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Karakteristika
* Abdominal veeg + visceral smerte uterus
* 80% har moderat to sveer smerte 1 dggn
Persisterende/kronisk smerte 10-15%
Insufficient smertebehandling associeret med
« Darlig amning og omsorg for baby
* Postpartum depression
 Lav patient tilfredshed
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Pain Intensity on the First Day after Surgery

A Prospective Cohort Study Comparing 179
Surgical Procedures

Hans J. Gerbershagen, M.D., Ph.D.,” Sanjay Aduckathil, M.D.,T Albert J. M. van Wijck, M.D., Ph.D.,
Linda M. Peelen, Ph.D.,§ Cor J. Kalkman, M.D., Ph.D. I Winfried Meissner, M.D., Ph.D.#

Obstetrics (n=881) —

Orthopedics, traumatology _|
(n=30,823)

General surgery - abdominal _|
(n=13,696)

Neurosurgery (n=1,234) —
Cardiothoracic surgery (n=525) —
Gy necology (n=4,871) —

car-nose-throat surgery (n=1,929) —

General surgery - non-abdominal _|
(n=10,603)

Oral and maxillof acial surgery _|
(n=542)

Vascular surgery (n=1,497)—
Urology (n=3,003)

Eye surgery (n=104)—
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Nocirantjye

spathic
pain

Visceral
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» Diffuse & difficult to locate
« Receives signals from larger areas of viscera
and deep tissue
*  90% nociceptive — 10% visceral

VISCEFa| paln « Convergence:

» Each dorsal horn neuron receive input from
several neurons

» Hereby receives pain from skin and muscle that
belong to same segment

» Referred pain
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Multimodal/balanced pain treatment

Combination of analgetics

Additive effect

Better pain treatment

Less adverse effects / opioid-related
adverse effects

Smerte 0 - 10

Additive effect on
postoperative pain?

10 B Pt's smerte
3 [ | m Lokal bedgvelse
Gabapentin
° Glukokortikoid
4 H |[buprofen
2 M Paracetamol

Local anesthetics,
NSAIDs

v

Nerve Local anesthetics
endings

Primary
afferent
nerve

Opioids, ¢.2 agonists,
TCAs, SSRIs

Y

Descending noradrenergic
and serotoninergic
inhibitory fibers

Ascending
Local anesthetics, spinothalamic
92 8donists Opioids, ketamine, Moo
{} gabapentinoids
Dorsal U
root ganglion Dorsal horn
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Analgetisk effekt af non-opioide analgetika

24h opioid “ Opioid related AE
reduction

PCM 6-9 mg
>10 mg
Glucocorticoids 2-5mg
Gabapentin 3-8 mg
Pregabalin 5-8 mg
Gabapentinoids 8 mg
8 mg
Clonidine (24%, 4 RCT) -

+
+
+
+
+
+
+

+ + + + + + + +

References Reviews

PCM Remy, 2005; Elia 2005; Toms 2008; Tzortzopoulou 2011; McDaid 2010; Apfel, 2013, McNicol 2016, Mallama 2021
NSAID Maund 2011, Elia 2005, Marret 2005, Bainbridge 2006, De Oliveira 2012

GCC De Oliveira 2011, Waldron 2013, Kgppen 2022 (submitted)

GABA Fabritius 2016, Doleman 2015

PREGABA Fabritius 2017, Eipe 2015, Mishriky 2015

Gabapentionoids Verret 2020

Ketamine Brinck 2018,

Clonidine Munoz 2017
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Basic postopertaive analgesic recipé for most of patients

1 PCM X X

lgx4 (V)
Cardiac X X
2 Ibuprofen 400 mg x 3-4 Ulcus (Celecoxib if (< 7 days)
Kidney bleeding) y
£ Dexamethasone / Single dose!
(n.c L+2is Methyl- Vo2 g (Repeat (X) X (X)
insuf- . 125 mg
- prednisolone dose: TKA)
ficient)
4
. . Elderly X
i Iln";i;g’ 'S Gabapentin 300-600 mg Opioid X (300 + 600
ficient) (Sedation) mg)
U Epidural infusion X X X
relevant
Where Regional e/
. rebound X X X
relevant  anaesthesia/block .
pain
— 1
Allways —if Sk 0.1 mg/kg % dose X

needed elderly






Anaesthesia 2022, 76, 665-680 doi:10.1111/anae. 15339 May 2021 & Volume 132 « Number 5 wwwanesthesia-analgesia.on

Giicetines Society for Obstetric Anesthesia and Perinatology:
PROSPECT guideline for elective caesarean section: Consensus Statement and Recommendations for
updated systematic review and procedure-specific Enhanced Recovery After Cesarean

postoperative pain management recommendations Laurent Bollag, MD,* Grace Lim, MD, MS,t Pervez Sultan, MBChB, FRCA, MD (Res), &

Ashraf S. Habib, MBBCh, MSc, MHSc, FRCA,§ Ruth Landau, MD,|| Mark Zakowski, MD,
E. Roofthooft,'? G. P. Joshi,’> N. Rawal,” M. Van de Velde,® and on behalf of the PROSPECT Mohamed Tiouririne, MD,# Sumita Bhambhani, MD,** and Brendan Carvalho, MBBCh, FRCA, MDCH%

* IT morphine 50-100 ug SA / * IT morphine 50-150 ug SA /
epidural morphine 2-3 mg epidural morphine 1-3 mg

e OR or IV PCM [V and OR PCM

» Analgetic and anti-emetic: * Anti-emetic: Ondansetron 4 mg
Dexamethasone IV (dose?) / dexamethasone 4 mg

* LIA / Fascial plane block * LIA/TAP/QLB



ANESTHESIOLOGY

Postoperative Analgesic
Effectiveness of Quadratus
Lumborum Block for
Cesarean Delivery under
Spinal Anesthesia

A Systematic Review and
Meta-analysis

Nasir Hussain, M.D., M.Sc., Richard Brull, M.D., FR.C.P.C.,
Tristan Weaver, M.D., Meigin Zhou, M.D.,
Michael Essandoh, M.D., Faraj W. Abdallah, M.D., M.Sc.

