIssHYTH IPU3HAYECHHS ACITIPUHY

* Jlucriencia — 4yacTo nepiia 03Haka BUPA3KOBHUX YCKIIATHEHb

www.uptodate.com ©2018 UpToDate



https://www.uptodate.com/

BToprHHa npodinakTuka
racTpoiHTecTiHanbHOI Tokcu4HocT! HIJ13

Axmo norpiono npoxos:xysaru HILJI3

e [IIII B nomosuenus mo HIJI3

 111OI'-2 sk ansrepHaruBa HIIJI3 (He gopiBHioe 3a epekTuBHICTIO I1111)
AKI0 MOTPiOHO NMPOAOBKYBATH acHipuH (75-325 mr/n)

* Posmsinytu epanikamiro Helicobacter pylori

o ITIII (xpamie) a6o0 H-2-1Hr101TOpH B BUCOKHX J03aX

Ao norpioHo acmipun + HILJI3

* 111OI'-2 + II1II : moBeneHO AJIsI LIEIEKOKCHOA MOPIBHSHO 3
HaIIPOKCEHOM, ajie He ais 1Hmmx HITJI3

www.uptodate.com ©2018 UpToDate



https://www.uptodate.com/

IHriGiTopun npotoHHol nomnu (IIM): kpuTepii
BUOOpY

EEeKTUBHICTb

* naHTonpa3sos (KoHTponok) BTpudi 3MeHLLYE PU3UKN NMOBTOPHOI
KpOBOTEYI NOPIBHAHO 3 OMENPa30sioM

* [loyaTok ail - yepes 15 XBUNMH Nicng BHYTPILWLWHbOBEHHOIO BBEAEHHS

« 3A 60 XBUNKUH — iHriBIUia 86 % KMUCNOTHOCTI B LWNYHKY

be3neka

« naHTonpasosn (KoHTponok) - HanbinbLwnm npodinb beanekn

* MiHIManbHi PU3UKN MiXKNIKAPCbLKMX B3aEMOAIN (B T.Y. 3 KINonuaorpenem,
aHTukoarynsaHtamu, HIJ13)

* [loxmnuin BiK Ta NOPYLLEHHA PYHKLIT HUPOK — HE MOTPIOHA KopeKLuis 403U

1. Chahin N.J. et al. Can J Gastroenterol 2006;20, Suppl A:112.

2. 1. Simon B. et al. Alimentary pharmacology & therapeutics, 1990, Vol. 4(3), P. 239-245.

3. MHCprKLl,I/Iﬂ K MeQNLMHCKOMY NPUMEHEHUIO npenaparTa KOHTpOﬂOK



HIMJ13, wo meTaboni3yroTbcs izodhepMeHTOM
CYP2C9 cucremu untoxpomy P450:

* NoynpodeH
« [lunknodeHak
* [Nnpokcmkam
* Menokcukam
* JlopHOKCHKaM
* Humecynug
» Llenekokcunb
o OTOPUKOKCND
 HanpokceH

NManTonpa3son (KoHTponok) He BnnnBae Ha meTtadoniam J13, wo
MeTaboni3yrTbces izochpepmeHTom CYP2C9

Chris C. Ogu and Jan L. Maxa. Drug interactions due to cytochrome P450. Proc (Bayl Univ Med Cent). 2000 Oct; 13(4): 421-423.
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oMenpasos1 Ta eaomMenpasosnia npu cynyTHiKn Tepanil [1naBukcom

3abopoHa FDA

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use
PLAVIX safely and effectively. See full prescribing information for
PLAVIX.

PLAVIX (clopidogrel bisulfate) tablets
Initial U.S. Approval: 1997

WARNING: DIMINISHED EFFECTIVENESS IN POOR
METABOLIZERS

See full prescribing information for complete boxed warning.

