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Cardiac surgery with cardiopulmonary bypass is 
common worldwide1 and is associated with an ubiq-

uitous inflammatory response.2 This sterile inflammatory 
response may be associated with adverse outcomes after sur-
gery. Suppressing or modulating the inflammatory response 
may improve outcomes. High-dose steroids suppress inflam-
mation after cardiopulmonary bypass,3 but two large ran-
domized controlled trials in cardiac surgery failed to show 
improvement in mortality or major morbidity,4,5 postopera-
tive cognitive dysfunction (POCD),6 delirium,7 or persistent 
pain.8 The largest and most definitive relevant study was the 
Steroid In caRdiac Surgery (SIRS) trial5; the study we pres-
ent here is a substudy of SIRS.

What We Already Know about This Topic

•	 Previous studies have demonstrated that the inflammatory 
response to cardiopulmonary bypass is thought to contribute 
to postoperative delirium and cognitive dysfunction. Moderate-
to-high-dose steroids suppress inflammatory responses.

•	 This study determined the impact of methylprednisolone on 
the postoperative quality of recovery and delirium after car-
diac surgery using a randomized, double-blind, placebo-
controlled model.

What This Article Tells Us That Is New

•	 High-dose intraoperative methylprednisolone neither reduces 
delirium nor improves the quality of recovery in high-risk car-
diac surgical patients.
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ABSTRACT

Background: Inflammation after cardiopulmonary bypass may contribute to postoperative delirium and cognitive dysfunc-
tion. The authors evaluated the effect of high-dose methylprednisolone to suppress inflammation on the incidence of delirium 
and postoperative quality of recovery after cardiac surgery.
Methods: Five hundred fifty-five adults from three hospitals enrolled in the randomized, double-blind Steroids in Cardiac 
Surgery trial were randomly allocated to placebo or 250 mg methylprednisolone at induction and 250 mg methylprednisolone 
before cardiopulmonary bypass. Each completed the Postoperative Quality of Recovery Scale before surgery and on days 1, 
2, and 3 and 1 and 6 months after surgery and the Confusion Assessment Method scale for delirium on days 1, 2, and 3. 
Recovery was defined as returning to preoperative values or improvement at each time point.
Results: Four hundred eighty-two participants for recovery and 498 participants for delirium were available for analysis. The qual-
ity of recovery improved over time but without differences between groups in the primary endpoint of overall recovery (odds ratio 
range over individual time points for methylprednisolone, 0.39 to 1.45; 95% CI, 0.08–2.04 to 0.40–5.27; P = 0.943) or individual 
recovery domains (all P > 0.05). The incidence of delirium was 10% (control) versus 8% (methylprednisolone; P = 0.357), with 
no differences in delirium subdomains (all P > 0.05). In participants with normal (51%) and low baseline cognition (49%), there 
were no significant differences favoring methylprednisolone in any domain (all P > 0.05). Recovery was worse in patients with 
postoperative delirium in the cognitive (P = 0.004) and physiologic (P < 0.001) domains.
Conclusions: High-dose intraoperative methylprednisolone neither reduces delirium nor improves the quality of recovery in 
high-risk cardiac surgical patients. (Anesthesiology 2017; 126:223-33)

This article is featured in “This Month in Anesthesiology,” page 1A. 

Submitted for publication May 20, 2016. Accepted for publication October 6, 2016. Corrected on November 1, 2017. From the Department 
of Surgery, University of Melbourne, Melbourne, Victoria, Australia (C.F.R., J.O.-Y., A.R.); Department of Anaesthesia and Pain Management 
(C.F.R.) and Department of Cardiothoracic Surgery (A.R.), The Royal Melbourne Hospital, Melbourne, Victoria, Australia; Department of Out-
comes Research, Anesthesiology Institute, Cleveland Clinic, Cleveland, Ohio (L.S., A.K., A.A., K.P.D.I.S.); Department of Surgery (R.W., P.J.D.), 
Population Health Research Institute (R.W., J.V., P.J.D.), Hamilton Health Sciences and McMaster University, Hamilton, Ontario, Canada; and 
Department of Anesthesiology, Faculty of Medicine, Chiang Mai University, Thailand (K.P.).

Impact of Methylprednisolone on Postoperative Quality 
of Recovery and Delirium in the Steroids in Cardiac 
Surgery Trial

A Randomized, Double-blind, Placebo-controlled Substudy

Colin F. Royse, M.B.B.S., M.D., F.A.N.Z.C.A., Leif Saager, Dr. med., M.M.M., F.C.C.M., 	
Richard Whitlock, M.D., Ph.D., F.R.C.S.C., Jared Ou-Young, B.Sc., 	
Alistair Royse, M.B.B.S., M.D., F.R.A.C.S., F.C.S.A.N.Z., Jessica Vincent, M.Sc., 	
P. J. Devereaux, M.D., Ph.D., F.R.C.P.C., Andrea Kurz, M.D., Ahmed Awais, M.D., 	
Krit Panjasawatwong, M.D., Daniel I. Sessler, M.D.

D
ow

nloaded from
 http://asa2.silverchair.com

/anesthesiology/article-pdf/126/2/223/273643/20170200_0-00012.pdf by guest on 10 April 2024



Copyright © 2016, the American Society of Anesthesiologists, Inc. Wolters Kluwer Health, Inc. Unauthorized reproduction of this article is prohibited.

Anesthesiology 2017; 126:223-33	 224	 Royse et al.

Recovery, Delirium, and Methylprednisolone

Animal studies have shown associations of cognitive 
decline with surgical inflammation9 and anesthesia drugs,10 
and a clinical study has shown differences in early but not 
late POCD with desflurane versus propofol anesthesia.11 
However, there are few data examining the impact of intra-
operative high-dose steroids on the postoperative quality 
of recovery in the days to months after surgery. Further, 
there are few data identifying whether reduction of inflam-
mation may be of additional benefit in patients with poor 
presurgery cognition (who could represent a more fragile 
population) on the incidence of delirium or poor quality 
of recovery.