ANESTHESIOLOGY 2021, 134:72-87

Same for pain
Et studie pa Anterior QL med NS

A Spinal Morphine and Mean Difference Mean Difference
Quadratus Lumborum Block Spinal Morphine . .
Inverse variance, Inverse variance,
Study or Subgroup Mean SD Total Mean SD Total Weight Random, 95% CI Random, 95% CI
Ferreira 2020 6 10 15 15 22 13 0.9% < -9 (-22,4)
Irwin 2019 49 48 44 44 45 42 0.4% < » 5 (-15,25)
Pangthipampai 2020 15 27 28 15 42 27 0.4% < > 0 (-19,19)
Tamura 2019 2 3 34 2 3 38 98.3% 0 (2,1)
Total (95% CI) 121 120 100% 0o (2,1)
| | | |
Heterogeneity: Tau?= 0; Chi? = 2.08, df = 3 (P= 0.522); F = 0% -10 -5 0 5 10
Test for overall effect: Z= 0.74 (P= 0.450) Spinal Morphine and Spinal Morphine
Quadratus Lumborum Block
B Mean Difference Mean Difference
Quadratus Lumborum Block Spinal Morphine
Inverse variance, Inverse variance,
Study or Subgroup Mean SD Total Mean SD Total Weight Random, 95% CI Random, 95% CI
Ferreira 2020 10 9 15 15 22 13 25.1% 5 (-17,9)
Felfel 2018 61 43 60 47 40 60 21.1% 14 (-2, 29)
Tamura 2019 1 6 36 1 8 38 53.8% B 10 (5, 13)
Total (95% CI) 1 M 100% 7 (-2,15)
| | Il Il
-50 -25 0 25 50
Heterogeneity: Tau?= 33.02; Chi? = 4.44, df = 2 (P= 0.113); I = 55% Quadratus Lumborum Spinal Morphine
Test for overall effect: Z= 1.55 (P= 0.146) Block
C Mean Difference Mean Difference
Quadratus Lumborum Block No Block/Spinal Morphine
Inverse variance, Inverse variance,
Study or Subgroup Mean SD Total Mean SD Total Weight Random, 95% CI Random, 95% CI
Blanco 2015 33 33 25 66 59 23 8.3% - -33  (-61,-6)
Hansen 2019 65 48 34 94 60 34 8.9% = -29 (-55,-3)
Krohg 2018 51 29 20 86 65 20 71% - & -35 (-66, -4)
Mieszkowski 2018 10 8 28 20 5 30 19.3% —a 10 (-13,-7)
Tamura 2019 1 7 38 10 6 38 19.3% s 3 1 (249
Wang 2019 62 14 35 97 15 35 18.2% —— -35 (-42, -29)
Zhang 2018 101 8 30 11 10 30 19.0% — -10 (-14, -5)
Total (95% Cl) 208 210 100% - 18  (-28,-7)
| | | |
Heterogeneity: Tau?= 143.15; Chi? = 110.20, df = 6 (P<0.00001); I = 95% -50 -25 0 25 50

Test for overall effect: Z= 3.36 (P= 0.001) Quadratus Lumborum Block No Block / Spinal Morphine

Fig. 1. Forest plot of cumulative oral morphine equivalent consumption at 24 h for (4) spinal morphine versus spinal morphine and quadratus
lumborum block, (B) spinal morphine versus quadratus lumborum block, and (€) no block or spinal morphine versus quadratus lumborum
block. Pooled estimates of the weighted mean difference are shown with 95% CI. Pooled estimates are represented as diamonds, and lines
represent the 95% CI.



Cyclo-oxygenase (COX) Pathways

Mitogens

Arachadonic Acid Growth Factors
Oncogenes

/ \ Carcinogens
Cytokines
COX-1 (constitutive) COX-2 (inducible)

— selective COX-2
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Inflammation

Physiologic function,
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NSAIDs and risk of harm

e Renal function
* Reversible effect in most patients

* Take care in high risk patients:
e Elderly
* Peroperative low blood pressure (ATIN)
* Low kidney function
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Duration of Treatment With Nonsteroidal Anti-Inflammatory Drugs and
Impact on Risk of Death and Recurrent Myocardial Infarction in Patients
With Prior Myocardial Infarction - A Nationwide Cohort Study
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(Horizontal bars indicate 95% confidence infarvals)

Figure 3. Time-dependent Cox proportional hazard analysis of risk of death according to duration of nonsteroidal antiinflammatory drug
(NSAID) treatment in patients with prior myocardial infarction. HR indicates hazard ratio; Cl, confidence interval.

