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Postoperative cognitive dysfunction (POCD) is often experienced by cardiac surgery patients; however, it is not
known if some groups of patients experience this more frequently or severely than others.

The aim of this systematic review was to identify preoperative and postoperative predictors of cognitive dysfunc-
tion in adults following cardiac surgery.

Eight bibliographic databases were searched (January 2005 to March 2021) in relation to cardiac surgery and cogni-
tion. Studies including adult patients who had undergone open cardiac surgery and using a validated measurement
of cognitive function were included. Full-text review for inclusion, quality assessment, and data extraction were
undertaken independently by two authors.

A total of 2870 papers were identified, of which 36 papers met the inclusion criteria and were included in the re-
view. The majority were prospective observational studies [n =28 (75.7%)]. In total, 61 independent predictors (45
preoperative and 16 postoperative) were identified as significant in at least one study; advancing age and education
level appear important. Age has emerged as the most common predictor of cognitive outcome.

Although a number of predictors of POCD have been identified, they have inconsistently been reported as signifi-
cantly affecting cognitive outcome. Consistent with previous research, our findings indicate that older patients and
those with lower educational levels should be prioritized when developing and trialling interventions to improve
cognitive function. These findings are less than surprising if we consider the methodological shortcomings of
included studies. It is evident that further high-quality research exploring predictors of POCD is required.

Cardiac surgical procedures e Cognitive dysfunction e Predictor

function.

Implications for practice

® Advancing age and fewer years of education are important predictors of postoperative cognitive dysfunction (POCD).
® Older patients and those with lower education levels should be prioritized when developing and trialling interventions to improve cognitive

® Rigorous research exploring predictors of POCD is required to enable practitioners to identify patients most likely to benefit from
cognition-based interventions.
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Introduction

Postoperative cognitive dysfunction (POCD), defined as a decline in
cognitive function from baseline performance measured with neuro-
psychological tests before and after surgery,' affects between 25%
and 70% of patients after cardiac surgery.>> Cognitive dysfunction is
usually transient; however, it is associated with prolonged hospital
length of stay, increased morbidity and mortality, and reduced quality
of life, resulting in a significant healthcare and resource burden on the
healthcare system.>?

A key challenge in understanding and managing POCD can be
attributed to methodological heterogeneity in the definitions of
POCD used across studies, the variety of tests used to diagnose
POCD, and timing of testing."ﬁ7 Furthermore, POCD lacks a formal
definition in the Diagnostic and Statistical Manual of Mental
Disorders (DSM-5)® or the International Classification of Diseases
(ICD-10).° The need for a standardized approach to the assessment
of, and the diagnostic criteria associated with POCD, has been widely
recognized.*”'° Recently, consensus recommendations have been
published, proposing revised nomenclature for cognitive impairment
identified in the perioperative period."" These include postoperative
cognitive decline diagnosed up to 30days postoperatively (delayed
neurocognitive recovery) or 12 months postoperatively [postopera-
tive neurocognitive disorder (POCD)]."" In this article, the term
POCD will be used to describe an objective postoperative decline in
cognitive function from baseline level of performance to reflect the
existing body of knowledge and to allow the impact of the revised no-
menclature’" to become evident within the literature.

POCD has received a lot of research attention, particularly in rela-

12,13 .
markers of neuronal in-

tion to understanding the pathogenesis,
jury, 115
mechanisms, and significance are still poorly understood. Risk factors
associated with POCD and predictors of POCD have also been

explored; however, the terms ‘risk factor’ and ‘predictor’ are often

and preventative strategies.'® Despite this, its causes,

used interchangeably. Furthermore, the term ‘risk factor’ encom-
passes two conflated concepts: prediction and explanation."”
Generally, ‘risk factor’ is used to describe a potential causal factor,
that is a factor or variable whose manipulation changes the outcome
(explanation). In contrast, ‘predictor’ is used to describe a factor or
variable that is associated with a subsequent clinical outcome (predic-
tion). Importantly, predictors are not necessarily causally related to
an outcome.” " The overwhelming focus of the literature related
to POCD risk factors is explanatory in nature. POCD risk factors are
often divided into three main categories: patient-related risk factors,
anaesthesia-related risk factors, and surgery-related risk factors.
Numerous risk factors have been implicated in the development of
POCD,1’5 however those most commonly identified include increas-
ing age, lower education level, preoperative cognitive impairment,
prior stroke, diabetes, poor functional status, duration of surgery,
and depth of anaesthesia."* A systematic review exploring peri-
operative risk factors associated with POCD after cardiac surgery
determined that the pathogenesis of POCD remains unclear, and
that further research is required to determine whether certain anaes-
thetic approaches or interventions lower the potential risk of devel-
oping POCD in susceptible individuals.> To our knowledge, no
systematic reviews of studies specifically exploring predictors of
POCD to identify people or groups at risk of developing this