Delirium is relatively common after cardiac surgery and 
is associated with delayed recovery and worse long-term out-
comes.12,13 Both major trials of steroids for cardiac surgery 
failed to show a difference in the incidence of delirium with 
steroids (range, 8.0 to 11.7%).4,5 However, the impact of 
delirium on multiple domains of recovery over time remains 
poorly characterized.

Our goal was to determine whether high-dose methyl-
prednisolone improves the quality of postoperative recovery 
and reduces the incidence of delirium after cardiac surgery 
involving cardiopulmonary bypass. Specifically, we tested 
the primary hypothesis that high-dose methylprednisolone 
improves the quality of recovery compared to placebo. Sec-
ondarily, we tested the hypothesis that high-dose methyl-
prednisolone reduces the incidence of delirium during the 
initial three postoperative days.

Materials and Methods
Three centers participated in this substudy of the SIRS trial 
(ClinicalTrials.gov identifier: NCT00427388): the Royal 
Melbourne Hospital (Melbourne, Victoria, Australia), the 
Cleveland Clinic (Cleveland, Ohio), and the Hamilton 
Health Sciences Center at McMaster University (Hamil-
ton, Ontario, Canada). Written and informed consent was 
obtained from participants for the substudy. We evaluated 
the quality of recovery and delirium without altering the 
underlying SIRS study. Detailed description of the SIRS 
design including participants, intervention, randomization, 
blinding, and allocation has been previously published.5 
Briefly, the SIRS study was a double-blinded, placebo-con-
trolled, multicenter, randomized controlled trial. The inter-
vention was 250 mg methylprednisolone given at anesthetic 
induction and again just before starting cardiopulmonary 
bypass. Amendments to the SIRS ethics approvals and local 
governance approvals were obtained at each center partici-
pating in this substudy.

Participants and Settings for the Substudy
Participants were included if they were enrolled in the SIRS 
study and could speak sufficient English to complete the 
Postoperative Quality of Recovery Scale (PostopQRS)14 and 
did not have known cognitive impairment or psychiatric 

illness. Inclusion criteria for the SIRS study included age 
more than 18 yr, European System for Cardiac Risk Evalua-
tion (EuroSCORE) more than or equal to 6, and being able 
to provide written consent.

Outcomes
Our primary outcome was the quality of recovery over a 
6-month period, measured using PostopQRS. The second-
ary outcomes included the cumulative incidence of delirium 
measured using the Confusion Assessment Method Intensive 
Care Unit (CAM ICU) scale,15 quality of recovery in indi-
vidual recovery domains, and subdomains of the CAM ICU.

Postoperative Quality of Recovery Measurement
The PostopQRS14 was used to measure the quality of recov-
ery after surgery. Details of the construct and validation of 
the PostopQRS have been previously published.14,16–18 In 
brief, the quality of recovery is measured using a verbal sur-
vey tool that assesses recovery in multiple domains (physi-
ologic, emotive, nociceptive, functional [activity of daily 
living {ADL}], and cognitive).

Baseline measurements are acquired before surgery. 
Recovery is a dichotomized outcome defined by a return to 
at least baseline values or better at each of the postoperative 
measurement time points. Overall recovery requires recov-
ery in all domains being assessed, and failure in any domain 
results in failure of overall recovery. The tool is designed for 
repeated measurements and can be administered either face 
to face or via the telephone.16

A description of the items within each domain is shown 
in table 1. The physiologic domain is assessed whilst the par-
ticipant is in hospital (days 1 to 3 in this study) and consists 
of seven items applicable to the postemergence period. The 
nociceptive domain consists of pain and nausea subscales, 
the emotive domain consists of depression and anxiety 
subscales, and the ADL domain consists of four activities 
of daily living (ability to stand, dress, eat, and walk). The 
cognitive domain consists of five verbal tests, and domain 
recovery requires recovery in all five tests. Variance in cog-
nitive performance is a normal event, and accordingly, the 
definition of recovery in cognitive tests was modified to 
include a tolerance factor to account for normal variability.16 
Participants are allowed to perform a little worse than their 
baseline performance and still be scored as recovered, so that 
recovery = score − (baseline score − tolerance factor) for each 
question. Participants with baseline cognitive scores that are 
equal to or less than the tolerance factor are not included 
in the cognitive domain at subsequent time points as the 
scoring rules would automatically score them as recovered. 
Therefore, to be included in the cognitive domain, partici-
pants must score at least 1 more than the tolerance factor 
for each question of the domain (table 1). Further, they are 
excluded from scoring overall recovery as they cannot be 
evaluated in the cognitive domain. However, the caveat is 
that if they fail in any other domain, then they will be scored 
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as failed in overall recovery. That is, failure in any domain 
results in failure in all domains. These participants are not 
excluded from other recovery domains. The incidence of low 
baseline scores differs among populations, ranging from near 
0 in young volunteers,16 to 5 to 15% in orthopedic,18 and 
around 25 to 35% in cardiac surgery (C. Royse, M.B.B.S., 
M.D., unpublished data—audit data, 2013 to 2015).

The PostopQRS was conducted within 2 weeks before 
surgery, at 1, 2, and 3 days after surgery, and 1 and 6 months 
after surgery. The physiologic domain was only measured on 
days 1 to 3. Overall recovery is defined as recovery in all of 
the domains that are measured at each time point, so that 
overall recovery assessment does not include the physiologic 
domain after day 3.

Table 1.  Description of Recovery Domains Used in the Postoperative Quality of Recovery Scale

Domain Recovery Parameters Measured Comment

Physiology Systolic blood pressure, heart rate, temperature, 
respiratory rate, and oxygen saturation constitute 
physiologic recovery. Airway control, level of 
agitation, level of consciousness, and activity on 
command relate to emergence and airway safety.

This domain is tested in the immediate and early 
period. It is principally designed to assess 
physiologic safety and home readiness for day 
stay surgery but can be used to track physiologic 
recovery whilst in hospital for major surgery.

Nociceptive Patient assessment of pain and nausea at the time of 
testing

1–5 Likert rating scale using a faces pictorial display 
to aid ease of response

Emotional Patient assessment of feelings of anxiety and  
depression at the time of measurement

Scoring as for nociceptive domain

Activities of daily  
living

Assesses physical return to normalcy through activities 
of daily living. Ability to stand, walk, and dress with-
out assistance and ability to eat and drink.