Registry study
Included co-horte:

83677 pt's > 30 yr
1997-2006

First time AMI
Analyses linked to
NSAID prescriptions
from pharmacies in DK

Schjerning Olsen AM
Circulation 2011
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JAMA | Original Investigation

Effect of Combination of Paracetamol (Acetaminophen)

and Ibuprofen vs Either Alone on Patient-Controlled Morphine
Consumption in the First 24 Hours After Total Hip Arthroplasty
The PANSAID Randomized Clinical Trial

Kasper Hajgaard Thybo, MD: Daniel Hagi-Pedersen, PhD: Jergen Berg Dahl, DMsdi: Jarm Wetterslev, PhD: Mariam Nersesjan, MS:
Janus Christian Jakobsen, PhD; Niels Anker Pedersen, MD; Seren Overgaard, DMsci; Henrik M. Schrader, MD; Harald Schmidt, MD;
Jan Gottfrid Bjerck, MD; Kamilla Skovmand, PhD: Rune Frederiksen, MD: Morten Buus-Nielsen, MD; Charlotte Vioss Sarensen, BSN:
Laura Smedegaard Kruuse, MS; Peter Lindholm, MD; Ole Mathiesen, PhD

@ avanetwork

QUESTION Does paracetamol (acetaminophen) plus ibuprofen reduce postoperative morphine use relative to each drug alone in patients

undergoing total hip arthroplasty, and does ibuprofen increase serious adverse events (SAEs)?

CONCLUSION This randomized clinical trial of adults undergoing total hip arthroplasty found that combined paracetamol and ibuprofen
reduced immediate postoperative morphine consumption, and ibuprofen alone resulted in comparable pain control without increasing SAEs.

POPULATION

INTERVENTION

559 Patients randomized

73
279 Men 9 0 136 142 141 140
277 Women Group 1 Group 2 Group3  Group4
Paracetamol Paracetamol Ibuprofen Paracetamol
Adults undergoing unilateral 1000 mg 1000 mg 400 mg 500 mg
total hip arthroplasty tbuprofen Placebo Placebio Ibuprofen
400 mg 200 mg

Mean age: 67 years

CO-PRIMARY OUTCOMES

LOCATIONS
6

Hospitals
in Denmark

A\

24-Hour patient-controlled morphine consumption
Patients with SAEs (death, life-threatening event,
hospitalization, disability/incapacity, or intervention
to prevent one of these) within 90 days

FINDINGS
Median morphine consumption within 24 hours

Group 1 Group 2 Group 3 Group 4
20 mg 36mg 26 mg 28 mg

Difference between groups 1 and 2 was significant
(-16 mg [99.6% Cl, -24 to -6.5]; P <.001)

All other comparisons were not clincally important

Patients with SAEs within 90 days
15% Among patients in ibuprofen groups
11% Among patients taking only paracetamol

Relative risk, 1.44
(97.5% €1, 0.79 to 2.64)

Group PCM+IBU

Group PCM

Group IBU

Group H5-PCM+IBU

Dizziness, 24 hours %

19

23

29

27

Group PCM+IBU™

0.83 (0.52 t0 1.32) P=43

0.67 (0.44 to 1.04) P=.077

0.71(0.46 to 1.10) P=13

Group PCM*

0.81(0.54 to 1.22) P=31

0.85 (0.57 to 1.28) P=44

Group IBU*

1.05(0.72 to 1.54) P=80

Vomiting, 0-24 hours, 0 0 0 0

number, median

Group PCM+IBU** - 0(0to 0) P=47 0(-1to 0) P=96 0(0to 1)P=20
Group PCM** - - 0(-1to0) P=36 0(0to1)P=55
Group IBU™ - 0(Dto1)P=13
Ondansetron, mg*™" 0 0 0 0

Group PCM+IBU** - 0(2to0) P=09 0(Dto0)P=286 0(-2to0)P=038
Group PCM™ - - 0(0to2)P=15 0(2t02)P=73
Group IBU™ - - - 0(-2tp 0) P= 050
Blood loss, ml 300 300 265 287.5

Group PCM+IBU** - 0 (-60 to 52.5) P=.90 35 (-25 to 85) P=29 12.5 (-50 to 65) P=.36
Group PCM** - _ 35 (-20 to 100) P=_19 12 5 (-50 to 50) P= 37
Group IBU™ - = . -22.5 (-75 10 50) P=85
Days alive and outside 89 g8 88 88

hospital, days

Group PCM+IBU**

1(-110 1) P=46

1(-1to 1) P=.13

1(-2to 1) P=.55

Group PCM™

0(-1to 2) P=69

0(-1to1)P=.94

Group 1BU™

0(-2to 1) P=56
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Non-opioid analgesic combinations following total hip
arthroplasty (RECIPE): arandomised, placebo-controlled,
blinded, multicentre trial

Lancet Rheumatol 2024

Joakim Steiness, Daniel Hdgi-Pedersen, Troels Haxholdt Lunn, Seren Overgaard, Stig Brorson, Ben Kristian Graungaard, Martin Lindberg-Larsen,
ClausVarnum, Lars Hyldborg Lundstrem, Torben Beck, Michael Skettrup, Niels Anker Pedersen, Manuel Josef Bieder, Adam Gregers von Cappeln,
Lina Pleckaitiene, Peter Lindholm, Syed Shaheer Haider Bukhari, Cecilie Bauer Derby, Maria Gantzel Nielsen, OskarWilborg Exsteen, Louise @rts Vinstrup,
Kasper Hejgaard Thybo, Kasper Smidt Gasbjerg, Anders Kehlet Nerskov, Janus Christian Jakobsen, and Ole Mathiesen, for the RECIPE trial group*

Interpretation In adults undergoing total hip arthroplasty, a combination of paracetamol, ibuprofen, and
dexamethasone had the lowest morphine consumption within 24 h following surgery and the most favourable adverse
event profile, with a lower incidence of serious and non-serious adverse events (primarily driven by differences in
nausea, vomiting, and dizziness) compared with paracetamol plus ibuprofen.