complication has been conducted. Thus, the aim of this systematic re-
view was to identify preoperative and postoperative predictors of
cognitive dysfunction in adults following cardiac surgery.

Methods

Search strategy and screening of citations

This systematic review adheres to the Preferred Reporting Items for
Systematic Reviews and Meta-analyses (PRISMA) guidelines*' and was
registered on Prospero (CRD42020167037). Eight bibliographic data-
bases [MEDLINE, Cumulative Index to Nursing and Allied Health
Literature (CINAHL), Embase, PsycINFO, Cochrane Library, ProQuest
Dissertations and Theses Global, Open Grey, and Web of Science
Conference Proceedings Citation Index] were searched between January
2005 (to reflect the introduction of the Consensus statement'®) and
March 2021. In collaboration with an information specialist, searches
were devised without methodological search filters that would limit
results to specific study designs. Subject headings and keywords were
used in the search in relation to two concepts: cardiac surgery and cogni-
tion, with the concepts combined using ‘AND’ for the final search (search
syntax in Supplementary material online, Table S7). The reference lists of
all identified systematic reviews were screened for potential eligible
papers. Non-English papers were translated using online translation soft-
ware; this applied to one of the included papers.

Titles and abstracts of identified articles were subject to blind inde-
pendent review by two authors (T.B. and either LM.A,, CS.H,, or.S.) for
suitability against the inclusion and exclusion criteria (Table 1); conflicts
were resolved through discussion with reference to a third reviewer if
needed. Full-text of eligible articles were reviewed using a similar
process.

Data extraction and quality assessment

Data extraction (using a standardized proforma) and quality assessment
[using the Critical Appraisal Skills Programme (CASP)] template for co-
hort studies”® was performed by two authors (T.B. and either LM.A,
C.S.H, or].S.) with disagreements resolved through discussion until con-
sensus was achieved. The agreed quality assessment information was
used to generate a risk of bias graph and a risk of bias summary using
RevMan,?® addressing the domains of selection bias, detection bias, con-

founding bias, attrition bias, and other biases.>*

Data synthesis

The key features and findings of included studies were evaluated and sum-
marized by T.B., then discussed with the review team until agreement
was reached. Due to heterogeneity of the included studies, meta-analysis
was not performed. Instead, results were summarized using descriptive
statistics, tables, and narrative synthesis. As a result of the variation in the
timing of postoperative neuropsychological assessment, and therefore
the time point at which predictive modelling occurred, the independent
predictors identified were grouped by follow-up time point: 7 days to
6 weeks, 3 months, 6 months, 12—18 months, and 3-5 years.

Results

Study selection

A total of 2870 papers were identified for possible inclusion (Figure 1)
with 196 papers undergoing independent full-text assessment.
Reasons for exclusion are presented in Supplementary material
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Table I Inclusion and exclusion criteria

Inclusion criteria

® Adult patients (>18 years of age)

® Patients undergoing cardiac surgical procedures

® Published between January 2005 and March 2021

® Measurement of cognitive function measured using an objective
validated tool, measured at least 7 days postoperatively

Exclusion criteria

Operations other than cardiac surgery

Cardiac transplantation

Sternal wound repair

Thoracic surgery

Transcatheter aortic valve implantation (TAVI) or transcatheter aortic
valve replacement (TAVR)

Studies that focus solely on significant comorbidities, the effects of intrao-
perative factors, or delirium as an outcome

Studies that did not include multivariable analysis of predictors of POCD

Figure | PRISMA flow chart.

