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Comments on Space Randomized Clinical Trial by

Krebs et al

To THE EDITOR:

We would like to comment on a manuscript pub-
lished in JAMA entitled “Effect of opioid vs nonopioid
medications on pain-related function in patients with
chronic back pain or hip or knee osteoarthritis pain: The
SPACE randomized clinical trial.” This manuscript has
been termed “SPACE randomized clinical trial” (1). This
is a pragmatic trial showing that nonopioid treatments
are equivalent or even superior to opioid therapy. The
following limitations are important to consider in terms
of SPACE's generalizability.

Firstly, it is unclear what specific drug therapy the
patients were on. The patients pain was noted as mod-
erate to severe despite analgesic use leading us to pre-
sume that patients were on nonsteroidal antiinflamma-
tory agents or Tramadol. The selection yielded only 1
out of 19 patients assessed, showing the difficulties with
application of such data in practical terms.

Second, SPACE is applicable specifically in the pri-
mary care setting. Patients presenting for chronic pain
management have presumably failed the treatments
utilized in this manuscript, prior to embarking on opi-
oids. That said, morphine doses appear to be high for
most primary care settings (2).

Third, the authors have indicated that Tramadol is a
nonopioid; however, Tramadol is a controlled substance
and binds to p-opioid receptors. Tramadol has been de-
scribed to be equivalent to codeine with a similar side
effect profile to other opioids, including abuse patterns
(2,3).

Fourth, an analysis of the proportion of patients
with at least 30% reduction of pain intensity, or pain in-
terference scales would have been helpful. At present, it
is difficult to draw meaningful conclusions in reference
to the effectiveness in terms of individual patients.

Fifth, the majority of patients were males vs. the
general population where opioid recipients are more
commonly female (4). Other parameters of note, low
back pain in 65% of patients, pre-randomization treat-
ment group preferences were 25% with opiates/44% in
nonopioids and opioid safety/effectiveness was shown
to be perceived by a very small number of patients. This
data is in contrast to the usual presentation of patients
to pain management clinics with primary preference for

opioids, unusually high perceived safety and expecta-
tions of their effectiveness over other techniques and
non-opioid drug therapy.

Sixth, patient misuse measures including urine
drug testing has not been performed per opioid guide-
lines (3). The authors have reported almost 30% poten-
tial misuse measures in each group. Authors also have
not provided the data in reference to the number of
patients in each category of drug intake. Uncontrolled
outside treatment may influence the outcomes and
due to infrequent and known time period drug test-
ing. Potential misuse may thus have been missed in the
analysis.

Despite the above limitations, the manuscript pro-
vides excellent real world data re: limitations of opioid
therapy in the primary care setting.
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