RECIPE

Paracetamol plus

Ibuprofen plus Paracetamolplus  Paracetamol plus

ibuprofen plus dexamethasone  dexamethasone  ibuprofen
dexamethasone (n=262) (n=262) (n=261)
(n=258)
(Continued from previous page)
Daily use 13 (5%) 11 (4%) 9 (3%) 8 (3%)
Pain at rest VAST 20-0 (1-5-40-0) 20-0 (4-8-35-0) 17.0 (25-35:0) 19-0 (0-0-40-0)
Pain during 455(21:0-70-0)  44-0 (20-:0-655)  41.0(200-64-0)  46.0(20-0-65.0)
mobilisation VASE
Surgical characteristics
Surgery duration, min 55 (45-68) 55 (45-69) 55 (45-69) 55 (45-70)
Surgery type
Uncemented 203 (79%) 203 (77%) 204 (78%) 209 (80%)
Hybrid 32(13%) 35 (13%) 33 (13%) 32(12%)
Cemented 19 (7%) 20 (8%) 23 (9%) 18 (7%)
Not registered 2 (1%) 4 (2%) 1(<1%) 1(<1%)
Anaesthesia method
Spinal 191 (74%) 201 (77%) 202 (77%) 185 (71%)
General anaesthesia 56 (22%) 47 (18%) 48 (18%) 58 (22%)
Conversion from 11 (4%) 14 (5%) 12 (5%) 18 (7%)
spinal to general
anaesthesia
Spinal type plain§ 202 (78%) 214 (82%) 213 (81%) 203 (78%)
Bupivacaine dose, mgf  12.0(11.0-125) 125 (11:0-12.5)  12:5(11.0-12:5)  12.5(11.0-125)
Sufentanil 54/67 (81%) 48/61 (79%) 53/60 (88%) 61/76 (80%)

administrated for
participants in general
anaesthesia (planned or
converted from spinal)

Sufentanil dose, pgl|| 22.5(19-0-27-3)

Blood loss, mL** 300 (200-443)
Ondansetron 4 mg 252 (98%)
administratedtt

Perioperative local 0%

infiltration analgesiat+

22.8(20.0-264)  22.5(20-0-26.9)  25-0(20-0-27-0)

300 (200-440) 250 (175-400) 300 (200-494)
254 (97%) 251 (96%) 250 (96%)
0% 0% 1 (<1%)
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Risks of serious adverse events associated with non-steroidal
anti-inflammatory drugs in gastrointestinal surgery.

A protocol for a systematic review with meta-analysis

and trial sequential analysis

Shaheer Bukhari' @ | Morten Fiil Leth’ ® | Christina Cleveland Westerdahl Laursen® |
Mia Larsen? | Anders Schou Tornge® | Janus C. Jakobsen®® | Mathias Maagaard® |
Ole Mathiesen™®

S2 — Individual serious adverse events

Number of studies  Events with Events with Lower  Upper

22 RCT, 1622 pt

Serious adverse events in meta-analysis NSAID NNSAID  control N control  Effect (RR) 95%Cl  95%Cl P-value

Urinary retention 10 15 345 47 344 0,4 0,2 0,81 .

Delayed gastric emptying 2 10 56 19 58 0,55 0,28 1,07 0,077 SAE .

lleus 3 9 170 20 162 0,42 0,12 1,49 0,177 0
Haemorrhage 9 13 346 5 335 1,8 0,77 4,22 0,178 RR O 78; 95 A CI O 5 1'
Deep vein thrombosis il 0 18 2 17 0,19 0,01 3,67 0,271 —

Complete heart block 2 0 143 2 134 0,31 0,03 2,97 0,311 1 : 19' p_o : 24
Hypoxemia 1 3 29 1 30 31t 0,34 28,14 0,314 H .

Respiratory failure 2 0 96 2 92 0,32 0,03 3 0,317 KO n kI usion:

Wound infection 3 1 131 4 127 0,42 0,07 2,43 0,333 M an g | en d e
Post-operative pancreatic fistula 2 9 56 14 58 0,67 0,3 1,52 0,337

Death 1 0 18 1 17 0,32 001 7724 0,47 information til at
Re-operation 2 3 39 1 40 2,14 0,26 17,54 0,477 .

Wound dehiscence 1 1 27 0 28 311 013 731 0481 drage sikre
Hypoglycemia g 0 27 1 28 0,34 0,01 8,12 0,509 .

Paranasal sinus neoplasm 1 0 27 1 28 0,34 0,01 8,12 0,509 kO n k| usionetr.
Renal failure 1 1 20 0 19 2,85 0,12 65,93 0,513

Anastomotic leak 4 9 239 6 226 1,38 0,47 4,03 0,554

Cellulitis 1 1 27 2 28 0,52 0,05 5,39 0,582

ICU re-admission it 1 21 2 23 0,55 0,05 5,61 0,612

Bile leakage 1 4 25 3 25 1,33 0,33 5,36 0,685

Atrial fibrillation 2 3 143 2 134 1,39 0,23 8,43 0,722




T Am Coll Surg. 2021 May : 232(5): 765-790.e1. doi:10.1016/j.jameollsurg.2021.01.005. 74 s udier, >15 1,000 pt

e A41RCT
A Systematic Review and Meta-Analysis of the Association e 27 cohort

between Non-Steroidal Anti-Inflammatory Drugs and Surgical

Bleeding in the Perioperative Period * 6 case-control

- _ _ Hyppigste NSAID:
Tasce Bongiovanni, MD MPP', Elizabeth Lancaster, MD', Yeranui Ledesma, MD', Evans
Whitaker, MD MLISZ, Michael A Steinman, MD?, Isabel Elaine Allen, PhD*# Andrew e Ketorolac
Auerbach, MD, MPH?®, Liza Wick, MD FACS'