.E Records identified through Additional records identified
E database searching through other sources
E'E' (n = 4549) (n=3)
-
) Y Y
e Records after duplicates removed
(n= 2870)
-
&
E 3
A Records screened . Records excluded
(n= 2870) . (n=2674)
3 Full-text articles excluded, with
Full-text articles assessed " reasons
F for eligibility N (n = 160)
3 (n=196)
% Analysis did not include
multivariable analysis of POCD
(58)
— Conference abstract / poster
N v only (35)
Wrong publication type (12)
Stud.ies.included in‘ Full paper not available (18)
3 quantitative synthesis Wrong outcome (25)
3 (n=36) Insufficient outcome data to
E extrapolate (9)
- Wrong population (2)
Cognitive outcome
L measurement unclear (1)

2202 yoJel\ zz uo1senb Aq 6€/Z19/98098AZ/udling/c60 1 01 /10p/3[0e-aouBApe/uoling/wod dno-oiwapeoe//:sdiy Wwoij PapeojuMo(]



T. Bowden et al.

panunuoy

skep /.

SPAIM T

syuow §

syuow §

syluow € ‘skep /

syuow §

SUIUOW 7| ‘S@aM 9

syuow 7|, pue ¢

syuow 7|, pue ¢

SJeak G

PUE ‘SLIUOW 7 | ‘syjuow g

syuow 7|, pue |

skep /.

Aouany diwsuoyd

‘Aousnyy onuewWSS ‘(pJemdeq su3IP) SIM “d-LINAG
‘(Aowaw 351 paom) SNYEY ‘(Auowsw Aiois) SNvEY

ISWIW

U-LWM
udisap ojg AI-SIVAA
‘BuIdeU} dUI) ‘UOIHUS0D3U PaARISP | WA ‘BUlUIed) WU}
HOYs | INTA “LTAN ‘G- LWL “IAMDS “LVD-A VLWL “IAS
((pog o gy
# payads jou) |14 ‘veds 131 Joquids 131 L IAA TSI

dd ‘G- LINL ‘V-LWL ‘D doons ‘I AADS “LTAY

LWL V-LINL

10quiAs U3IP Y-SV ‘Ueds U3IP Y-SIVAA ‘(3531 uonanp
-oadau jensiA paljipow) SIAA ‘(SInpow Auo3s 1oys) | Y

(yueuiwop

-UOU pUE JUBUIWOP) ¢5) ‘Aduan)j dUBWSS ‘] VAAOD ‘d
“LINL V-1 L ‘155Q ‘9531 Suluaes) jequan Aioupne Q3D

(yueuiwop

-UOU PUE JUBUIWOP) ¢5) ‘AduUan)j dUBWSS ‘] AAOD ‘d
“LINL V-1 L ‘155Q ‘9531 Sulues) equan Aioupne Q3D

1INAS ‘“Adowaw Sujom |eiredsonsiA ‘syse}

BUIIBPJIO-})3S V1 dD ‘1 AADS 1593 UOIIBIUSLIO dUl| ‘UOS
-luedwod Ayowaw 349quuals ‘G- N1 ‘V- LWL ‘dD ‘1TAVY

dO ‘G LNL V-LWL ‘LWAS ‘LVAOD ‘14D ‘L TAVY
(Auo 7 Apmis+ ‘Auo | Apmis ) +II-SIWM ‘+LIAVY

‘LINAS ‘dD ‘G- LINL ‘V-LIWL ‘Ueds 131p (4-SIVA) % LYS
g LNL

10quiAs 13IP Y-SV ‘Ueds UZIP Y-SIVAA Y-SINM ‘LINY

ddD yum juswade)d
-2J/J1edau SAJRA F DGV SAIIID)D GG<
(esayy
JO UoNEUIGWOD B JO ‘Uonesado don
-JOB DI2BIOU © ‘JusWade|dad SABA
‘DgVyD) uonetado delpaed 9A13I3)]
(4oUp0 ‘aAEA + DGVD
‘OgVD) A4934ns JBIp.Ued 9AI19]]
DEVD Wi 354l SARIIF