Scored as 3—easily, 2—with difficulty, and 1—not at 
all.

Cognitive Five tests to assess orientation, verbal memory, 
executive functioning, attention, and concentration.

(1) Orientation—no tolerance factor
(2) Digits forward—tolerance factor = 2
(3) Digits back—tolerance factor = 1
(4) Word recall—tolerance factor = 3
(5) Word generation—tolerance factor = 3

Tests produce performance scores. The tests are 
derived from validated and extensively used 
neurocognitive tests. Performance variability 
tolerance factor is applied. Participants not included 
in subsequent analysis if baseline scores are equal 
to or less than the tolerance factor.

Fig. 1. Participant flowchart. CAM = Confusion Assessment Method.
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Delirium
Delirium was measured for all patients in the morning of days 
1 to 3 after surgery using the CAM ICU15 and scored accord-
ing to the published criteria. Patients in whom the CAM ICU 
had not been performed on all 3 days were included if CAM 
ICU had been completed on at least one of the 3 days. The 
Richmond Agitation and Sedation Scale19 evaluates the seda-
tion level in every patient before the CAM ICU assessment. 
Patients with a Richmond Agitation and Sedation Scale score 
of −4 or −5 were excluded from further evaluations.

Sample Size
Three centers participated in this substudy of SIRS, and each 
included as many patients as practical. For the postopera-
tive quality of recovery, we estimated sample size from the 
PostopQRS validation study.14 We used a Cochran–Mantel–
Haenszel design for multiple measurements up to 3 months 
and a two-sided difference with 80% power at the 0.05 sig-
nificance level. For an effect size of odds ratio (OR) of 2.0, 
225 participants in each group were required.

Statistical Methods
Participants were excluded post hoc from quality of recovery 
analysis if they had incomplete baseline data. Participants with 
low baseline cognitive scores were excluded from cognitive 
analysis and from overall recovery (unless they failed to recover 
in a different domain). Participants were excluded from delir-
ium analysis if they had insufficient data to be able to score the 
CAM ICU at all time points but were included if there was at 
least 1 time point with complete CAM ICU data. We consid-
ered patients to have experienced postoperative delirium when 
CAM ICU testing scored positive at any one assessment.20

Differences in the quality of recovery between groups over 
time were assessed using the Cochrane-Mantel-Haenszel test. 

 ������� Digoxin 11 (5) 14 (5)
 ������� Nitroglycerine 65 (28) 64 (26)
 ������� Statin 182 (77) 184 (75)
 ������� Lipid-lowering agent 18 (8) 18 (7)
 ������� Oral hypoglycemic agent 42 (18) 43 (17)
 ������� H2 antagonist 10 (4) 20 (8)
 ������� Proton pump inhibitor 83 (35) 71 (29)
 ������� Aspirin 129 (55) 139 (57)
 ������� Thienopyridine 44 (19) 40 (16)
 ������� Vitamin K antagonist 21 (9) 25 (10)
 ������� Dabigatran 5 (2) 3 (1)
Low baseline PostopQRS cogni-

tive domain scores
109 (46) 125 (51)

*Uncorrected valvular disease of any grade that was reported.
ACE = angiotensin-converting enzyme; ARB = angiotensin receptor 
blocker; CABG = coronary artery bypass graft surgery; H2 = histamine type 
2 receptor; PostopQRS = the Postoperative Quality of Recovery Scale.

Table 2.  (Continued)

 
Methylprednisolone  

(n = 236) n (%)

Placebo  
(n = 246)  

n (%)

Table 2.  Demographic Data for Participants

 
Methylprednisolone  

(n = 236) n (%)

Placebo  
(n = 246)  

n (%)

Age   
 ������� Mean (SD), yr 73.4 (10.5) 74.3 (9.3)
 ������� < 65 38 (16) 38 (15)
 ������� 65–80 137 (58) 134 (54)
 ������� > 80 61 (26) 74 (30)
Sex   
 ������� Male 147 (63) 162 (66)
 ������� Female 89 (37) 84 (34)
Body mass index, mean (SD) 28.7 (5.7) 28.7 (5.1)
Coexisting medical conditions   
 ������� Angina 90 (38) 101 (41)
 ������� Congestive heart failure 75 (29) 63 (26)
 ������� Previous myocardial infarction 70 (30) 76 (31)
 ������� Atrial fibrillation 52 (22) 76 (31)
 ������� Previous cardiac surgery 42 (18) 51 (21)
 ������� Previous stroke 23 (10) 13 (5)
 ������� Diabetes 75 (32) 69 (28)
 ������� Hypertension 192 (81) 207 (84)
 ������� Dyslipidemia 175 (74) 177 (72)
 ������� Peptic ulcer disease 6 (3) 4 (2)
 ������� Previous gastrointestinal hem-

orrhage
4 (2) 8 (3)

 ������� Peripheral artery disease 40 (17) 41 (17)
 ������� Chronic renal failure 22 (9) 16 (7)
 ������� Dialysis 3 (> 1) 4 (> 1)
 ������� Chronic obstructive pulmonary 

disease
36 (15) 42 (17)

 ������� Current smoker 29 (12) 32 (13)
 ������� Former smoker 114 (48) 129 (52)
Cardiac status   
 ������� Coronary artery stenosis > 50% 24 (11) 25 (11)
 ������� Left main circumflex 96 (44) 98 (44)
 ������� Left anterior descending 107 (49) 116 (52)
 ������� Right coronary 100 (46) 104 (46)
Surgery type   
 ������� Valve surgery 111 (47) 126 (53)
 ������� CABG on pump 59 (50) 58 (50)
 ������� CABG + valve surgery 47 (50) 47 (50)
 ������� Aortic surgery 19 (56) 15 (44)
Tricuspid stenosis* 1 (< 1) 1 (< 1)
Mitral stenosis* 31 (17) 29 (15)
Aortic stenosis* 112 (57) 125 (60)
Tricuspid regurgitation* 114 (60) 97 (50)
Aortic regurgitation* 128 (67) 134 (68)
Mitral regurgitation* 92 (50) 99 (51)
Aortic aneurysm* 34 (14) 36 (15)
Ventricular aneurysm* 1 (< 1) 3 (1)
Preoperative medications   
 ������� ACE inhibitors 112 (47) 109 (44)
 ������� ARB agent 49 (21) 53 (22)
 ������� β blockers 149 (63) 142 (58)
 ������� Calcium channel blocker 84 (36) 77 (31)
 ������� Diuretics 100 (41) 120 (51)
 ������� Insulin 24 (10) 21 (9)
 ������� Antiarrhythmic 7 (3) 16 (7)