Assaiation of the use of NSAIDs and Return to the Operating Room for Bleeding * Diclofenac

Risk Difference p = 0.792
ot * lbuprofen

Association of the use of NSAIDs and Postoperative Hematoma Author (Year) (95% C1) Weight
Risk Difference p = 0.492 Fonseca (2018) R 0.05(-0.04,0.13) 035 M an ge ty p er kl ru rg |
Study Bailey (1997) —_—— 0.03 (-0.05,012) 0.34
D RD (95% CI) Hodsman (1987) —_— 0.06 (-0.04,0.17)  0.24 .
< Konklusion: Ingen effekt af NSAID
Argoff (2016) — -0.03 (-0.09, 0.04) Mikhaylov (2018) —_— -0.05 (-0.10,0.01) 0.80
Coloma (2000) * 0.00(-0.01,0.01) Militsakh (2018) 0.00 (-0.01,0.01) 25.44 é e r i O e rativ n i n
Tzeng (1994) - 0.00 (-0.01, 0.01) Nguyen (2018) _— 0.01(:0.02,004) 2.89 p p p b | ¢ d g
L?;fm':(z:);’:;) T _ R g:’? (‘:3':’?3'2;} Kelleya (2018) y 0.00 (0.00, 0.00) 52.56
Lee (2012) —t -y (0.12,0.02) Blomavist (2011) —— 0.03 (-0.04,0.10) 0.52
Kim (2016) -+ £.00 (-0.01, 0.01) Basio (2001) T “0.02 (0.06,0.01), 247
Rojas (2019) _::L_ 0,01 (-0.04, 0.02) Mitchell (2012) e -0.00 (-0.04,0.04) 159
Kristensen (1990 -0.03 (-0.07, 0.01) Torgerson (2008) —_— -0.01 (-0.08,0.06) 0.53 . .
Merry (2004) - £.01 (0.01,002) Mazars (2008) —+— 000(0.04,004) 168 Association of the use of NSAIDs and the Need for Blood Transfusions
Gan (2012) + 0.01 (-0.00, 0.02) Klein (2012) —— 0.01(-0.03,0.08) 1.23 Risk Diff ~0.492
Manson (1988) —r— 0.00 (-0.05, 0.06) Legeby (2005) —_— 0.00 (-0.08, 0.08) 0.41 IS liference p = 0.
Sun (2008) —_—— -0.05 (-0.11, 0.02) Oliveri (2014) - -0.02 (-0.04,0.00) 4.19 " " .
Oltman (2017) ¢ 0.00 (-0.00, 0.00) Schleffarth (2014) . —— 0.01(-0.08,0.10) 030 Risk DIff. %
g:ﬁ‘“(f:cg[ﬁ’) ';_ gg“] :sgf g'gf; Cawthorn (2012) —_— 0.06(001,0.12) 089 Author (Year) (95% Cl) Weight
Beaussier (2005) .- 0,01 (-0.03, 0.01) Cassinell (2000)———————¢——1——— -0.03 (028,012 0.06
Milne (1995) i 0.02 (-0.27, 0.23) Overall(-aquared = 10.6%) 0.0 (-0.00, 0.01) 100.00 Dirkmann (2015) ——— 0.06 (-0.04,0.17)  0.01
i) g 001 £0.05,0.62) A N u Fletcher (1994) —— 0.03 (-0.06,0.11)  0.02
ylov (2018) —_— 0.06 (-0.12, 0.02)

Militsakh (2018) * 0.00 (-0.00, 0.00) NOTE: Weigh's are from randk . i 2 with zera cells El-Tahan (2007) -+ 0.00 (-0.04, 0.04) 0.06
:gl'l‘:;: ((220011:)) _:' g‘&‘] ::g-gg' gg:; NSAID fewer OR Return Non-NSAID OR Return Mazaris (2008) — 0.04(-0.09,0.17)  0.01
Blornavist (2011) . 045 mm,io.za) Klein (2012) S B 0.04 (-0.02, 0.11)  0.03
Basto (2001) q_ -0.02 (-0.04, 0.01) Legeby (2005) - 0.08 (-0.05,0.21) 0.01
Mitohell (2012) -0.01 (-0.06,0.03) Schleffarth (2014) e 0.02 (-0.12,0.16)  0.01
Torgerson (2008) - -0.01 (-0.03, 0.01)
Fortes (2019) —— -0.01 (-0.04, 0.02) McKean (2008) T 0.00(-0.02,0.02) 0.27
Kelleyb (2018) . 0.00 (-0.00, 0.01) Kelleyb (2018) 0.00 (-0.00, 0.00) 99.21
Trowbridge (2018) —_— 0.05 (-0.05, 0.15) : (]
Shan (2017) —k -0.01 (-0.04, 0.01) Trowbridge (2018) —— 0.05 (-0.07,0.17) 0.01
Sharma (2001) —— -0.01 (-0.05, 0.03) Shah (2017) —- -0.01 (-0.05, 0.03) 0.07
Marin-Bertolin (1997) -—— 0.04 (-0.02, 0.10) Sharma (2001) e -0.01 (-0.10,0.09) 0.01
Cawthorn (2012) —_— 0.11 (0.03, 0.18) : %
Cassinelli (2008) —_— -0.08 (-0.24, 0.08) Marin-Bertolin (1997) -T— 0.02 (-0.04,0.08) 0.03
Overall (l-squared = 19.5%, p = 0.157) 0.00 (-0.00, 0.00) Cawthorn (2012) o 0.02 (-0.01,0.05) 0.14
NOTE: Weights are from random effects analysis Cassinelli (2008) -0.25 (-0.51, 0.01) 0.00