DGVD A3

54vD

9dD UUM ARA T DFVD 2AR3I3

OEYD W ISl ‘9ABI|3

OgYD W ISl ‘9ABI|3

DdVD Pa3e|0s! Sl 3s.114
gdD yum ‘Aias
-JNS 3004 D11I0. F A493.NS dARA

F 9gVvD dAnesado-au Jo Auewligd

DV PI1e|OS! JUSZISWS-UON|

dwnd yo pue uo ‘oAl_A T HGVYD

Downloaded from https://academic.oup.com/eurjcn/advance-article/doi/10.1093/eurjcn/zvab086/6412739 by guest on 22 March 2022

EYIER)
9)3uls ‘}4oy0d dA1RdRdsoUY

EVIER)
9)3uls ‘34oy0d SAdRdsoUY
EYICR)
9)3uls ‘9A130ads0UIRU JO BAI
-19adsoud ji Jes)oun ‘uoyoD)

EVIER)
9)3uls ‘34oy0d SAdRdsoUY

EYIER)
9)3uls ‘34oy0d aA1dadsoUY

EYIER)
9)3uls ‘}1oy0d dA1dadsoUY

EYICR)
9)3uls ‘Joyod dAidadsouley

(£) aaauaomnw ‘Ues)dUN

(£) aaauaomnw ‘Ues)dUN

(£) aaauaomnw ‘Ues)dUN

EYICR)

9)3uls ‘}1oy0d aA1dRdsOoUY
EYIER)

9)3uls ‘34oy0d SAddsoUY
EYICR)

3)3uls ‘oyod dAidadsouley

,6¥SN “(0L07) 239pnH

seuedef (8107) 1ysede

e8I (5107) Aregey

LeAUBWIRD “(0107) S191URD)
e8UUD ‘(#1L07) @D

2N (1107) 353104

1eVSN (€107) 9104

ocBlIBNSNY '(6007) Pa4oAg

2BNSNY (0L0T) Pa4oAg
gzSPUBRLISN

(6007) urwRRIQ

2SN “(8107) umoug
97BPBUED
“(900¢) 'uemypoog

s2¥SN “(5107) s191eg

syujod-awny
dn-mojj03 uonouny aAn
-1u80> aAnesado-ysod

(s)a4nseaw awo033n0 aARIU30D

Aaa8uns jo adA)

(a43uad13)nW 40
9)18uis Suipn)dui) udisaq

A13unod ‘(aeak)
Joyjny Asewiad

S3aIpnJs papn)dul jo so3siaddedeyYd Apn3§ T 3|qeL



Predictors of cognitive dysfunction after cardiac surgery

panunuoy

s(puow gl
(skep/
Aj@rewixoadde) adueyasip

sAep g—/

skep /

STEEIN)

SPAIM T

SueaA § ‘SuBaA €

SYIUOW G|, ‘syjuow ¢

SJBIA € ‘SYIUOW T | ‘SoM

syuow 7|

syuow 9 ‘skep /

syuow 9

syuow 9 ‘skep /

skep /

‘AdUanN)} |egURA DIWd
-uoyd 92Uk S-OE/0L YMM AloWdW ‘G- L IN1 ‘V-LINL
Suimedp
aqn> ‘155 ‘ueds 1810 ‘G- LWL V- LINL ‘LTAVY ‘ISWIA
dO V-LWL 10quids
USIP Y-SIVAA ‘Buiues) |equaA S1e1d0sse padied GIAA ‘Uon
-U333J [eNSIA G AA ‘Ueds HSIP SINAA 1043U0D) [BIUBIA SINAA
g-LNL
10qUIAs UBIP Y-SIVAA ‘Ueds UBIP Y-SIWAA ‘(3593 uonanp
-oadau jensiA paljipow) SIAA ‘(SInpow Auo3s 1oys) | Y

g LWL V-1LIWL
159130 >p1d eue ‘| SAQ SIVAA ‘Ueds UBIP Y-SINAA ‘ISIWIA

SWE

Auanieg jolg 91e1s80D)

8- LWL V-1 L ‘Areinqes

-OA Y-SIVAA ‘JOqUIAs 1BIP Y-SV ‘Ueds 113IP Y-SIVAA
‘(3591 uonoNpo.Ida eNsiA paIPOW) SWA ‘LINY ‘LTAH