(Continued)
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The incidence of delirium was assessed using Fisher exact test. 
P < 0.05 defined significance. A Bonferroni correction would 
be used if the difference between groups for either primary out-
come was P < 0.05. Analysis was performed using SPPS ver-
sion 22 (IBM, USA). For secondary outcomes, P < 0.01 was 
used to define significance in order to reduce the risk of type 
I error due to multiple analyses or for subgroup interactions.

Two subanalyses were conducted. First, we analyzed 
whether participants who suffered delirium had poorer qual-
ity of recovery, which was a planned analysis. The second, 
which was decided post hoc due to the high incidence of low 
cognitive baseline scores in this cohort of patients, was to 
examine whether participants with low baseline cognitive 
scores recovered more slowly or suffered more delirium than 
participants with normal cognitive baseline scores.

Results
Five hundred and fifty-five participants were enrolled into 
the substudy. The participant flowchart is shown in figure 1 

for both the PostopQRS and delirium analyses. Participants 
were excluded from analysis for the PostopQRS if they had 
incomplete baseline data (methylprednisolone, 28; control, 
20) or no postsurgery data (methylprednisolone, 13; control, 
12). Participants were excluded from analysis for delirium if 
they had no complete CAM ICU data on any day (methyl-
prednisolone, 14; control, 18) or no CAM ICU data on any 
day (methylprednisolone, 13; control, 12). The preoperative 
and operative data for both groups are shown in table 2.

The overall quality of recovery and domain level recovery 
for all included participants are shown in figure 2. Recov-
ery improved over time, but steroids did not alter the pri-
mary endpoint of overall recovery (P = 0.943) nor any of the 
individual recovery domains (all P > 0.05). The incidence of 
delirium for the control group was 10%, which was similar 
to that in patients given methylprednisolone (8%; OR, 0.74; 
95% CI, 0.40 to 1.37; P = 0.357; table 3). There were also 
no differences in any of the delirium domains (all P > 0.05).

The quality of recovery for participants with low ver-
sus normal or high cognitive baseline scores is shown in 

A B

DC

E F

Fig. 2. Postoperative quality of recovery for all participants comparing placebo and methylprednisolone groups. Overall recov-
ery (A), cognitive domain (B), physiologic recovery (C), activities of daily living (ADL; D), emotive recovery (E), and nociceptive 
recovery (F).
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figure 3. There were no significant differences in recovery 
domains (all P > 0.05). A comparison of groups for those 
with low baseline scores is shown in figure  4, showing 
no difference in the recovery domains. A comparison of 

groups for participants with normal cognitive baseline 
scores is shown in figure 5. There were no differences in 
overall recovery or any individual recovery domain (all  
P > 0.05).

Table 3.  Incidence of Delirium and Confusion Assessment Method Intensive Care Unit Subscales

Delirium
Methylprednisolone (n = 250)

n (%)
Placebo (n = 248)

n (%) P Value

Delirium 20 (8) 26 (10) 0.357
Fluctuation of mental status 91 (36) 106 (43) 0.169
Inattention 38 (15) 45 (18) 0.402
Altered consciousness 90 (36) 107 (43) 0.119
Disorganized thinking 14 (6) 22 (9) 0.170
Low baseline score patients Methylprednisolone (n = 109) Placebo (n = 112)  
 ������� Delirium 8 (7) 16 (14) 0.130
 ������� Fluctuation of mental status 42 (39) 54 (48) 0.175
 ������� Inattention 18 (17) 32 (29) 0.037
 ������� Altered consciousness 40 (37) 52 (46) 0.172
 ������� Disorganized thinking 9 (8) 14 (13) 0.380
Normal baseline score patients Methylprednisolone (n = 122) Placebo (n = 116)  
 ������� Delirium 7 (6) 10 (9) 0.455
 ������� Fluctuation of mental status 38 (31) 45 (39) 0.224
 ������� Inattention 14 (12) 11 (10) 0.676
 ������� Altered consciousness 39 (32) 48 (41) 0.141
 ������� Disorganized thinking 4 (3) 6 (5) 0.531
All patients Low baseline (n = 221) Normal baseline (n = 238)  
 ������� Delirium 24 (11) 17 (7) 0.191
 ������� Fluctuation of mental status 96 (43) 83 (35) 0.069
 ������� Inattention 50 (23) 25 (11) 0.001
 ������� Altered consciousness 92 (42) 87 (37) 0.292
 ������� Disorganized thinking 23 (10) 10 (4) 0.011

Delirium is the incidence of delirium at any time during the first 3 days after surgery. Fluctuation of mental status, inattention, altered consciousness, and 
disorganized thinking are subdomains of the Confusion Assessment Method Intensive Care Unit scale.

A B

DC

Fig. 3. Postoperative quality of recovery for all participants comparing low baseline cognitive scores (LBS) versus normal baseline cog-
nitive scores (normal). Nociceptive recovery (A), emotive recovery (B), physiologic recovery (C), and activities of daily living (ADL; D).
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The incidence of delirium for participants with low baseline 
cognitive scores was 11% versus 7% in patients with normal 
baseline scores (OR, 0.63; 95% CI, 0.33 to 1.21; P = 1.91). 
The incidence of delirium for each group and for the CAM 
ICU components is shown in table 3. There was no difference 
in the incidence of delirium or of CAM ICU components 
between groups. Participants with low baseline cognitive scores 
had a higher incidence of inattention (23% vs. 11%; P = 0.001) 
but not more disorganized thinking (10% vs. 4%; P = 0.011). 
In patients with normal baseline cognitive scores, there were 
no significant differences between the methylprednisolone and 
control groups in delirium (7% vs. 10%; OR, 0.51; 95% CI, 
0.57 to 4.22; P = 0.455) or components. For patients with low 
baseline cognitive scores, the incidence of delirium was 7% in 
the methylprednisolone group versus 14% in the control group 
(OR, 0.456; 95% CI, 0.86 to 5.14; P = 0.13). There were no 
significant differences in the incidence of inattention (17% vs. 
29%; P = 0.037) on the CAM ICU scale.

