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The study from Moro et al. raises interesting

questions about the place of ketamine within

multimodal analgesia.1 Previous works demon-

strated the failure of small boluses adminis-

trated at the induction of anesthesia to lower

post-operative pain.2,3 Following a 1 mg/kg

bolus, concentration falls beneath 150 ng/ml

after only 22 min (Fig. 1). This bolus of 1 mg/kg

was inefficient in the recent PODCAST trial.4 On

the other hand, when ketamine was shown years

ago to prevent chronic post-operative pain, it

was administrated as a continuous infusion of

0.25 mg/kg/h5 or even during the first post-

operative days.6

Finally, small levels of pain are not expected to

be alleviated with small doses of ketamine

which is a use-dependent drug: the worst the

pain, the more efficient ketamine administration.

Ketamine will not block NMDA channels unless

they had been opened by intense or repeated

noxious stimuli. This ‘foot in the door blockade’7

explains why administration prior to surgical

beginning has no peculiar interest. Thus, keta-

mine failure is not surprising in the context of

current multimodal analgesia.

In conclusion, we were told as soon as 2005

that a continuous administration of ketamine

was mandatory in front of noxious surgery.8 It

is time to question the widely spread practice of

injecting small doses of ketamine at the induc-

tion of anesthesia.

References

1. Moro ET, Feitosa IMPSS, de Oliveira RG, Saraiva

GFP, Rosalino R, Marossi VP, Bloomstone JA,

Navarro LHC. Ketamine does not enhance the

quality of recovery following laparoscopic

cholecystectomy: a randomized controlled trial. Acta

Anaesthesiol Scand 2017; 61: 740–8.
2. Faiz HR, Rahimzadeh P, Visnjevac O, Behzadi B,

Ghodraty MR, Nader ND. Intravenous

acetaminophen is superior to ketamine for

postoperative pain after abdominal hysterectomy:

results of a prospective, randomized, double-blind,

multicenter clinical trial. J Pain Res 2014; 7: 65–70.
3. Aubrun F, Gaillat C, Rosenthal D, Dupuis M, Mottet

P, Marchetti F, Coriat P, Riou B. Effect of a low-dose

ketamine regimen on pain, mood, cognitive function

Fig. 1. The three concentrations curves have been drawn according to the Domino model (Rugloop II software, Demed, Temse, Belgium). The

lower curve shows that ketamine concentration falls below the analgesic threshold (150 ng/ml) 22 min after a single bolus of 1 mg/kg. When a

continuous infusion of 0.25 mg/kg is added immediately after a bolus, ketamine concentration curves converge toward the analgesic threshold:

for the upper curve, after a 1 mg/kg bolus, and for the intermediate curve, after a 0.5 mg/kg bolus.
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