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Letter to the Editor

Stop and go strategy for opioid switching requires flexibility
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To the Editor:

I read with interest the paper published by Moksnes
et al." This is the first controlled trial regarding opioid
switching and authors should be complimented for giv-
ing such evidence-based information. On the basis of the
data they collected, they conclude that stop and go strat-
egy (SAG) for switching from oxycodone or morphine
to methadone produced more pain, more drop-out and
adverse effects, suggesting that a switch performed in
three days (3DS) works better than SAG. There are
some considerations that could help in making clear
some points, regardless of data reported with the strict
protocol dictated by the rules of a randomized con-
trolled study.

The rationale of 3DS was based on concerns about
the safety of switching to methadone, due to poor infor-
mation about conversion ratios existing at that time.
From their retrospective data, the same authors also
proposed to use a conversion ratio dependent on the
previous opioid dosage, the highest dose requiring the
highest ratio, that means a lower dose of methadone.>”
The authors of the original work (Edmonton group) no
longer use this approach. In fact the SAG strategy
argues that an unfavourable clinical condition associ-
ated with a drug, can be optimally changed, stopping
the offending drug and providing a new one. This
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approach may take time, ranging from 3 to 11 days,
which is inconvenient in circumstances of uncontrolled
symptoms.

A rapid substitution of morphine with methadone
using a fixed ratio 5:1 was used to circumvent these
problems. The aim was to provide a priming and to
accelerate the achievement of a steady state of metha-
done plasma concentration, then changing the dose
day by day according to the clinical situation. Of inter-
est, the starting morphine-methadone ratio, relatively
higher in comparison with previous approaches, did
not change, approximately maintaining the initial 5:1
conversion ratio, although patients on relatively high
doses of morphine had to reduce one-third the doses
of methadone.* The SAG strategy has never been
reported to be superior to 3DS, but it gained popularity
for the obvious pharmacokinetic advantages, producing
rapid changes of plasma concentration of the two opi-
oids, and consequently of the clinical effects produced
by them, rather than facing the effects of two drugs
together. While providing a more rapid effect, it requires
expertise and flexibility in the subsequent days in man-
aging methadone doses according to the clinical picture,
especially when the switching is started with high doses
and switching requires careful monitoring in a protected
environment. In my opinion, SAG cannot provide the
best performance with a protocol which does not allow
any change in doses for 5 days.

Indeed, they report that SAG group reported more
adverse effects and drop-outs. Apart from the low num-
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ber of patients (most patients dropped out for different
reasons, not necessarily adverse effects), pain relief in
the SAG group seems to be lower (significantly?) at
day 3. This is unexplainable, whether one takes into
account that more adverse effects should also corre-
spond to better analgesia if methadone concentrations
are presumed to be higher in the SAG approach. Look-
ing at the protocol, practically the only difference
between groups resides in the first two days as the entire
methadone dosage becomes similar at the third day.
This period seems to be covered by more rescue doses
per day in the 3DS group, so it is likely that patients
are receiving a similar treatment when they are assessed,
whether they use methadone as a rescue drug (this data
is lacking).

The differences found in pain intensity at day 14 can-
not be explained as at that time patients in both groups
are receiving the same treatment for more than 10 days.
At the end, 10 SAG patients completed the study and
were compared with 18 3DS patients, with obvious sta-
tistical implications.

Globally, data reported are not surprising, as SAG
strategy requires flexibility in dosing, rather than main-
taining the doses for 5 days consecutively, as per proto-
col. While it is important to perform controlled studies
in the field of opioid switching, some points should be
carefully taken into consideration. The rationale of
3DS seems to be already overcome, as there is no advan-

tage in reducing the doses of a drug which is ineffective/
toxic. Rather, a more flexible use of SAG methadone
and strict clinical observation to change doses according
to the clinical response may provide the optimal treat-
ment in patients receiving high doses of morphine or
oxycodone. The low number of patients, the logistics
of the study and the lack of flexibility in methadone
doses, particularly in the SAG group, does not allow
to draw the conclusion that 3DS works better than
SAG.
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