The comparison of the quality of recovery for participants 
with and without delirium is shown in figure 6. Participants suf-
fering delirium in the first 3 days after surgery had similar recov-
ery at 6 months although not significantly so. Poorer recovery 
occurred in the cognitive domain (P = 0.004) and physiologic 
domain (P < 0.001) but not in the other recovery domains.

The effect size expressed as OR with 95% CIs for the 
above comparisons is shown in table 4 for each measurement 
and at each time point.

Discussion
Intraoperative high-dose methylprednisolone before cardio-
pulmonary bypass did not improve the postoperative quality 

of recovery nor did steroids reduce the incidence of delirium. 
These findings are consistent with the SIRS and Dexametha-
sone for Cardiac Surgery (DECS) studies that showed that 
high-dose steroids did not improve mortality, morbidity, 
delirium, POCD, or persistent pain.4–8

The effect of steroids on delirium on day 3 after surgery 
was evaluated in the DECS trial, with delirium defined by 
the need for treatment with postoperative neuroleptic drugs.4 
Delirium was similar in patients given dexamethasone (9.2% 
vs. 11.7%; P = 0.06). In a substudy of 768 patients in whom 
delirium was measured over 4 days with the CAM ICU, the 
incidence of delirium and the duration did not differ between 
the groups (dexamethasone, 14.2% vs. 14.9%; adjusted OR, 
0.85; 95% CI, 0.55 to 1.31; mean duration [interquartile 
range], 2 [1 to 3] vs. 2 [1 to 2] days, respectively; P = 0.45).7 
In the SIRS study, the incidence of delirium on day 3 was 
8% in both groups (P = 0.80). The incidence of delirium in 
our substudy is consistent with the DECS trial as was the 
lack of steroid efficacy.

Subanalysis of Patients with Low Baseline Cognitive 
Scores
Participants in the SIRS trial all had a EuroSCORE I of 6 or 
greater, and thus, all had considerable comorbidities and/or 
were scheduled for especially major surgery. The incidence 
of low baseline scores approaches 0 in young volunteers,16 
5 to 15% in orthopedic surgery,18 and approximately 25 to 
35% in the general cardiac surgery population (C. Royse, 
M.B.B.S., M.D., unpublished data—audit data, 2013 to 
2015). In our current cohort, almost half of the patients had 
low baseline scores, indicating that baseline cognition was 

A B
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Fig. 4. Postoperative quality of recovery for participants with low baseline cognitive scores, comparing placebo and methylpred-
nisolone groups. Nociceptive recovery (A), emotive recovery (B), physiologic recovery (C), and activities of daily living (ADL; D).
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poor. It is possible that these patients were frail and generally 
unwell, and poor cognition is part of that medical state (cog-
nitive frailty). Thus, they were more likely to suffer delirium 
or poor recovery in other domains. A theoretical consider-
ation is that steroids might especially benefit such patients; 
however, there was no evidence that methylprednisolone was 
effective in this cohort. Our data do not support high-dose 
methylprednisolone in cognitively frail patients.

The concept of cognitive frailty and poor postoperative 
outcomes was explored by Silbert et al.21,22 Using a seven-
component neuropsychologic test battery, they compared 
a cohort of patients undergoing coronary artery surgery 
against nonoperative controls to identify the incidence of 
baseline cognitive impairment. The cardiac surgery group 
performed worse than controls on all tests other than the 
Grooved Pegboard test. The incidence of baseline cognitive 
impairment, defined by impairment in more than or equal 
to two of seven tests compared to nonoperative controls, 
was 35%, which is consistent with our finding of a high 

proportion of patients with low baseline cognitive scores. In 
a study of patients having hip arthroplasty, Silbert et al.21 
identified baseline cognitive impairment in 32% of patients. 
In their cohort, there was an increased incidence of POCD 
and cognitive decline compared to those with normal cogni-
tion preoperatively. Oldham et al.23 assessed cognitive and 
functional status preoperatively and showed association 
with cognitive impairment after coronary artery surgery. 
Our study did not specifically investigate cognitive decline 
or dementia, and we, therefore, cannot determine whether 
patients with low baseline cognitive scores had a greater risk 
of developing postoperative dementia.

Subanalysis of the Impact of Delirium on the Quality of 
Recovery
Our second subanalysis was to identify the effect of delirium on 
the quality of recovery after surgery. Participants with delirium 
had worse overall quality of recovery, most evident at 6 months 
after surgery, although not statistically so. Within individual 
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Fig. 5. Postoperative quality of recovery for participants with normal baseline cognitive scores, comparing placebo and meth-
ylprednisolone groups. Overall recovery (A), cognitive domain (B), physiologic recovery (C), activities of daily living (ADL; D), 
emotive recovery (E), and nociceptive recovery (F).
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domains, cognitive recovery and physiologic recovery were 
worse. Our results are consistent with other studies showing 
worse long-term clinical outcomes in participants who develop 
delirium. Brown et al.24 showed that delirium after cardiac sur-
gical procedures was independently associated with increased 
intensive care length of stay and greater hospital charges. Man-
gusan et al.12 found that patients with delirium after cardiac 
surgery stayed longer in the hospital, suffered more falls, and 
were more likely to be discharged to a nursing facility or need 
home medical services. In a prospective, observational, follow-
up study 1 to 1.5 yr after surgery, Koster et al.13 showed that 
patients with delirium after cardiac surgery had higher mortal-
ity, more readmissions to hospital, and poorer cognitive and 
functional outcomes. There is, thus, a strong consensus that 
patients with delirium do worse in many respects.

