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Pourquoi utilise ton des opiacés en peropératoire ?
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Effets secondaires des morphiniques : dedépendants

D{)Ht‘-Rt‘Hl)()lch Rcl;ltinnship Between Opinicl
Use and Adverse Effects After Ambulatory
Surgery

Sean Z. Zhao, PhD, MD, Frances Chung, MD, David B. Hanna, MS, Anna L.
Raymundo, MPH, Raymond Y. Cheung, PhI), and Conme Chen, PharmD

J PairSymptManag 2004

193 patients : cholécystectomies laparoscopiques

Clinically Meaningful Events

nausée

vomissements
constipation

rétention urinaire
difficultés de concentration
vertigesc difficultés a tenir debout
fatigue ¢ sédation

prurit

confusion

bouche seche

céphalées

2 3 events — QO Al patients
~{J~ Regression for all patients
8
p 2 events —|
£
o
=
]
‘2 1 event —
Q
L]
w
=
o
E No event —
E
=]
z
T L T 1 L
( a) ] 5 10 15 20 25
Marphine equivalent dose on Day 1 (mg)

10 O Al patients o}

9 -0~ Regression for all patients o
g 8
-]
g 87
i)
® 57
(=8
B 4
g .
g 3
4 2 —

=

[} L) ! T T T T 1

0 10 20 30 40 50 60 70 80

(C) Morphine equivalent dose on Days 1 to 4 (mg)




Postoperative Nausea and Vomiting Are Strongly Influenced
by Postoperative Opioid Use in a Dose-Related Manner

Gregory W. Roberts, B Pharm, FSHF, BCPs*, Tenna B. Bekker, MSc Pharmi, (Anesth Analg 2005;101:1343-8)
Helle H. Carlsen, MSc Fharmt, Christine H. Mottatt, MBES, FANZCAt,
Peter J. Slattery, MBBs, FANZCA, FFPMANZCAt, and Anna F. McClure, B Pharm, BCPs*

Pharmacy Department and tDepartment of Anesthesia, Intensive Care, and Pain Medicine, Repatriation General
Hespital, Daw Park, Australia; and $Reval Danish Scheol of Pharmacy, Copenhagen, Denmark
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Figure 3. Log morphine dose (mg) in the immediate 24 h postop-

eratively versus vomiting (A) and nausea (®). Vomiting: r* = 098,
P = 0.008. Nausea: r* = 0.98, P = 0.010.




Effets secondaires des opiacés ; ca coute cher !!!

Oderda GM et al. J Pain Symptom Manage 2003;25:276

Linear Regression Subgroup Models for ADE Type

Adverse Drug  95% Confidence Estimared Cost

ADE Types Clinical Manifestation Ourcome Event Effect Interval Prvalue % Increaset  Increase (§)-
Gastrointestinal (nansea/vomigng)  LOS (days) 0.47 (. 14-0.30 < 0.005 8.6

log cost 0,096 0042-0.144  =0.001 10.1 a1
Curaneous (rash/ hives/itching) LOS (days) 0.26 — 0. 28080 0. 340 4.6

log cost 0.041 0.021-0.061  <0.001 4.2 200
CNS {confusion,/lethargy ) LOS (days) 1.97 (LA0-8.55 0.015 28.6

log cost 0. 1106 00550158  <0.001 11.2 Q42
Respiratory (resp depression) LOS (days) 1.55 (602,65 0,080 10,8

log cost 0,096 004001458 <0.001 10.1 626
Urinary (urinary retention ) LOS (days) 4.41 (57824 0,025 h5.2

log cost 0. 185 0.021-0.249 0,020 14.5 T




Effets secondaires des opiaces ;

cacoute cher !l

Oderda GM et al. J Pain Symptom Manage 2003;25:276

Patients Matched non
with ADE ADE patients
1 586 7 696
LO&, u:-I:Ljrte
Mean (standard devianon) f.7 163 .8 (6.8)
Median (interquartle range) 4 (5-T) 1 (4-T)
Hospital costs (§)
Mean (standard devianon) 10558 (14064 Q287 ( 14065)
Median (interquartle range) haGe (4 420-11,4%6) RI63 (9.354-10,197)
Mortality, n (%) 11 0.7) T8l

ADE = adverse event
Matched non ADE: patients appariés sans effets secondaires



Opiaces et HéEmodynamique peropératoire
Esmolol- dza a A STFAOFOS S YXRenifantamlQS T FS

The Use of Esmolol as an Alternative to Remifentanil During Etude RCT _ _
Propofol+ mivacurium