9 g .3'2 Balestrieri (1997) - 0.02 (-0.02,0.05) 0.12

Overall (I-squared = 0.0% 0.00 (-0.00, 0.00) 100.00
NSAID fewer Hematomas Non-NSAID fewer Hematomas (2 ! ¢ )
T T

-5 0 5
NOTE: Weights are from random-effects model; continuity correction applied to studies with zero cells
NSAID fewer Transfusions Non-NSAID fewer Transfusions



Cochrane:
Single dose oral analgesics for acute postoperative pain in
adults (Review) Moore RA, Derry S, McQuay HJ, Wiffen PJ
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2 4 6
NNT for at least 50% pain relief (95% CI)

Drug Dose Number of At least 50% maximum pain relief over 4 - 6 hours Suscep-
(mg) tibility
Number with Percent with out- Risk ratio NNT (95% CI) to pub-
outcome/total come (95% Cl) lication
bias
Studies  Partici-  Active Place- Active Placebo
pants bo
Dextro- 65 6 440 85/214  60/226 40 27 1.5(1.2 to 1.9) 7.7 (4.6t0 22) 131
propoxyphene
Diflunisal 250 3 195 49/98  16/97 47 16 2.9(1.8t04.6) 3.3(2.3t05.5) 396
Diclofenac fast-act- 25 2 325 36/165  4/160 22 3 8.7(3.2t024) 5.2 (3.8t08.0) 325
ing
Diclofenac sodium ) 50 2 313 58/193  18/120 30 15 2.0(13 t@ 6.6 (4.1t0 17) 161
—
Dihydrocodeine 30 3 194 31/97 19/97 32 20 1.6(1.01to2.5) 8.1(4.1to 540) 46
Etodolac 50 4 360 44/154  34/206 29 17 1.7(1.1t02.6) 8.3 (4.8 t0 30) 74
Gabapentin 250 3 327 26/177  8/150 15 5 2.5(1.2t05.0) 11 (6.4 to 35) NNT
above 10
N~
leuprofen/ 50 3 316 50/150  16/157 31 10 3.2(19t05.1 4.7 (3.3t08.0) 356
Mefenamic acid 500 2 256 60/126  29/130 48 22 2.1(1.5t03.1) 4.0(2.7t07.1) 384
200220 2 202 54/120 13/82 45 16 (2.9 16 toS.lU 3.4(2.4105.8) 392
Oxycodone 15 3 228 61/113  37/115 54 32 1.7(1.2t02.3) 4.6(2.9t011) 268
Paracetamol + 300+30 6 690 123/379 56/311 32 18 1.9(1.4to2.5) 6.9 (4.8t0 12) 310
codeine
Paracetamol + oxy-  325+5 3 388 60/221  14/167 27 8 3.6(2.1t06.3) 5.4(3.9t08.8) 331
codone
Table 2
Drug and dose Pain model Trials N EER CER Relative benefit NNT
Aspirin 600/650 mg Dental pain 46 3635 35 (33-37) 14 (12-15) 25(2.2-2.8) 47(42-54)
Aspirin 600/650 mg Postsurgical pain 22 1427 47 (43-50) 20 (18-24) 2.3(1.9-27) 3.9(3.3-47)
Paracetamol 600/650 mg Dental pain 10 1265 36 (32-39) 12 (9-15) 29 (23-37) 42 (3.6-52)
Paracetamol 600/650 mg Postsurgical pain 9 621 41 (36-47) 23 (18-28) 1.9 (1.5-2.4) 5.5(3.9-9.1)
Paracetamol 975/1000 mg Dental pain 10 1038 37 (33-41) 9(7-12) 3.7(2.7-5.1) 3.7(3.1-47)
Paracetamol 1000 mg Postsurgical pain 15 1721 51 (48-55) 26 (22-29) 2.2(1.9-25) 3.9(3.3-47)
Ibuprofen 400 mg Dental pain 36 3402 56 (54-59) 12 (10-14) 52 (4.1-6.6) 22(2.1-24)
Ibuprofen 400 mg Postsurgical pain 13 1301 55 (52-59) 21 (18-25) 3.7 (2.6-5.1) 3.0(2.6-34)

Statistical differences between absolute values were assessed with the Mann-Whitney U test, for relative risk a lack of overlap of confidence intervals, and

for NNT by the z test. Shaded areas indicate statistically significant differences in outcome between models.
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Comparison of different nonsteroidal
anti-inflammatory drugs for cesarean
section: a systematic review and
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* Pree-registreret - PROSPERO
« Metodemaessigt OK
* Inklusion:
« RCT i CS patienter
« NSAID vs control / andet NSAID
M eto d e  Elektiv / emergency trial
« GA/SA/EPI
1. outcome:
* Morfinforbrug, MID 10 mg
2. outcomes:
« Pain, opioid-relateret AE, QoR-15, LOS
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o 47 RCT
4 |ow RoB
Re S u I ta te r  Elektiv (30), elektiv/akut (6), ikke defineret (11)
» Spinal (27), Comb. S-Epi (2), EPI (3), GA (11)
« Generelt: GRADE low to very low certainty of
evidence

* Kun et studie med lbuprofen
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Primaere outcome: 18 RCT med 1228 pt

Diclofenac
Control

Indomethacin.