Although our study is large, it is not large enough to 
provide robust power, especially for identifying subgroups 

that could be clinically important. For example, it would 
have been interesting to evaluate a subset of especially frail 
patients. Approximately 15% of participants were excluded 
after randomization because of incomplete or missing data, 
with roughly comparable numbers excluded in each ran-
domized group. CAM ICU testing was performed in the 
morning and only once a day, for logistic reasons. More 
frequent assessments might capture a higher incidence of 
delirium but potentially increase the risk of test fatigue and 
refusal to participate, especially in predelirious patients. We 
previously observed this attrition bias with patients experi-
encing postoperative delirium being more likely to refuse 
delirium assessment.25 We did not record the use of major 
tranquillizers or other medications used to treat delirium nor 
any medical interventions, which may affect the incidence 
of delirium. Six months is a reasonable follow-up period; 
however, it remains possible that further recovery occurs 

A B

C D

E F

Fig. 6. Postoperative quality of recovery for participants comparing delirious participants versus no delirium (normal). Overall 
recovery (A), cognitive domain (B), physiologic recovery (C), activities of daily living (ADL; D), emotive recovery (E), and nocicep-
tive recovery (F).
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between 6 and 12 months—although it seems unlikely that 
recovery so long after surgery would differ in the treatment 
groups. Postdischarge follow-up occurred via the telephone, 
but the telephone use of PostopQRS evaluations has been 
validated.16 No attempt was made to assess the impact of site 
heterogeneity or to make adjustments for site effects.

In summary, high-dose methylprednisolone did not reduce 
delirium nor improve the quality of recovery in a high-risk 
cohort of patients recovering from cardiac surgery. Previous 
work indicates that steroid administration also does not improve 
other major outcomes in cardiac surgical patients, and patients 
having cardiac surgery should not routinely be given steroids.

Acknowledgments
The authors thank Mrs. Zelda Williams, M.Chur., Research 
Nurse, Department of Surgery, University of Melbourne, 
Melbourne, Victoria, Australia, and the professional research 
staff at the other participating centers for contribution to 
patient recruitment and data collation.

Research Support
This study was a substudy to the Steriods In caRdiac Surgery 
(SIRS) study and not separately funded. SIRS was funded by 
the Canadian Institutes of Health Research (Ottawa, Ontario, 
Canada).

Competing Interests
Dr. Saager was supported by a Mentored Research Training 
Grant for Health Services Research from the Foundation 
for Anesthesia Education and Research (Schaumburg, Il-
linois) and the Anesthesia Quality Institute (Schaumburg, 
Illinois). The other authors declare no competing interests.

Reproducible Science
Full protocol available from Dr. Whitlock: richard.whitlock@ 
phri.ca. Raw data available from Dr. Whitlock: richard. 
whitlock@phri.ca.

Correspondence
Address correspondence to Dr. Royse: Department of Sur-
gery, Level 6 Clinical Medical Research Building, The Royal 

Table 4.  ORs and 95% CIs for Quality of Recovery and Delirium in Patients Undergoing Cardiac Surgery

Postoperative 
Time Points Overall Recovery

Cognitive 
Recovery

Physiologic 
Recovery

Nociceptive 
Recovery Emotive Recovery ADL Recovery

Superiority in recovery of methylprednisolone patients compared to placebo, OR (95% CI)
 ������� 1 d — 1.30 (0.76–2.23) 1.11 (0.76–1.62) 1.17 (0.72–1.92) 0.75 (0.45–1.26) 0.61 (0.32–1.16)
 ������� 2 d 0.39 (0.08–2.04) 1.16 (0.70–1.91) 1.09 (0.76–1.57) 0.76 (0.50–1.14) 1.59 (0.97–2.61) 1.30 (0.83–2.04)
 ������� 3 d 1.45 (0.40–5.27) 1.20 (0.73–1.99) 0.93 (0.65–1.34) 1.04 (0.70–1.14) 1.04 (0.63–1.74) 1.01 (0.62–1.63)
 ������� 1 mo 0.82 (0.50–1.34) 0.78 (0.44–1.37) — 1.07 (0.68–1.68) 1.03 (0.67–1.58) 0.63 (0.34–1.16)
 ������� 6 mo 1.18 (0.74–1.88) 1.01 (0.57–1.79) — 0.92 (0.47–1.77) 0.91 (0.58–1.45) 1.07 (0.59–1.92)
Superiority in recovery of normal cognitive baseline score patients compared to low baseline score patients, OR (95% CI)
 ������� 1 d — — 1.37 (0.93–2.01) 0.70 (0.43–1.15) 1.40 (0.85–2.37) 0.98 (0.50–1.90)
 ������� 2 d — — 1.19 (0.83–1.71) 1.00 (0.66–1.49) 1.01 (0.62–1.65) 0.58 (0.37–0.91)
 ������� 3 d — — 1.20 (0.84–1.72) 0.94 (0.63–1.4) 1.38 (0.83–2.31) 0.92 (0.57–1.49)
 ������� 1 mo — — — 1.12 (0.72–1.76) 0.99 (0.64–1.51) 1.02 (0.56–1.86)
 ������� 6 mo — — — 0.84 (0.43–1.63) 1.02 (0.64–1.62) 1.01 (0.56–1.82)
Superiority in recovery of methylprednisolone treatment compared to placebo in low cognitive baseline score patients, OR (95% CI)
 ������� 1 d — — 1.36 (0.78–2.4) 2.35 (1.17–4.73) 0.56 (0.28–1.14) 0.54 (0.18–1.65)
 ������� 2 d — — 1.29 (0.76–2.17) 1.03 (0.57–1.85) 2.63 (1.23–5.60) 1.55 (0.82–2.91)
 ������� 3 d — — 1.24 (0.74–2.07) 1.11 (0.63–1.97) 1.11 (0.55–2.24) 0.92 (0.46–1.81)
 ������� 1 mo — — — 1.05 (0.55–1.99) 1.19 (0.64–2.21) 0.68 (0.28–1.62)
 ������� 6 mo — — — 1.02 (0.38–2.76) 0.99 (0.51–1.93) 1.10 (0.47–2.57)
Superiority in recovery of methylprednisolone treatment compared to placebo in normal cognitive baseline score patients, OR (95% CI)
 ������� 1 d — 1.30 (0.76–2.23) 0.91 (0.54–1.52) 0.6 (0.29–1.24) 0.98 (0.47–2.09) 0.65 (0.30–1.42)
 ������� 2 d 0.37 (0.07–1.97) 1.16 (0.70–1.91) 0.93 (0.56–1.54) 0.58 (0.33–1.01) 1.04 (0.53–2.05) 1.15 (0.60–2.22)
 ������� 3 d 1.45 (0.40–5.27) 1.20 (0.73–1.99) 0.70 (0.42–1.17) 0.98 (0.57–1.7) 0.98 (0.46–2.06) 1.11 (0.56–2.18)
 ������� 1 mo 0.71 (0.42–1.22) 0.78 (0.44–1.37) — 1.09 (0.58–2.05) 0.90 (0.50–1.64) 0.58 (0.24–1.38)
 ������� 6 mo 1.11 (0.66–1.86) 1.01 (0.57–1.79) — 0.85 (0.35–2.05) 0.85 (0.45–1.60) 1.04 (0.46–2.35)
Superiority in recovery of non-delirious patients to delirious patients, OR (95% CI)
 ������� 1 d — 3.67 (0.81–16.57) 4.26 (1.64–11.08) 0.88 (0.27–2.89) 0.91 (0.24–3.40) —
 ������� 2 d — 2.68 (0.91–7.85) 3.52 (1.59–7.80) 0.70 (0.33–1.48) 2.84 (1.31–6.18) 2.64 (0.89–7.82)
 ������� 3 d 0.69 (0.08–5.78) 2.61 (0.89–7.65) 2.50 (1.26–4.97) 1.19 (0.58–2.44) 2.75 (1.29–5.89) 1.64 (0.60–4.46)
 ������� 1 mo 1.12 (0.46–2.73) 0.83 (0.25–2.70) — 0.91 (0.40–2.04) 0.88 (0.41–1.93) 1.33 (0.49–3.61)
 ������� 6 mo 1.97 (0.81–4.83) 2.00 (0.71–5.62) — 1.25 (0.42–3.74) 1.55 (0.74–3.25) 2.69 (1.19–6.09)