Desflurane Anesthesia for Fast-Track Outpatient Gynecologic remifentanilperfusion continue adaptée

Laparoscopic Surgery esmololperfusion continue adaptée

Margarita Coloma, MpD, Jen W. Chiu, MB, MMed, DEAA, Paul F. White, rhp, MD, FANZCA, and BIS equwalent

Steven C. Armbruster, MD

AneSthAnalgzooj' Esmaolol Remifentanil
(n =27 {n = 26)
Mausea 1i4) Q35
Vomiting 0 208
Rescue antiemetic medication 1i4) 1i4)
Pain on arrival in recovery
MNone 14 (52) 15 (57)
Mild 10(37) Ti27)
Moderate 207 208)
Severe 1i4) 2i8)

SBP (mmHg)

I moins de NVPO / douleur postopératoire identiqula

80
Esmolol Remifentanil

70 -
0 esmolol (n =27 (n = 26)
m remifentanil Awakening time (min) 3+2 3x2
;. , . Orientation time (min) 7x3 83
Période postoperatowe Fast-track criteria (min)” 11 =6 108
Bypassed PACU (n, %) 21 (78) 21 (81)
- . . Reasons admitted to PACU (n, %)
8 Identhue Residual sedation 14 3 (11)
£ Anesthesiologist’s decision” 5 (18) 2 (8)
Oral intake (min) 39 £ 20 43 = 35
§ § 58 £ v s 2 & 2 8 ¥ § 3 Homme readiness (min) 120 £ 47 119 + 51
L i3 Hospital discharge (min) 162 49 176 =76
Time (min) Resume normal activity (days) 32+x09 26=*1.1




Analgésie peropératoire et réaction endocrineétabolique postopératoire

Les opiacés ne protegent pas du stress opératoire
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Toléerance aigue a la morphine : 4h

ACUTE TOLERANCE TO NARCOTIC ANALGESIC
DRUGS IN RATS

BY

Br, J. Pharmac, Chemother] (1968), 33, 245-256.

B. M. COX, M. GINSBURG anp O. H. OSMAN
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Fig. 1. Mean analgesic indices during intravenous infusions of morphine. O, Morphine 5 mg/kg/hr
(n=4); @, morphine 7.5 mg/kg/hr (n=7); A , morphine 10 mg/kg/hr (n=5); m, 0.9%
sodium chloride solution (n=4).



Les opiaces induisent une hyperalgésie

Ancsthesiology 2006; 104:570-87
Opiioid-induced Hyperalgesia

A Qualitative Systematic Review
Martin S. Angst, M.D.,* J. David Clark, M.D., Ph.D.t

Différent de la tolérance

Effet dosedépendant (mais apparait a tres faibles doses)
Différents selon le type de stimulation (tact > température)

Différent selon la classe A
phenantrened Y 2 NLJKA Yy S 0
Prévention : Anti NMDA alpha2 agonistes +++
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Morphiniques peropératoires eGensibilisation
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Table 5. Independent Predictive Factors of Severe
Postoperative Pain in the Postanesthesia Care Unit

95%
Odds Confidence
ratio interval P
High sufentanil dose” 2.68 [1.68-4.29] <0.001
General anesthesia 3.96 [1.14-15.81] 0.03
(vs regional)
Preoperative analgesics  1.91 [1.15-3.18] 0.01

@ High dose sufentanil = dose >0.6 ug/kg.

F Aubruret al. AnesthAnalg2008



Effets Immunosuppresseurs des opioides

Effects of opioids on immunologic
parameters that are relevant to anti-tumour
immune potential in patients with cancer:

a systematic literature review

J W Boland™", K McWilliams?, S H Ahmedzai® and A G F’ockley4

Effet direct des opiacés

/[

Pain €—F—>

| \

cytokines Role des opioides
endogénes

ACUTE  CHRONIC
@
N
P 0@ :
e PAG NAS Anterior
Ho\l/\ hypothalamus
I
om/ ) LAl . - ’
Sy SNS NPY HPA
HO” N
Opioids Lymphoid organs
'%;. Biologic Y1R Glucocorticoids
0 :
4(% 40’ amines
(2

Omon,"_'
@TLFM '

Immunocyte




Technigue anesthésique / analgésiqgues et progression tumoral

Regional anaesthesia and analgesia: relationship
to cancer recurrence and survival
T. Tedore*

British Journal of Anaesthesia, 115 (52): 11341145 (2015) Opiaces favorisent la progression

SURGERY

AINS etAnesthlocaux préviennent la progression

Stress Pain
Response Inflammation
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Effet pro-angiogéniquede la morphine

