
Opioidfri per- och postoperativ 

smärtlindring?

▪ Vad är: 

→Önskvärt

→Möjligt

→Rimligt 
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..kanske viktigare vad är 

nyttan och riskerna med opiatfri anestesi

- perioperativt omhändertagande



Opiatfri anestesi OFA, 

något bättre eller bara något nytt?

OFA

▪ Vad innebär det
→ Genomföra anestesi (och postoperativ smärtlindring) utan tillförsel av 

morfinpreparat

▪ Varför
→ ”opioid crisis”

→ PONV

→ OSAS

▪ Vinster
→ PONV

→ Cancer, cancer reocurence - metastaser

→ Kognitiva effekter, delirium, POCD ….

▪ Intresset
▪ Avtagande?!

▪ Mer/ytterligare fokus på ”Opiatsparande multimodal anestesi & analgesi”



OFA

Avtagande intresse? 

eller ”bara Covid”?

Pro Con



OFA
Avtagande intresse? 

eller ”bara Covid”?

Pro Con

Kommer inte beröra explicita patientgrupper, 

speciella behandlingsrekommendationer, 

mer försöka ge en översikt av kunskapsläget

evidens för och emot



Utevklingen av anestesi



Anestesi 

utveckling/förbättring

Lustgas1844
Eter 1846

Halotan 1950
Pentran

Efran
Isoflurane 1970

Sevoflurane 1994
Desflurane 1997

Xenon 2007
xylokain

propofol
fentanyl

remifentanil

Sp

O2
lma

Et 

CO2

MIS

Eterdomen 2021              

anestesi analgesi

Balanserad Anestesi



Balanced Anaesthesia 

▪ Combining multiple drugs in smaller quantities

▪ Maximising benefits

▪ Minimising adverse effects

▪ “proving anaesthetist greater control”
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Anestesi 

utveckling/förbättring

Lustgas1844
Eter 1846

Halotan 1950
Pentran

Efran
Isoflurane 1970

Sevoflurane 1994
Desflurane 1997

Xenon 2007
xylokain

propofol
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remifentanil

Sp
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lma

Et 
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MIS

Eterdomen 2021              

anestesi analgesi

Balanserad Anestesi

ERAS



Trojanska kriget                                                     1960       1970                     2000

Papaver somniferum - morfin

fentanyl

alfentanil

remifentanil

blockader

dex

Mg

Ketalar

Xylokain

Tillägg till ”basanestesin” för att nå hemodynamisk kontroll och blockera smärtupplevelsen



Routine Clinical Anaesthesia

EmergenceMaintenanceInduction



Routine Clinical Anaesthesia

Preoperative Peroperative Postoperative



Routine Clinical Anaesthesia

Preoperative Peroperative Postoperative 
Postoperative 

30-days



Routine Clinical Anaesthesia

Preoperative Peroperative Postoperative 
Postoperative 

30-days
Long-term 

effects



Long term outcome

▪ Complications

▪ Pain

▪ PONV

▪ Prolonged recovery

→ Infectious complicatins

→ Renal impairment

→ Cardiovascular events

→ Pulmonary complications

→ Thrombo-embolic complications

▪ Postoperative Cognitive Side Effects – POCD - postoperative 

neurocognitive disorder

▪ Cancer; metastasis and reoccurence

▪ Addiction

▪ ...
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Enhanced recovery:
Perioperativ multi-modal / balanserad vård



Expert Opin Pharmacother. 2019 Jun;20(8):949-961.



Expert Opin Pharmacother. 2019 Jun;20(8):949-961.



Analgesi

Lokalbedövningsmedel

Steroid

Ickeopioid analgetika

Paracetamol, NSAIDs/Coxiber

Gabapetin, Mg, ketalar, xylokain

Morfin

Ickefarmakologiska tekniker, TENS, Kyl, …..



Anestesi

Sedering iv.

Sedering & opioid

Generell anestesi

kirurgi

....alltid lokalbedövning.......