» Effectiveness of Plavix depends on activation to an active metabolite
by the cytochrome P450 (CYP) system, principally CYP2C19. (5.1)

* Poor metabolizers treated with Plavix at recommended doses exhibit
higher cardiovascular event rates following acute coronary syndrome
(ACS) or percutaneous coronary intervention (PCI) than patients with
normal CYP2C19 function. (12.5)

+ Tests are available to identify a patient's CYP2C19 genotype and can
be used as an aid in determining therapeutic strategy. (12.5)

* Consider alternative treatment or treatment strategies in patients
identified as CYP2C19 poor metabolizers. (2.3, 5.1)

- STEMI: 75 mg once daily, in combination with aspirin (75-325 mg
once daily), with or without a loading dose and with or without
thrombolytics

+ Recent MI, recent stroke, or established peripheral arterial disease: 75 mg
once daily (2.2)

DOSAGE FORMS AND STRENGTHS
Tablets: 75 mg, 300 mg (3)

CONTRAINDICATIONS

» Active pathological bleeding, such as peptic ulcer or intracranial
hemorrhage (4.1)

* Hypersensitivity to clopidogrel or any component of the product (4.2)

WARNINGS AND PRECAUTIONS
Reduced effectiveness in impaired CYP2C19 function: Avoid concomitant

use with omeprazole or esomeprazole. (5.1)

Propose to retain omeprazole and esomeprazole based on discussion with
FDA Nov. 3, 2011.

- [0.J1. Kyuun.

RECENT MAJOR CHANGES
Dosage and Administration (2.4) 12/2011
Warnings and Precautions (5.1) 12/2011

INDICATIONS AND USAGE
Plavix is a P2Y ), platelet inhibitor indicated for:
* Acute coronary syndrome

11-it bpurano-Ykpaincekuit Cumnosiym. Kuis, 2019

+ Bleeding: Plavix increases risk of bleeding. Discontinue 5 days prior to
elective surgery. (5.2)

+ Discontinuation of Plavix: Premature discontinuation increases risk of
cardiovascular events. (5.3)

+ Recent transient ischemic attack or stroke: Combination use of Plavix and
aspirin in these patients was not shown to be more effective than Plavix
alone, but was shown to increase major bleeding. (5.4)

+ Thrombotic thrombocytopenic purpura (TTP): TTP has been reported with
Plavix, including fatal cases. (5.5)

https://www.accessdata.fda.gov/drugsatfda docs/label/2011/020839s055Ibl.pdf
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FDA po3Bonse naHTanpason npu cynyTHiK Tepanil [1naBnkcom

7.3  Clopidogrel

Concomitant administration of pantoprazole and clopidogrel in healthy subjects had no clinically
important effect on exposure to the active metabolite of clopidogrel or clopidogrel-induced
platelet inhibition [see Clinical Pharmacology (12.3)]. No dose adjustment of clopidogrel 1s
necessary when administered with an approved dose of Protonix.

7.4  Drugs for which Gastric pH Can Affect Bioavailability

Pantoprazole causes long-lasting inhibition of gastric acid secretion, therefore pantoprazole may
interfere with absorption of drugs where gastric pH is an important determinant of their
bioavailability (e.g., ketoconazole, ampicillin esters, iron salts, and digoxin).

7.5 False Positive Urine Tests for THC

There have been reports of false positive urine screening tests for tetrahydrocannabinol (THC) in
patients receiving proton pump inhibitors including pantoprazole. An alternative confirmatory
method should be considered to verify positive results.

32
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3MeHweHHA puaunkie HIM3

KAPIIAJIBHI T'ACTPOIHTECTIHAJIBHI PUZUKH

PU3UKHAU

HU3bKU CEPE/IHI B COKI
HU3bKU HII3: HITJI3 + ITIIT BinMmoBuTHCE Bin
HaMOE3NEeYHIIINN Y HIIJI3 a6o LIOI'-2 +
HAWHIKY1H 1031 UTIIT
BHUCOKI (Tpebda HII3: HII3; BinMmoBuTHCE Bin
aCIIIPHH) HaOE3MEUHIINUMN Yy HaOE3NEUHIIIUMN Y HIDI3 ta 1I1OI'-2
HAWHIKY1H 1031 HAHIDKY1I 1031
+ ITII1 + ITII1

N\ ACG PRACTICE GUIDELINES
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[MAPALETAMOIJ1 — 6e3neyHa bnokaga LIOI

NMAPALUETAMOIJ1 1000 mr MO AHAJIBI'ETUYHHOMY E®EKTY
CNIBCTABHUMU 3*:

KETOPOIJIAK 30 OAUKINOPEHAK METAMI3OIJI

Mr 75 mr 2500 mr MOP®IH 10mr

*Anesth Prog. 2014 Fall; 61(3): 99-102. «kOFIRMEV: An Old Drug
Becomes New Again» Rodney N Nishimoto
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[MTAPALETAMOIJ1 — 6e3neyHa bnokaga LIOI

[NaHi aoka3oBOI MeaAULUHMA:

* MapaueTtamon - eeKTUBHNN aHaNbreTUK A4 NiKkyBaHHA rocTporo 0onto;
BUNaaKkn nobiyHnx edeKkTiB MOXXHa NopiBHATY 3 nnauebo (Levell
Cochraine Review).