Celecoxib

Ketorolac

e
Tenoxicam

Parecoxib

Fig. 3. Network plot in regard to the need for cumulative intravenous
morphine equivalent consumption at 24 h. Each intervention is
depicted by a circle that is proportional in size to the number of
patients who were randomized to that intervention. Connecting lines
between the circles indicate the direct comparisons of interventions,
their width proportional to the number of trials evaluating the
comparison, and their color representing the average risk of bias.
Green: low risk, yellow: some concerns, red: high risk.

Table 2. Network League Table for All the Interventions in regard to Cumulative Intravenous Morphine Equivalent Consumption at 24 h

Celecoxib

—_—l1421 Control
(—36.00, 7.58)

5.66 19.87
(—17.31,28.64) (12.56,27.18)*

7.07 21.28 Indomethacin
(-21.96, 36.10) (2.09, 40.47)" (—17.78,20.59)

-1.68 12.53 -8.75 Ketorolac
(-26.32,22.96) (I00, 24057 (—20.34,5.65) (53094, 1349)

—6.12 8.09 -13.19 —4.44 Parecoxib
(—33.53,21.30) (-8.57,24.75) (-29.74,6.18) (-38.51,12.14) (-21.26,12.39)

0.46 14.67 —_—520 —68l 2.14 6.57 Tenoxicam

(—24.86,25.78)

(1.74,27.59)*

(—20.05,9.64)

(—29.75, 16.53)

(—15.18,19.46) (—14.51, 27.66)

Estimates are presented as mean differences with 95% CI in parentheses. Mean differences below 0 favor the column intervention and mean
differences above 0 favor the row intervention. *Interventions which are significantly different since the 95% CI does not include 0.
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Konklusion

Diclofenac, indomethacin, ketorolac, tenoxicam vs.
placebo reducerer 24t morfinforbrug
GRADE + CI;
* Ingen sikker forskel mellem individuelle NSAIDs
pa opioid forbrug
* Indomethacin maske bedst....
* OBS Indometacin kun pa udleveringstilladelse i
DK
Fa studier med low risk of bias
Paracetamol kun givet i fa studier
lbuprofen fa studier
Konclusion:
* Maske minimal forskel mim NSAIDs i reviewet
* Non-specific maske mest effektive



Digestive Diseases and Sciences (2023) 68:1975-1982
https://doi.org/10.1007/510620-022-07788-y

ORIGINAL ARTICLE l.)

Check far
updates

Risk of Gastrointestinal Bleeding with Concurrent Use of NSAID
and SSRI: A Systematic Review and Network Meta-Analysis

: 15 kohorte studier med > 82.000 pt

Hossein Haghbin'® . Nuruddinkhodja Zakirkhodjaev? - Faiza Fatima Husain® - Wade Lee-Smith* - Muhammad Aziz

A.

Forest Plot

Studies Estimate (95% C.I.) SSRI/NSAIDa 85R1

Carvajal 2011 2,158 (0.487, 9.564) i/e 19/60

Dall 2009 <409 (2.928, 6.640) 997282 40/ 366 —_—G—

Dalton 2003 305 (0.757, 2.250) 17/4107 55717320 s =

De Abajo 1998 +351 (1.770, 10.697) 16/25 387131 _—_— -

Da Abajo 2 2012 169 (0.563, 2.428) 10766 557415 -

4

1.

4

1.
Halin-Salmivaara 2007 3,237 (2.%02, 4.187) 187/318 2Ba/12158 ]
Hreinsson 2013 2.467 (0.540, 11.261) 58 25762
Targoeamik 2009 2.071 (1.266, 3.388) 237360 6271943 —_—
Tata 2005 1.130 (0.841, 1.518) 92/260 253/775 —-—
Tomilin 2017 3.201 (2.637, 3.886) 2307505 T02/338% +
Wang 2014 1.338 (0.969, 1.810) 125/211 504/968 ——
Overall (1258607 %, P< 0.001) 2.143 (1.51%, 3.024)  T78/6148  2037/26644 —

r v +— T ™
049 s 14241 487 841126
Odds Ratio [log scale)
SSRI+NSAID vs NSAID Forest Pt
Studies Eatimate (951 C.I.) SSRI/NSAIDa  NSAIDs
Carvajal 2011 0.805 (0.196, 3.300) ars 123/222
Dall 2009 2.281 (1.759, 2.957) 99/282 625/3260 B
De Abajo 1999 3.929 (1.716, 8.9%4) 16425 295/947 —_—
Do Abajo 2 2012 0.853 (0.427, 1.705) 10/66 17671017 - - -
Holin-Salmivaara 2007 1.780 (1.416, 2.236) 157/316  1718/4803 -~
Hroinsson 2013 1.290 (0.280, 5.943) 5/8 317588
Targownik 2009 1.367 (0.880, 2.122) 237360 263/5529 -
Tata 2005 1.376 (1.061, 1.784) 92/260 1871/6571 -
Tomsn 2017 1.264 (1.052, 1.519)  230/505  2156/5415 N B
Wang 2014 1.097 (0.816, 1.476)  125/211 706/1239 .,
Overall (1*2=6881 %, P<0.001) 1.486 (1.200, 1.840) 761/2041  7960/29058 el
U v 1
02 om cs s 1% i 59