Lugnande tablett

Lokalanestesi

regionalanestesi



Components in intra-operative care

Balanced anaesthesia

analgesia

induction

anaesthetic

blocks

PONV 

prophylaxis

Vasoactive

medications

Muscle

relaxants

Further adjuncts



Vad vet vi, evidensen för;  

▪ TIVA vs inhalation
→ Cancer

→ POCD

→ Ischemi/reperfusion

▪ Opioider
→ PONV

→ ”tillvänjning”

→ Cancer

→ POCD

→ I/R

▪ Xylokain
→ Cancer

→ POCD

→ Ischemi/reperfusion

▪ Dexmedetomidin
→ Cancer

→ POCD

→ Ischemi/reperfusion

▪ Ketalar
→ Cancer

→ POCD

→ Ischemi/reperfusion



▪ Anesthetic technique and cancer outcomes: a meta-analysis of total intravenous versus volatile anesthesia
→ Andrea Yap  1   2 , Maria A Lopez-Olivo 3 , Julia Dubowitz  4   5 , Jonathan Hiller  4   5   6 , Bernhard Riedel  4   5   6 , Global 

Onco-Anesthesia Research Collaboration Group

→ Can J Anaesth. 2019 May;66(5):546-561.

▪ Abstract

▪ Purpose: Cancer-related mortality, a leading cause of death worldwide, is often the result of metastatic disease 
recurrence. Anesthetic techniques have varying effects on innate and cellular immunity, activation of adrenergic-
inflammatory pathways, and activation of cancer-promoting cellular signaling pathways; these effects may translate into 
an influence of anesthetic technique on long-term cancer outcomes. To further analyze the effects of propofol 
(intravenous) and volatile (inhalational gas) anesthesia on cancer recurrence and survival, we undertook a systematic 
review with meta-analysis.

▪ Source: Databases were searched up to 14 November 2018. Comparative studies examining the effect of inhalational 
volatile anesthesia and propofol-based total intravenous anesthesia (TIVA) on cancer outcomes were included. The 
Newcastle Ottawa Scale (NOS) was used to assess methodological quality and bias. Reported hazard ratios (HRs) were 
pooled and 95% confidence intervals (CIs) calculated.

▪ Principal findings: Ten studies were included; six studies examined the effect of anesthetic agent type on recurrence-free 
survival following breast, esophageal, and non-small cell lung cancer (n = 7,866). The use of TIVA was associated with 
improved recurrence-free survival in all cancer types (pooled HR, 0.78; 95% CI, 0.65 to 0.94; P < 0.01). Eight studies (n = 
18,778) explored the effect of anesthetic agent type on overall survival, with TIVA use associated with improved overall 
survival (pooled HR, 0.76; 95% CI, 0.63 to 0.92; P < 0.01).

▪ Conclusion: 

→ This meta-analysis suggests that propofol-TIVA use may be associated with 
improved recurrence-free survival and overall survival in patients having cancer 
surgery. 

→ This is especially evident where major cancer surgery was undertaken.

→ Nevertheless, given the inherent limitations of studies included in 
this meta-analysis these findings necessitate prospective 
randomized trials to guide clinical practice. 

TIVA vs Inhalation

Många 

retrospektiva 

studier

Opiater effekter, påverkar tumörceller, cancer/metastaser? 

Många 

retrospektiva 

studier



▪ Despite the hypothesised cancer-stimulating effects of some opioids, it 
must be borne in mind that evidence exists that poorly controlled pain may 
drive malignant processes.

▪ The mechanism is unclear: it may be due to increased activity of both the 
SNS and the HPA axis, with the subsequent in-crease in circulating 
catecholamines and glucocorticoids attenuating the activity of immune 
cells.

▪ Clinically, poorly controlled pain or increased opioid requirements have 
retrospectively been associated with poorer survival in patients with 
advanced NSCLC.

▪ Therefore, the balance between the immunosuppressive effects of pain, 
on one hand, and opioids, on the other, may be the key to whether opioid 
treatment results in greater risk of cancer recurrence.

Br J Anaesth. 2019 Aug;123(2):135-150. 