* NMapauetamon BBegeHNU BHYTPILLHbOBEHHO NepegonepauinHo |
IHTpaonepauinHo 3MeHLUYe nicnsgonepauinHy HyaoTy | ontoBaHHS; (Levell
PRISMA).

° hapaueTamon 3HWXYE CIrNo>XUBaHHA ONMIOIAIB.

Acute pain management: scientific evidence, 2015
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Puc. 5. KnuHuyeckue npose/ieHus 2unepyyscmeaumesbHOCMU K hapayemamory U aHane2uHy (n = 314)

I1apa|.|eTaM0n nmeeTt 60N1ee BbICOKNN ﬂpO(I)I/IJ'Ib 6e3onacHoCTN B CPpaBHEHNN C aHaJIbrMHOM:

NccnepoBaHme reHoB, BAUAOLWWKX Ha MeTaboNn3M r’MCcTaMnHa, NOKasano, YTo Cpean 314 nayneHToB C npoABIeHNAMN
NOBGOYHbIX peaKumVl npuMeHeHne aHaJiblrNMHa COMnpoBOKAaJ10Cb 5-KpaTHbIM yBeJlimnyeHnem 4acCtoTbl peaKumVl rmnepyys-

//.,CIEI/ITeﬂbHOCTI/I B CPaBHEHWNU C lNMapPalETaMOJIOM
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HANBY®IH — OMIOIOHA AHATNBLIE3IA I3 KPALLIM
NMPO®PIIEM BEI3INEKU

aroHicTt k -, aHTaroHicT M -
onioiaHUX peuenTopiB

3HeDoNYNN ePeKT EkoHOMIS 3ycunb | Yacy

lanbydiHa cniBCTaBHUN 3 MEONYHOro nepcoHarny
MopdoiHoM, ane HanbydiH 3a paxyHOK CrpoLLEHOI
3abeasneyye Kpalmn CUCTEMMN BUMUCKN |
npodinb 6esneku! o0oriky!
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CenatmBHI Ta aHasNbreTuku

* MOHITOPUHT pecripaTopHoi QyHKIII IPH OIiaTaX CUCTEMHO Ta
HEMPOAKCIAILHO

* [IopyuieHHs1 MOTOpPUKH Ta 1HIN yeKiIagHeHHs KT

* MackyBannasa UMT, nenpecii IIHC, npuraideHHs TOpMOHIB KOPH
HaJHUPHHKIB

 [locTnapaniTudHa mMionaris Ta Herponarisa micisa Tpusano 1HIBJI 3 omaramu

* Cunpom 1H}Y311 TPOmodoIy: MPOrPECHBHUM META0OIIYHHUI K103,
pad0M10J113, TIHEPAINIAEeMIs, TermaroMeraiis, OpagrapuTMis, TPorpecyrda
PE3UCTEHTHA CEPIIEBA HEJOCTATHICTD

* [Iporodoi1 — He JO3BOJICHO JJIS TPUBAJIOL Ceaallll Nea1aTpUYHUX NaI[lEHTIB
BAIT



CenatmBHI Ta aHasNbreTuku

* JlekcMeaeTOMIAIH — MEHILIE PECHIPATOPHOI JACIPECli HOPIBHIHO 3 ONlaTaMH

* HIUJI3 — pynkiist TpOMOOIMTIB, peHabHa TOKCHYHICT,
racTpOIHTECTIHAIbHI pu3uKH: Bupa3ku Ta KK