Odds Ratio (log scale)
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Figur 1. Effekten af 'the triple whammy' pa nyrefunktionen Triple Whammy effekt
NSAID: f.ek 3. NSAID kontraherer den afferente arterlole og
Ibupro‘fe;ﬁ " nedsetter dermed blodgennemstremningen i glo-
Diclofenac marslis
Voltaren

T o |
ACE-hammer: \ ' Diuretika: f.eks.
W a m m By 1. ACE-he@mmere dilaterer ' - ‘ ey
AT antagonist: den efferente arteriole og 2. Diuretika reducerer Thiecid

Rt Lt senker GFR plasmavolumen og GFR U

0BS! ved pt i enkeltstofshehandling:
ACE-I/AT-II: NSAID kan nedseette anti-hypertensiv effekt og pavirke nyrerne Hilde: NordHAP Leegemid-
Diuretikum: NSAID kan nedseette diuretisk effekt og pavirke nyrerne delenhedens nyhedsbrev 2017
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* Pro.medicin.dk
» Forsigtighed tilrades ved:
« Samtidig antikoagulationsbehandling pga. @get

N S A | D + bladningsrisiko (nedsat trombocytaggregation,

agget ventrikelslimhindeirritation og
plasmaproteinbinding, som medfarer gget
N O AC antikoagulanskoncentration i blodet).
* Ved samtidig ASA- eller warfarinbehandling er
risikoen for gastro-intestinal bladning ens for

COX-2-haemmere og uspecifikke NSAID.
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SAFE

Safety of ibuprofen after major orthopaedic surgeries

The PERISAFE randomized clinical multicentre trial



Collaboration of Evidencebased Practice and
Research in Anaesthesia (CEPRA)

‘\/) Collaborator Sites

Q Research Program

O Responsible Sites
)




Collaboration of Evidencebased Practice and
Research in Anaesthesia (CEPRA)

Organisation of CEPRA

Scandinavian Society of Anaesthesia
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Patient Associations

The CEPRA
Co-ordinating Group
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Smerte

* PERISAFE 1+2
* PPA (Personalized Patient Analgesia)
* OPIeAID

Obstetrisk
e MOTHER trial

Regional blokade
e The BLOCK trial

Luftvej
* ROC-VIDEO trial
Perioperativ optimering
* DAPPER Trial

Pa=diatrisk
* INDEX trial

CardioThorasic Anaesthesa
* DEXA-VATS



CEPRA

MOTHER trial

Effect of low-dose intrathecal morphine in addition to multimodal postoperative
pain management in patients undergoing elective caesarean section
- a randomised, clinical, placebo-controlled, multicentre trial

Severe postoperative pain is experienced by 45% of patients undergoing caesarean delivery.
Intrathecal morphine is praised for its long-lasting pain-relief but has several side-effects.

Sufficient pain-relief and a fast recovery is important for both mother and baby. Despite wide-spread
use, the practice is based on a low level of evidence, and the balance between pain-relief and possible
adverse effects remains poorly described.

The purpose of this trial is to optimise postoperative pain management for patients undergoing elective
caesarean section

& Intrathecal
g morphine 80 pg Mother:
\/-— .:]:' in addition to Pain relief and
> d b spinal anaesthesia Side-effects
e at24 hours

Baby: Need for
D Placebo (saline) neonatal
Patients scheduled for elective in addition

admission within

cagsarean Sectlorﬁ performed under CDJ to spinal anaesthesia 24 hours
spinal anaesthesia
Primary maternal outcomes . - ;
. Level of pain (NRS 0-10) during sitting up 24 hours after administration. by f e \§
. Morphine associated adverse events within 24 hours T
(dichotomic composite: nausea, vomiting, dizziness, itching, or urine-retention).
Secondary outcomes
= Postpartum opioid use during hospitalisation Sample size
(oral morphine mg equivalents) within 24 hours. We plan to include 1,300 patients
*  The ability to independent mobilisation (yes/no) based on an adverse events baseline incidence of
at 24 hours after surgery. 36% without morphine and a relative risk increase in
+  The ability to independently nurse baby/neonatal adverse events of 20% and power of 80%. We correct
at 24 hours after surgery. statistically for having two primary outcomes by using
* Level of pain at movement (NRS 0-10) at 6, 12, 18, 24 and 48 alpha of 2.5%. We reach a power of 99.9% for the co-
hours post-surgery, assessed using questionnaire by SMS to primary outcome of pain score with an estimated
mothers’ phone at relevant time points. mean NRS of 4.5, standard deviation of 2.1 and
+ Spinalanaesthesiarelated adverse events at caesarean section. relevant mean difference of 1.0.
Perspective
The MOTHER-trial will clarify the balance between 24"'\ f_x: Trial Centres
pain-relief and side-effects of intrathecal morphine. Arhus
The results will serve as guidance in providing a gzl:;"si
personal tailored treatment of postoperative pain. \\ Hillerad
Women are culturally expected to feel pain at \(‘ Rigshospitalet L]
delivery, but we aim to improve the care of women Herlev ;.
giving birth by caesarean section, and hopefully this :;:k?l‘g; . *

willimprove the experience of early motherhood v
and aid mother-child bonding.
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Background Clusters Projects Publications Meetings Organisation Contact
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Collaboration for Evidence-based
Practice & Research in Anaesthesia

CEPRA is a research collaboration aimed to facilitate and
support perioperative research programs including large
pragmatic multi-centre trials.

. |

(‘ Watch Video )



https://www.cepra.nu/
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