Morphine Stimulates Angiogenesis by Activating Proangiogenic and Survival-
promoting Signaling and Promotes Breast Tumor Growth'

Kalpna Gupta,2 Smita Kshirsagar, Liming Chang, Robert Schwartz, Ping-Y. Law, Doug Yee, and Robert P. Hebbel
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Consistent with these effects, morphine in clinically relevant doses
promotes tumor neovascularization in a human breast tumor xenograft
model in mice leading to increased tumor progression. These results
indicate that clinical use of morphine could potentially be harmful in
patients with angiogenesis-dependent cancers.
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Opiacés et récurrences tumoraleS F TS G &
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Association of increased postoperative opioid administration
with non-small-cell lung cancer recurrence: a retrospective

analysis

D. P. Maher®*, W. Wong!, P. F. Whitel2, R. McKenna Jr!, H. Rosner?, B. Shamloo?, C. Louy?, R. Wender?,

R. Yumul®3 and V. Zhang!

MSCLC Free MSCLC recurrence P-value
" " —

I Total postoperative opioid consumption (mg) 124 (101) 232 (355) 0.020* I
MRS at0-2 h 7(3) 5(3) 0.642
MRSat2-8h 5(2) 5.0(2) 0.822
NRS at 8-24 h ¢S yQSad LN a fI5@R2dz SdzNJ  5(2) 0.998
MRS at 24 -48 h 5(2) 5(2) 0.752
MRS at48-72 h & (2) & (2) 0.341

Blood loss {ml) 229 (292) 175(179) 0.39

Blood transfusion autres parametres 12 (16.4%) 3(11.5%) 0.5

LV. lidocaine (mqg) 80 (32) 62 (25) 0.38

Intercostal block bupivacaine dose (mg) 106 (37) 100 (42) 0.57

within 5 yr.

Conclusions. This retrospective analysis suggests an association between increased doses
of opioids during the initial 96 h postoperative period with a higher recurrence rate of NSCLC




Analgésie Péri-opératoire : Principes généraux

principes
géneraux

/Aanalgésie multimodale
Aéviter recours aux morphiniques

Aadaptation a la chirurgie
(« analgésie mini-invasive »)

Aanalgésie loco-régionale +++
Amédicaments anti-hyperalgésiques

Aanticipation

\ informations/r el ai s anal g®siques [/ sui vi

domi ci
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The Value of “Multimodal” or “Balanced Analgesia” in
Postoperative Pain Treatment

Henrik Kehlet, MD, PhD, and Jergen B. Dahl, MD
Department of Surgical Gastroenterology and Anesthesiology, Hvidovre University Hospital, Hvidovre, Denmark

AnesthAnalg1993
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Descending
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A Traiter la douleur a plusieurs niveaux €
avec plusieurs molécules / techniques | ™
(potentialisation)

Local anesthetics
Dorsal Opioids
horn Alpha, agonists

Dorsal root
ganglion

g Local anesthetics

A Eviter le recours aux morphiniques /
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Co-antalgiques et consommation opiacés

N Elia et al. Anesthesiology 2005

Regimens

# patients with
active control

WMD [95% Cl]

Acetaminophen
multiple dose'6-2

NSAIDs

morphine single dose?:2:3438 404245505253
24h multiple dose16.18242728.303138.394143.“,48,49451

Continuous14.29;30:35;45:48:54

COX-2 inhibitors
asingle dose 606364
bslngle dose 32.60,63.65.66

multiple low dose5557:6162
multiple high dose?8:55-57:596162
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-8.31[-10.9 t0 -5.72]

-10.3 [-18.3 to -2.34]
-19.7 [-26.3 t0 -13.0]
-18.3 [-26.8 t0 -9.74]

-7.22 [-10.6 to -3.82]
-27.8 [-44.3 t0 -11.4]
-9.99 [-13.4 to -6.58]
-13.3[-17.8 to -8.81]



AINS et effets secondaires des morphiniques

Nausea e RR=0.80 (0.73-0.89) P<0.001
Vomiting e RR=0.67 (0.5-0.9) P<0.001
Sedation S RR=0.71 (0.53-0.95) P= 0,02
Pruritus i RR=0.88 (0.66-1.16)
Urinary Retention 3 RR=0.69 (0.43-1.11)

Rel Risk
0.4

1.0 1.6
NSAIDs better Control better

Marret & Bonnet Anesthesiology 2003
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Kétamine 0,5 mg/kg puis 2 pg/kg/min
vs placebo

AnesthAnalg2003