* HagmipHa ceparis — 30u1bl1eHHsT pu3unkiB TI'B, acmipaiiitHoi THEBMOHII,

3aTpUMKa BIJJTYYECHHS B1J] pecIiparopa Ta MOJIOBKEHHS rOCITaI3ali y
BAIT

* Cepmatnis Ta aHaJres3iss — KOHTPOJIb Ta MOHITOPUHT

* Jlempiii: 50-80% kputnunux namieHTiB Ha [HIBJI ta 20-50% 1Hmmx
naeuTiB BAIT

* Jlempin — nomtuka BigauieHHs:, CAM-ICU, ByacHe po3Ii3HaHHA Ta
JT1KyBaHHS



M'a3eBI penakcaHTu

* [loka3zanHd: 1HTYOAL1A Tpaxel, Ae3aIanTamis 3 pecuiparopom, 0COOIUBI
pexxumu [HIBJI, HekoHTpoaboBaH1 cyqoMH (7)

* MaHinyssuii y nani€HTa B CBIIOMOCTI, BUTIAJKOBA EKCTyOAallis,
ITOIIKO/>)KECHHS HEPB1B (INICKCUTH), BACUXAaHHS Ta TPAaBMH POT1BKH,
BEHO3HUM cTtaz ta 1T1'B

* The Joint Task Force (2002) clinical practice guidelines: penakcaHTH TIIBKH
I1CJIS AHAJIBI€THKIB Ta CEIAaTUBHUX IIpEIapariB

. HEIO(:)JIGMI/I 3 BUACHUM PO3MI3HAHHAM 11IeMil M10KapAa, CyI0M, IIOPYIIEHb
I[HHC, ractpocTas Ta mopyieHHs Nacaxy KUAIIKIBHUKA

* YCKIaJHEHHs: M1oIaTisA Ta arpodis M’ A31B (BKJIFOYAX04H Jladparmy),
MOJIIHENPOTIATIS, MIXKIMKAPCHKH 1HTEPAKII1i

* binbuie npobieM, 3 BEpo- Ta NaHKYPOHIEM, aJI€ aTPaKyplyM TaKOXK
ONKCAHMUM SK MPUYMHA



CTpaTerii 3BMEHLEHHS PU3NKIB ([ ) World Healtr
_ ¥, Organization
Pharmacovigilance

* Gapmakonoriyanit HamsAa (PH) - Hayka Ta ASUIBHICTS, MTOB'A3aHa 3
BUSBJIEHHAM, OLIHKOIO, PO3YMIHHAM Ta MONEPEHKEHHAM HECIPUATIUBUX
HACJILIKIB 200 Oyib-sKO1 1HIITO1 MPOOIEMHU, MOB's13aHO1 3 JI3

* [IporpamMmy MIKHaAPOJHOIO MOHITOPHHIY JIKapChKuX 3ac001B BO3 — micius
TAJT1AOMITY (196113

* 2010 p. - 134 kpainu Oynu yactuHOr nporpamu BOO3

Hiai ®H

* MIABHUILCHHI P1BHS JOIVISIAY 32 XBOPUMH Ta OS3MEKHU IAIIEHTIB Y 3B'SA3KY 3
BUKOPUCTaHHAM J13;

* MATPUMYBATU OPOrPaMy IPOMAJICBKOTO 310POB'S IIIAXOM HANAHHA
OOCTOBIPHOI1, 30aJTaHCOBAHO1 1HQOPMAIT TSI €PEKTUBHOT OLIIHKHU ITPOPLITFO
PH3UKY Ta KOPHUCTI JIKAPChKUX 3aC001B



EnigemionoriyHMn niaxig

* CyBOopHH €M1AESMIOIOTTYHUN H1X1J IIOA0 BHUSBICHHS Ta 3al00ITaHHS
npoOJIEMaM 3 3aCTOCYBAaHHSIM PEAKTUBHOTO Ta IIPOAKTHUBHOI'O 3aCO01B

* PeakTnBHI 3ac00M — peakilisl Ha CEpMO3HE HEraTUBHE SIBUILIC B1]I
3acTocyBaHHs JI3. Bkirouae HOTo BUBHAHHA Ta BUZHAHHSA TOIO, 110
BOHO MOKE IIOBTOPUTUCS. BUBUAIOTHCSA NPUUYNHY BUHUKHEHHS
KOHKPETHO1 IOMHJIKM T4 BU3HAYAIOTHCS MIJISAXUT a CTPATErii, 110
I03BOJISITh YHUKHYTH TaKUX IIOMHUJIOK B MaHOyTHBOMY