AVLINVD

‘dD ‘spemuoy ueds 1SIP ‘G- LN L V- LWL ‘LTAVY ‘ISWIA

‘dD ‘spemuo) ueds 1SIP ‘G- LN L V- LWL ‘LTAVY ‘ISWIA

‘dD ‘spaemio) ueds 1BIp ‘G- LN L V- LWL ‘LIAVY ‘ISWIN
Aduan)} djwsuoyd
‘Aduanyy dnuBWaS (paemyeq SHSIP) SIM Y- LIWAG
‘(Aowaw 3s1) paom) SNVEY ‘(Auowsw Aiols) SNvEY
Aduan)} djwsuoyd
“Aouan)) dNUBWISS ‘PIeME] SUBIP—SIAA Y- LINAG
‘(Aowaw 351 paom) SNYEY ‘(Auowsw Aiols) SNvEY

9dD Yum (AlEA F DGVD)
A4934Nns JBIPJED SAIJID)D dWIY ISl)

(adD uo) ogvd

m.S_uwuo._Q JuellWOdUOD INO

UM DEYD SABIDJP AW ISl 8L <

gdD 8uisn HgyD pare|os|

(YAY o ‘uswaded

-34 10 Jredau SABA JBUUW ‘GdD YlM
DGVD) AI934NS JBIPIBD DAL 09<
(Wodau-pas) DavyDd

adD F 99vD

GdD YHM SARA F DAVD

DAV F YAV 2A19)3

OGVD A3

DGVD A3

DAVD A3

ddD Yam uswaded

-au/dredau SA1BA F DY AP GG<

ddD Yam uswaded

-au/dredau SA1BA F DY AP GG<

Downloaded from https://academic.oup.com/eurjcn/advance-article/doi/10.1093/eurjcn/zvab086/6412739 by guest on 22 March 2022

EYICR)

9)3uls ‘}4oy0d dA1RdRdsoUY
EYIER)

9)3uls ‘}oy0d aA1RdRdsOoUY

() @uad
-NW ‘uoyod dAndadso.d

EYIER)
9)3uls ‘}4oy0d dA1RdadsOoUY

243U

9)3uls ‘}4oy0d dA1dRdsoUY
paseq Au

-NWWO? ‘40Y0d dAIRd3dsoly
2J3uad 3)3uls ‘] DY ue

woJy sisAjeue e3ep AJepuodg
2.43u9d 9)3uls ‘(e3Ep
10J3U0D 2ARDads0.138

YUM) 1040D dAIRddso.y
2J3Uad

9)3uls ‘}4oy0d dA1dRdsoUY
EVAIER)

9)3uls ‘34oy0d SA1RdRdsoUY
EYICR)

9)3uls ‘}4oyod aA1RdadsoUY
2J3Uad

9)3uls ‘}4oy0d dA1dRdsoUY

2J3Uad
9)3uls ‘}1oy0d aA1dRdsOoUY

2J3Uad
9)3uls ‘}1oy0d aA1dRdsOoUY

1A1e “(€107) uodred
osBIUENYIT
“(0L07) duapIoN

& BUUD “(€£102) NIW

VSN (£007) My

,,UBde[ “(£107) MBI
5, VSN “(9007) 50519347

& SPUBLIDYIN “(£107) 0

4 VSN “(8L07) 423Uy
e)IN (#L0T) 424piy
2»uedef (5007) lopey|
,»uede( (9007) topey)

oy1edel (1 107) 1opey

VSN “(6007) Z39pNH

e VSN “(0107) 739pNH

syulod-awiny
dn-moyj03 uonduny aAn
-1u80> aAnesado-ysod

(s)a4nseaw awod3n0 aARIu3oD

Aaa8uns jo adA)

(43uad3)nWi 40
9)18uis Suipn)dui) udisaq

A13unod ‘(aeak)
Joyjny Arewiad

panupuoy Z 3jqelL



T. Bowden et al.

Downloaded from https://academic.oup.com/eurjcn/advance-article/doi/10.1093/eurjcn/zvab086/6412739 by guest on 22 March 2022

el S3IAOILNY 3y Ut patedidi.ried 1eys siendsoy 3.y 3y1 Jo om) wodj syuaned | g7 Wwodj eep pasn Apmis siy |
‘el (SIAOILNY) 1BAIAING pue UuoiReqnIxa Ale3 oy 2ARIUS0D) aAnetadolsod Sunesnsaau| el | uelesny ay3 ul pasedipnied oym siusied gi,€ 943 WoJ) BIEP 9SN SIPNIS Y104,

