Letters to the Editor

Stress Biomarkers: Associated with Cognitive
Decline and Administered Anesthesia Type in Total

Knee Arthroplasties?

To THE EDITOR:

With great interest we have read the manuscript
written by Dr. Edipoglu and Dr. Celik (1), which sug-
gested that patients who undergo arthroplasty surger-
ies should receive regional anesthesia to avoid postop-
erative cognitive dysfunction (POCD). However, we have
some concerns about the strength of their conclusions
based on the questionable statistical methods, less de-
tails of clinical features, and absent description for the
pain of patients and dosage of analgesic drugs in the 2
groups.

First, the study mentioned that there were nega-
tive correlations between Mini-Mental State Examina-
tion (MMSE) scores measured at postoperative day 7
and the 1-hour intraoperative cortisol measurements.
However, the authors combined the data from the gen-
eral anesthesia and regional anesthesia groups to build
the correlativity. For the various anesthesia method, the
baseline and variation of cortisol level and MMSE scores
are significantly different between the 2 groups (24.24
+ 5.72 vs. 10.69 = 5.18; P*= 0.044). Thus the anesthesia
methods should be considered as confounding factors
that would cause the resulting bias.

Second, the study measured cortisol, glucose, insu-
lin, and C-reactive protein levels as the biomarkers to
establish the association with POCD. However, glucose
metabolism is a complex mechanism, and glucose or in-
sulin levels could be affected by many clinical factors,
such as stress of surgery (2,3). Moreover, Sun et al (4)
reported that RNA molecular may affect the metabo-
lism of glucose, whereas RNA molecular could also cause
POCD (5,6). Additionally, sedative, muscle relaxant,
crystalloid solution, and the colloidal solution would
be used to maintain the balance and circulation stabi-
lization, which could also cause POCD directly (7). Thus
more confounding factors and clinical features should
be recorded and considered while analyzing the rela-
tionship between the biomarkers and POCD.

Third, with the development of medicine, patients
seek more comfort in the treatment process while cur-
ing diseases (8). The study did not use any sedation for
patients in the regional anesthesia group during the
operation. Although all patients received morphine

patient-controlled analgesia and additional morphine
when necessary, we could not find any details about the
pain and the dosage of analgesic drugs in the 2 groups.
As is well known that the pain itself and analgesic drugs
are critical factors in the development of cognitive dys-
function (5,9). Therefore the postoperative pain and
analgesic drugs should be scored and calculated.
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