* [IpoakTHBH1 ME€TOAM: aHAIII3 PEKHUMY 3aCTOCYaHHS Ta BYACHOI BIIMOBHU
B1J 3acTOCyBaHHs JI3 (pEKOMEHAYETHCS MPUHAKMI IIOPIYHO)

Sandra L. Kane-Gill et al. Executive Summary: Clinical Practice Guideline: Safe Medication Use in the ICU (
Care Med 2017; 45:1546-1551



lneHTUdikauia npobnemu

®* 11aCMBHC Td dKTHUBHC CIIOCTCPCIKCHH I

* [TacuBHe: (ikcamisa JKapaMHu HeOaXKaHUX PEAKIINA Bl 3aCTOCYBaHHS
JI3 Ta momoB1Ab Ipo 1€ BIAMOBIAHO 0 IPUHAHATHX HOPM

* AKTHUBHE: IIPSIME COCTEPEKEHHS 3a 3aCTOCYBaHHS JI3, onuTyBaHHS
JIIKapIB Ta IMAalll€HTIB, PEAKI(ISI HA 3MIHU B JJa0OPATOPHUX MOKA3HUKAX
Marle€HTa Ta MIyK 3B’ sI3Ky 1p0ro 3 JI3

* [loBTOpHI aynuTHn

Sandra L. Kane-Gill et al. Executive Summary: Clinical Practice Guideline: Safe Medication Use in the ICU Crit
Care Med 2017; 45:1546-1551



KopekKuia noacbKoro aktopy Ta
BUPOONEeHHA HE-TEXHIYHUX HABUYOK

* CHCTeMHMH aHaI13 BIJIUBY JIOJICBKOTO (PAKTOPY Ta KOPEKITIS

* CKOpPOYEHHS pOOOYOro 4acy
* [TommnmieHHs yMOB IIpaiil
* Bukopucranas 1HGOpMaLIMHAX TEXHOJIOTIN

* He-TeXHI1YH1 HABUYKU KOMIICTEHTHOCTI
* Xopoia po0oTa B KOMaH/I1
* Po3ymiHHA cuTyanii

* YpaBIliHHS 3aBAAaHHSAMU Ta HABUYKM IPUNHATTS PillICHb JIJIS
0e3neuHo1 NpakTUKu y AIT

Sandra L. Kane-Gill et al. Executive Summary: Clinical Practice Guideline: Safe Medication Use in the ICU Crit
Care Med 2017; 45:1546-1551



YOoCcKoHaneHHss MeHegkMeHTy J13

30epirannsa JI3

* YHUKHEHHSA 3a0pyIHEHHS KPOB IO Ta OPraHIYHUMHU PEYOBHHAMU

* OkpeMe 30epiraHHss 0COOJMBO HEOE3MEUHUX MpEnapariB; HAPKOTHYHI
PEYOBHHH, 3aCOOM HAPKO3Y, M’ S13€B1 PEIIAKCAHTH

* PeecTpairis B3STTS Ta BBEACHHS IpenapariB

Sandra L. Kane-Gill et al. Executive Summary: Clinical Practice Guideline: Safe Medication Use in the ICU Crit
Care Med 2017; 45:1546-1551



YOoCcKoHaneHHss MeHegkMeHTy J13

BBeaeHHsI npenaparis

* CucreMa IIOBTOPHOIO PO3II3HABAHHS IIPEIIapariB: KOJIbOPOBE
MapKyBaHHS, P13H1 aMIyJIM, IIIPUIA

* MapkyBaHHS IIpUIrOTOBAaHUX PO3YHHIB
* Crangapru3aiils abpeBlaTyp, aKkpOHIMIB Ta CUMBOJIIB

* YHUKHEHHS HaJATO 3aBYaCHOIO IMPUTOTYyBaHHS MpeIapaTiB — MOXKJINBA
KOHTaMIHaIlg a00 XIMIYHE ITOIIKOKECHHSI

* CrnemiaabHe MapKyBaHHS €M1aypaJlbHUX, CIIIHAIBHUX Ta HEPBOBUX
KaTeTepiB

 3acTOCyBaHHs OakTepialbHUX (DLIBTPIB

Sandra L. Kane-Gill et al. Executive Summary: Clinical Practice Guideline: Safe Medication Use in the ICU Crit
Care Med 2017; 45:1546-1551