*(PasiABU-) 1591 AJOWIBW URISUIIAA “(Y-) LINAA (918S AIOWBW JS)SYIDAA ‘SIAIAA B1BIS 92US1193UI JBISUIDAA ‘SIAA (PsIASI-) 3)eds 9oUaS1|93Ul JNPE JUS)SYIDAA ¢ (H-)SIVAA 591 SUIUIES) |BGUSA [BNSIA | TAA

1159 AJOWBW puB SUlUIBS) |BGUDA ‘] | TA 3593 SuBjew J1e.) ‘| [\ 3593 ADUSn)j |BGUSA dUBWSS ‘| AS f0.3u0d doouis ‘D dooung 593 SuIpUILIL AN} YISNG ‘| WS ISSIZINY SWOIPUAS * | S 1591 Sa1IEpOW USIP |OqUIAS ‘| IS 3593 pIom
pue un0jod doo.s ‘| AADS 1591 9DUSUSLIRIUI PJOM pUB UN0J0d doo.IS | JAADS 2591 Adowaw Ipuey ‘| |y ‘smels [ediSojoydAsdoanau Jo Juswssasse ayy o) A1a11eq d)qereadad ‘SNEY 1591 Bulules) |eqUaA pue Alolipne Aay ‘| TAVY 9591
Aouany jequaa di3ojouoyd ‘| JAd SPJOSIP SSa43s diewne.a}-1sod ‘qs] d P1eogdad anpangd ‘dd 3593 SUlUJES) |BQURA-UOU ‘] TAN ‘WEXD 21BIS |BIUSW [UIW ‘IS4 ‘UONEIUSIIO BU) JO Juawa3pn( ‘O( 1593 Suiuaes) |equaa supidoH ‘] JAH 9]eds
BRUSWSP eMeZaseH ‘SH 1591 SUIUIBS)] [BGUIA UBWIDD) ‘| TAD ‘P4e0G39d POA0OID) ‘dD) 1591 Suiddey uaBuly ‘| | 4 1593 SUIpUIWS. SAII9)9S PAND PUB 93.) “YSD4 1591 UORNINSGNS |OqUIAS USIP ‘]SS 2591 UONE}PIURD USIP ‘| YD~ 2591 8ul
-UIB3) |BQURA BILIOJED) ‘] TAD ‘UOIUSNIE JO 359] ddUBWIOLRd SnONURUOD ‘v | 4D ‘ssedAq Areuow)ndoip.ed ‘gdD) 2591 UONBIDOSSE PIOM |BIO PRJ)0IUOD | WYAAOD 3593 24n31y X3)dwiod * | {7 9SeasIp S Jawidyz)y 1o} A13sidad e ysijqelss 03 wni
-J0SU0d ‘gyyID ‘A4e1req parewolne 153 |ediSojoyaAsdoanau a3puquied) ‘gy I NV {PasiAe—1sa) Alowaw |enedsonsia Ja1iq Y- 1 IWAG 2591 Sulweu uolsog ‘| Ng 2591 SUlUIeS)] |BqUaA-A10)IPNE ‘| TAY (WEXS 98] [2IUSW IUIW PIIJIPOW ‘SIAE

skep /

SJBA G ‘syjuow 9
syuow ¢
(s1e3ap o
-Jny ou) ad4eydsip jeudsoH

skep /

SYIUOW 7 | ‘syauow ¢

skep /

(skep $'9 F 70T dn-mojjo}
aAneJadoisod oy jeassiul

ueaw) adueydsip Jo Aeq

syuow €
sypuow 7|
‘SYIUOW 9 ‘Yuow |,

(uoisuan asauIyD) YDO|A ‘(UoIsuaA asaulyD) JSIAIA
1VMOD
“LNg ‘1oquis 13IP Y-SV ‘G- LWL ‘V-1LIWL ‘dd ‘L TAD

LINQS ‘dD '@-LINL ‘V-LIWL “Aouany
Alo3aed pue Jond) | | 4 ‘ueds H3IP Y-SIVAA ‘LTAVY ‘LS