Tidig PONV Sen PONV smärta GI

Opiater ++ + minskar Stannar upp

Ketamin + 0 minskar 0

Dexmeditomedin 0 0 ? ?

Xylokain 0 0 + Minskar 

ileus?

Mg 0 0 + ?

Evidensbaserade kliniska korttidseffekter



Evidensbaserade kliniska långtidseffekter

Ischemi/

reperfusion

POCD Cancer/

metastaser

Kronisk 

smärta

Opiater ? ? -? ?

Ketamin ? ? ? ?

Dexmeditomedin ? Minskar risk ? ?

Xylokain ? ? ? ?

Mg ? ? ? ?



Ska vi ändra ett paradigm?

Inhaled mono 
anaesthesia

Balanced 

Inhaled anaesthesia 

&

iv. opioid

Multimodal analgesia

&

sedation/anaesthesia

Opioid free multi-drug 
anaesthesia?



OFA 



Is opioid-free general anesthesia for breast 

and gynecological surgery a viable option?

▪ Mulier JP1,2,3. Curr Opin Anaesthesiol. 2019 Jun;32(3):257-262. 

▪ PURPOSE OF REVIEW: Opioid-free anesthesia (OFA) was introduced to avoid tolerance and hyperalgesia, allowing 
reduction in postoperative opioids. OFA focused initially on postoperative respiratory safety for patients undergoing 
ambulatory surgery and for obstructive sleep apnea syndrome patients otherwise requiring intensive care admission. 
What about using OFA in plastic and oncological breast surgery, in deep inferior epigastric perforators flap surgery, and 
in gynecological laparoscopy?

▪ RECENT FINDINGS: 

▪ OFA requires the use of other drugs to block the unwanted reactions from surgical injury.

▪ This can be achieved with a single drug at a high dose or with a 
combination of different drugs at a lower dose, such as with 

→ alpha-2-agonists, 

→ ketamine, 

→ lidocaine, 

→ magnesium, 
▪ each working on a different target and therefore described as multitarget

anesthesia. 
▪ Three factors can explain OFA success: improved analgesia with less postoperative opioids, the near absence 

of postoperative nausea and vomiting if no opioid is needed postoperatively, and reduced inflammation 
enhancing the recovery after surgery.

▪ SUMMARY: Opioid-free general anesthesia is a viable option for breast and gynecological surgery and its use will only 
increase when anesthesiologists listen to their patients' experiences after undergoing surgery under general 
anesthesia.

https://www-ncbi-nlm-nih-gov.proxy.kib.ki.se/pubmed/?term=Mulier%20JP%5bAuthor%5d&cauthor=true&cauthor_uid=31045633
https://www-ncbi-nlm-nih-gov.proxy.kib.ki.se/pubmed/31045633






..intraoperativ opiat påverkar 

inte postoperativ smärta



..intraoperativ opiat påverkar 

inte postop smärta
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Anestesiteknik 2021?

Peroperativt Postoperativt

Underhåll Inhalation Intravenös

Analgesi ? ? Opiat rescue

Analgesi  Multimodal

opiatsparande

analgesi

Multimodal

opiatsparande

analgesi

Multimodal

opiatsparande

analgesi
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Opioidfri per- och postoperativ 

smärtlindring?

▪ Vad är: 

→Önskvärt – fortfarande oklart 

→Möjligt     – ja men kräver kunskap och troligen flera alternativa 

läkemedel

→Rimligt    – öppen fråga
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..kanske viktigare vad är 

nyttan och riskerna med opiatfri anestesi

- perioperativt omhändertagande



Före
anestesi/operation

Under 

Anestesi/operation
Efter

Anestesi/operation

Multimodal 

analgesi

Opiatfri

anestesi

OFA

Multimodal 

analgesi

“lokalbedövnin

g – blockader”Minimera opiat Minimera/

undvika opiat

Minimera opiat

..kanske viktigare vad är 

nyttan och riskerna med opiatfri anestesi

- perioperativt omhändertagande



Opportunity for studies

SweERAS or SPOR