Data are reported as ORs with CIs for methylprednisolone being superior to placebo, i.e., an OR of more than 1 indicates superiority of methylprednisolone, 
whereas an OR of less than 1 indicates superiority of placebo. ADL: OR cannot be calculated due to the number of patients being either recovered or 
nonrecovered in either of the groups. Physiological: OR cannot be calculated due to the number of patients being assessed in either of the groups. Overall 
and cognitive: OR cannot be calculated for unassessable patients due to baseline scoring requirements of the Postoperative Quality of Recovery Scale.
ADL = activity of daily living; OR = odds ratio.

D
ow

nloaded from
 http://asa2.silverchair.com

/anesthesiology/article-pdf/126/2/223/273643/20170200_0-00012.pdf by guest on 10 April 2024

mailto:richard.whitlock@phri.ca
mailto:richard.whitlock@phri.ca
mailto:richard.whitlock@phri.ca
mailto:richard.whitlock@phri.ca


Copyright © 2016, the American Society of Anesthesiologists, Inc. Wolters Kluwer Health, Inc. Unauthorized reproduction of this article is prohibited.

Anesthesiology 2017; 126:223-33	 233	 Royse et al.

PERIOPERATIVE MEDICINE

Melbourne Hospital, PO Box 2135, RMH, Melbourne, Victo-
ria 3050, Australia. colin.royse@unimelb.edu.au. Information 
on purchasing reprints may be found at www.anesthesiol-
ogy.org or on the masthead page at the beginning of this 
issue. Anesthesiology’s articles are made freely accessible to 
all readers, for personal use only, 6 months from the cover 
date of the issue.

References
	 1.	 Roger VL, Go AS, Lloyd-Jones DM, Benjamin EJ, Berry JD, 

Borden WB, Bravata DM, Dai S, Ford ES, Fox CS, Fullerton 
HJ, Gillespie C, Hailpern SM, Heit JA, Howard VJ, Kissela 
BM, Kittner SJ, Lackland DT, Lichtman JH, Lisabeth LD, 
Makuc DM, Marcus GM, Marelli A, Matchar DB, Moy 
CS, Mozaffarian D, Mussolino ME, Nichol G, Paynter NP, 
Soliman EZ, Sorlie PD, Sotoodehnia N, Turan TN, Virani SS, 
Wong ND, Woo D, Turner MB; American Heart Association 
Statistics Committee and Stroke Statistics Subcommittee: 
Heart disease and stroke statistics–2012 update: A report 
from the American Heart Association. Circulation 2012; 
125:e2–e220

	 2.	 Paparella D, Yau TM, Young E: Cardiopulmonary bypass 
induced inflammation: Pathophysiology and treatment. An 
update. Eur J Cardiothorac Surg 2002; 21:232–44

	 3.	 Teoh KH, Bradley CA, Gauldie J, Burrows H: Steroid inhi-
bition of cytokine-mediated vasodilation after warm heart 
surgery. Circulation 1995; 92(9 Suppl):II347–53

	 4.	 Dieleman JM, Nierich AP, Rosseel PM, van der Maaten JM, 
Hofland J, Diephuis JC, Schepp RM, Boer C, Moons KG, van 
Herwerden LA, Tijssen JG, Numan SC, Kalkman CJ, van Dijk 
D; Dexamethasone for Cardiac Surgery (DECS) Study Group: 
Intraoperative high-dose dexamethasone for cardiac surgery: 
A randomized controlled trial. JAMA 2012; 308:1761–7

	 5.	 Whitlock RP, Devereaux PJ, Teoh KH, Lamy A, Vincent J, 
Pogue J, Paparella D, Sessler DI, Karthikeyan G, Villar JC, Zuo 
Y, Avezum Á, Quantz M, Tagarakis GI, Shah PJ, Abbasi SH, 
Zheng H, Pettit S, Chrolavicius S, Yusuf S; SIRS Investigators: 
Methylprednisolone in patients undergoing cardiopulmo-
nary bypass (SIRS): A randomised, double-blind, placebo-
controlled trial. Lancet 2015; 386:1243–53