1AV "LAADS “1SSA V-1WL
dD 1591 Aduan)j 21UBWSS ‘] YAAOD ‘d
“LWL V-1 L ‘155 ‘9531 Suluaes) jequon Aioupne Qyy3D

ISWIW

SaH
LIMDS 1591

10GWiAs UBIP ‘G- LINL V- LWL ‘LTAD ‘Ueds uZIp Y-SIVAA
O 14Ad

“L4AS WSO “LIMDS (4109 4o g v 41 paiydads 0u) N1

(yuswiade)dau
Jo Jredau) A193uns SAJBA 9AI1I9)]

9dD UM DD PR3RI0S! 8L <

OgyD 1adin-uou 09<
sueaA 08-S ‘gdD Jopun
JUSWadE|da SAJBA SAIDR)D dWI3 ISdi4
54vD
dwind-uo awiy 35414 SAIP)D GG<
9 jo 3uipru3 Z3ey YIM (JaLI0 “YAY
‘OgyD) A493.ns deIpJed 9AID9|]
08-0S
pasde ‘(WsAJnaue d11oe dieIoy)
10 ‘PaUIqUIOD ‘BAEA ‘DFYD) 9dD
F A4284Nns JBJNJSEAOIPJED DAI}DR|]

YAV F DEVD 2ABRIR G5<

ogyD dwnd yo aAnds)e

(Apms 1011d) aqued
9)3uls ‘}4oy0d aA1RdRdsOoUY
243U
9)3uls ‘}4oy0d dA1dRdsoUY

2J3uad 9)3uls ‘JeaPun
EVIER)

9)3uls ‘34oyod SA1dRdsOoUY
() @13uad

-[NW ‘poyod aAnRdadsoly
2J3Uad

9)3uls ‘}4oy0d dA1dRdsoUY

EYICR)
9)3uls ‘}4oyod aA1RdadsoUY

2J3Uad
9)3uls ‘}4oy0d dA1dRdsoUY

EVIER)
9)3uls ‘34oy0d SA1RddsoUY

09BUIUD “(0707) Bueyz

BTSNy “(6007) AINL

gcBPEURD “(£107) 390
,<BUIUD “(£107) Bue].
5cBNBASNY (8007) HaqS

<BIPYI “(107) eUIOqRAIYS

,cUede( (5007) renyes

eAUBWIRD (€£107) ydsed
. Gureds

“($107) sIuow)ag-za.34

syujod-awiny
dn-mojj03 uonduny aAn
-1u8o> aAnesado-y3sod

(s)a4nseaw awod3n0 aARIU30D

Aaa8uns jo adA)

(343ua2d3)nWi 40
9)18uis Suipn)du) uisaq

A13unod ‘(aeak)
Joyjny Asewad

panupuoy T 3jqelL



Predictors of cognitive dysfunction after cardiac surgery

online, Table S2. Overall, 36 papers were included for data synthesis.
Inter-rater reliability for inclusion was good [Kappa (k) statistic
0.773-0.808].

Study characteristics and quality

appraisal

Studies were conducted across four continents: Asia (n=12),
Australia (n = 4), Europe (n=9), and North America (n=11), and the
majority were prospective observational studies [n=28 (75.7%),
Table 2, Supplementary material online, Table S3]. Most studies were
single centre [n =30 (81.1%)], with significant variation in the type of
surgery patients had undergone, including coronary artery bypass
graft (CABG) surgery only (n=19), CABG and/or valve surgery
(n=10), valve only surgery (n=2), or CABG and/or valve and other
(n=>5). Of the studies including CABG surgery only, most were per-
formed on pump [n= 14 (73.7%)]. Of the remaining CABG surgery
only studies, operative techniques included off-pump only (n= 1), on-
pump vs. off-pump (n =4), and unknown (n=1).

The majority of studies reported baseline cognitive function
[n=35 (97.2%)], measured the day before surgery (n = 14), within 1
week of surgery (n=7), or within 2 weeks of surgery (n=2). Eleven
studies measuring baseline (preoperative) cognitive function did not
specify the timing of assessment. There was significant variation in the
timing of postoperative cognitive function measurement with the
most frequent occurring at 7 days (n=13). The remaining studies
opted for postoperative cognitive function assessments at 2 weeks
(n=2), 20days (n=1), 1 month (n=2), 6 weeks (n=3), 3 months
(n=11), 6 months (n=5), or 1 year (n=9). Six studies measured
cognitive function beyond 1 year, ranging from 15 months to 5 years.