YOoCcKOHaneHHss MmeHegkMeHTy J13

* KOHTpOJIb CHPOBATKOBO1 KOHILICHTPAIIT AJIs1 OKPEMHUX MpenapariB:
aMIHOTTIIKO3UIH, (DTOPXIHOJIOHH, METHUIKCAHTHHU

* Enexrpomtu — s JI3, o MoXyTh Ha HUX BIUTMBAaTH

* Ponb (hapMmarieBTiB

 3aimy4yeHHs (papMaleBTIB Ta KOMIT FOTEPU30BAHUX CUCTEM
* CKpHUHIHT Ha ayOJIFOBaHHS NPU3HAYCHD

* OmiHKa IOTEHIIMHOI ajieprii Ta 1HTepakmii JI3

* KoHTpOJIb Ta MOHITOPHUHT 30epekeHHs JI3

* OCBITHS Ta IPOCBITHULIBKA I1SJIbHICTD

* KOHTpOJIb BIAIIOBIAHOCTI OPOTOKOJIAM J1KYBaHHS

Sandra L. Kane-Gill et al. Executive Summary: Clinical Practice Guideline: Safe Medication Use in the ICU C
Care Med 2017; 45:1546-1551



YOoCcKOHaneHHss MmeHegkMeHTy J13

IIpusHayennst JI3 BiANOBiAHO 10 NPOTOKOJIIB

* CraHgapTu3alls Op3Ha4CHb

e Tabnui J03yBaHHS

* [IepexpecH1 nepeBIpKHU HAJAIITYBaHb IIIPUIICBUX HACOCIB
e CucreMa MapKyBaHHS ajeprii y namleHTa

* BpaxyBaHHs TOTO, 110 JIIKapl Ta MEJACECTPU MOXKYT HE TOTPUMYBATHCS
IIPaBWJI Ta BUMOT

AHxichuti menedocmenm JI3 amenuye hapmakonoiune Ha8aHmadCeHHs
ma cxopouye nepeoysanns y BAIT

Sandra L. Kane-Gill et al. Executive Summary: Clinical Practice Guideline: Safe Medication Use in the ICU Crit
Care Med 2017; 45:1546-1551



YOoCcKoHaneHHss MeHegkMeHTy J13

BuxopucraHHda iHGpopMamiiHAX TEXHOJIOIIH

* [IepcoHanizoBaHui BX1J JIKAps B €JICKTPOHHY CHUCTEMY
* CUCTEMHM MIATPUMKH OPUMHATTS KIIHIYHUX PIIICHb

* ABTOMaTU30BaHE J103YBAHHA

* [IITpuxoBe koayBanHs JI3 Ta naimeHTIB

* ABTOMAaTH3aIls MEAUYHOI JOKYMEHTAII11

3a oanumu oxpemux 00CAi0HCEHb — BUKOPUCTMAHHS KOMN TOMEPHUX
mexHon02iu Modice 3anodicmu 95% nomunox npu eeedenti J13

Sandra L. Kane-Gill et al. Executive Summary: Clinical Practice Guideline: Safe Medication Use in the ICU Crit
Care Med 2017; 45:1546-1551



Home message

* [Tamientu BAIT noTpeOyroTh MOCTIMHOIO MOHITOPUHTY, KHCHEBOI T€paii,
YUCJICHHUX A1arHOCTUYHHUX a00 TepaneBTUYHMUX 3aXO0/1B, Y HU3
3aCTOCOBYIOTh CKJIQJH1 KOMO1Hali JI3

* MynepTHAMCIUILIIHAPHA CTpareris (J1Kkapl, papMareBTH, 1H. ME/I.
MPAI[IBHUKM) - KOMYHIKAI[1s1, OCBITHI IPOrPaMu Ta TPEHIHTH

* PapmakosioriyHa 0e3neka MNoBUHHA OyTH 1HTETPOBAaHA B IIPOTPAMH OXOPOHHU
3I0pOB's BIAMOBIAHO 10 pekoMeHaamii BOO3 a1 3a0e3mnedeHHs
0€3IIeYHOr0 Ta pPalllOHAJbHOI0 BUKOPUCTAHHS J1KAPChKUX 3aC001B
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