	 6.	 Ottens TH, Dieleman JM, Sauër AM, Peelen LM, Nierich AP, 
de Groot WJ, Nathoe HM, Buijsrogge MP, Kalkman CJ, van 
Dijk D; DExamethasone for Cardiac Surgery (DECS) Study 
Group: Effects of dexamethasone on cognitive decline after 
cardiac surgery: A randomized clinical trial. Anesthesiology 
2014; 121:492–500

	 7.	 Sauër AM, Slooter AJ, Veldhuijzen DS, van Eijk MM, Devlin 
JW, van Dijk D: Intraoperative dexamethasone and delirium 
after cardiac surgery: A randomized clinical trial. Anesth 
Analg 2014; 119:1046–52

	 8.	 Turan A, Belley-Cote EP, Vincent J, Sessler DI, Devereaux PJ, 
Yusuf S, van Oostveen R, Cordova G, Yared JP, Yu H, Legare 
JF, Royse A, Rochon A, Nasr V, Ayad S, Quantz M, Lamy A, 
Whitlock RP: Methylprednisolone does not reduce persistent 
pain after cardiac surgery. Anesthesiology 2015; 123:1404–10

	 9.	 Fidalgo AR, Cibelli M, White JP, Nagy I, Maze M, Ma D: 
Systemic inflammation enhances surgery-induced cognitive 
dysfunction in mice. Neurosci Lett 2011; 498:63–6

	10.	 Callaway JK, Jones NC, Royse CF: Isoflurane induces cog-
nitive deficits in the Morris water maze task in rats. Eur J 
Anaesthesiol 2012; 29:239–45

	11.	 Royse CF, Andrews DT, Newman SN, Stygall J, Williams Z, 
Pang J, Royse AG: The influence of propofol or desflurane on 
postoperative cognitive dysfunction in patients undergoing 
coronary artery bypass surgery. Anaesthesia 2011; 66:455–64

	12.	 Mangusan RF, Hooper V, Denslow SA, Travis L: Outcomes 
associated with postoperative delirium after cardiac surgery. 
Am J Crit Care 2015; 24:156–63

	13.	 Koster S, Hensens AG, van der Palen J: The long-term cogni-
tive and functional outcomes of postoperative delirium after 
cardiac surgery. Ann Thorac Surg 2009; 87:1469–74

	14.	 Royse CF, Newman S, Chung F, Stygall J, McKay RE, Boldt 
J, Servin FS, Hurtado I, Hannallah R, Yu B, Wilkinson DJ: 
Development and feasibility of a scale to assess postop-
erative recovery: The post-operative quality recovery scale. 
Anesthesiology 2010; 113:892–905

	15.	 Ely EW, Inouye SK, Bernard GR, Gordon S, Francis J, May L, 
Truman B, Speroff T, Gautam S, Margolin R, Hart RP, Dittus 
R: Delirium in mechanically ventilated patients: Validity and 
reliability of the confusion assessment method for the inten-
sive care unit (CAM-ICU). JAMA 2001; 286:2703–10

	16.	 Royse CF, Newman S, Williams Z, Wilkinson DJ: A human 
volunteer study to identify variability in performance in the 
cognitive domain of the postoperative quality of recovery 
scale. Anesthesiology 2013; 119:576–81

	17.	 Royse CF, Williams Z, Purser S, Newman S: Recovery after 
nasal surgery vs. tonsillectomy: Discriminant validation of the 
Postoperative Quality of Recovery Scale. Acta Anaesthesiol 
Scand 2014; 58:345–51

	18.	 Royse CF, Williams Z, Ye G, Wilkinson D, De Steiger R, 
Richardson M, Newman S: Knee surgery recovery: Post-
operative Quality of Recovery Scale comparison of age 
and complexity of surgery. Acta Anaesthesiol Scand 2014; 
58:660–7

	19.	 Sessler CN, Gosnell MS, Grap MJ, Brophy GM, O’Neal PV, 
Keane KA, Tesoro EP, Elswick RK: The Richmond Agitation-
Sedation Scale: Validity and reliability in adult intensive care 
unit patients. Am J Respir Crit Care Med 2002; 166:1338–44

	20.	 Wong CL, Holroyd-Leduc J, Simel DL, Straus SE: Does this 
patient have delirium? Value of bedside instruments. JAMA 
2010; 304:779–86

	21.	 Silbert B, Evered L, Scott DA, McMahon S, Choong P, Ames 
D, Maruff P, Jamrozik K: Preexisting cognitive impairment is 
associated with postoperative cognitive dysfunction after hip 
joint replacement surgery. Anesthesiology 2015; 122:1224–34

	22.	 Silbert BS, Scott DA, Evered LA, Lewis MS, Maruff PT: 
Preexisting cognitive impairment in patients scheduled for 
elective coronary artery bypass graft surgery. Anesth Analg 
2007; 104:1023–8

	23.	 Oldham MA, Hawkins KA, Yuh DD, Dewar ML, Darr UM, 
Lysyy T, Lee HB: Cognitive and functional status predictors of 
delirium and delirium severity after coronary artery bypass 
graft surgery: An interim analysis of the Neuropsychiatric 
Outcomes After Heart Surgery study. Int Psychogeriatr 2015; 
27:1929–38

	24.	 Brown CHt, Laflam A, Max L, Lymar D, Neufeld KJ, Tian J, 
Shah AS, Whitman GJ, Hogue CW: The impact of delirium 
after cardiac surgical procedures on postoperative resource 
use. Ann Thorac Surg 2016; 101:1663–9

	25.	 Saager L, Duncan AE, Yared JP, Hesler BD, You J, Deogaonkar 
A, Sessler DI, Kurz A: Intraoperative tight glucose control 
using hyperinsulinemic normoglycemia increases delirium 
after cardiac surgery. Anesthesiology 2015; 122:1214–23

D
ow

nloaded from
 http://asa2.silverchair.com

/anesthesiology/article-pdf/126/2/223/273643/20170200_0-00012.pdf by guest on 10 April 2024

mailto:colin.royse@unimelb.edu.au
www.anesthesiology.org
www.anesthesiology.org