Thirty-four of the included studies reported predictors of POCD,
one reported predictors of cognitive recovery, and one reported
predictors of both POCD and cognitive recovery. The criteria used
to define POCD varied across the studies (Supplementary material
online, Table S3). The standard decline criterion [n= 14 (37.8%)] and
the use of the z score [n=7 (23.5%)] were most commonly used,
while seven studies did not provide a POCD definition. Cognitive
function measurement was achieved through a variety of domain-
specific measures in 31 studies, with the remaining five opting for
measures of global cognition. The cognitive domains assessed were
similarly variable: complex attention (n = 30), learning and memory
(n=128), executive function (n=16), perceptual-motor function
(n=16), and language (n=4), as was the variability in reported cogni-
tive domains being measured by the tests employed (Supplementary
material online, Table $4).

Risk of bias was generally moderate, with minimal detection and at-
trition bias (Figure 2, Supplementary material online, Figure ST).
Thirty-one studies were deemed to be at high risk of confounding
bias (Supplementary material online, Table S5) for failing to evaluate
key factors.

Independent predictors of POCD

Predictors (and non-predictors) of POCD after cardiac surgery were
identified on multivariable analysis across 35 studies (Table 3,
Supplementary material online, Table S6). Preoperative variables
focused on patient-related factors, comorbidities, and biochemical
variables, while postoperative variables included intensive care unit

Selection Blas (method of [ ]

Detection Bias (outcome assessment) _:I

confounding sas [ I

Auirition Bias (length and completeness of follow-up) MDD BN
omer ss [N I

0% 25 50k 75k 100K
[l Vo thigh risk} |

| [ es (low risky [[Junclear

Figure 2 Risk of bias across studies (n = 36).

(ICU)-related variables, postoperative complications, and biochem-
ical variables. Sixty-one independent predictors (45 preoperative and
16 postoperative) were identified across five time points (Table 3).

In terms of preoperative variables, age was predictive of outcome
at all five time points and commonly identified across studies [n= 16
(45.7%)]. Education level, baseline cognitive function, and diabetes
were independently predictive of outcome at three time points,
while abnormal left ventricular function, the presence of collateral
circulation, hypertension, serum creatinine, baseline perceptual-
motor function, diabetic retinopathy, and depression were predictive
at two time points. Of the 16 identified postoperative variables, only
ICU length of stay was predictive of outcome at two time points
while the remaining 15 were predictive at only one time point.

Independent predictors of cognitive

recovery

Of the two studies exploring predictors of cognitive recovery, both
at 12 months, no common variables were identified as predictive of
outcome (Supplementary material online, Table S6).

Discussion

We sought to identify preoperative and postoperative predictors of
POCD in adults following cardiac surgery to inform development of
appropriate interventions. While a number of predictors have been
identified, as found previously, these have been reported inconsist-
ently across studies. Advancing age and education level appear to be
the most important predictors identified, as older patients and those
with lower educational levels can be prioritized when developing and
trialling interventions to improve cognitive function. While advancing
age has emerged as the most common predictor of cognitive out-
come,?2830.333640-434648.50543657 this was reported inconsistently.
Those that found age to be non-predictive of cognitive outcome
tended to have smaller sample sizes.*”>° Furthermore, some of the
larger studies reporting age as non-predictive of POCD did not use
control groups to compare the rate of cognitive decline in age-
matched populations who were not exposed to anaesthesia or sur-
gery,2*?’ a recognized limitation of POCD research.*'%¢"? Older
patients are more likely to have neurovascular disease risk factors,
structural brain changes, and dementia development, placing them at
higher risk of POCD."?

Our findings are consistent with previous research,®? suggesting
that education level influences cognitive outcome, with lower
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educational levels being predictive of POCD?>264346:48:57

educational levels being predictive of cognitive recovery.! It has
been postulated that those with higher educational levels have

and higher

greater cognitive reserve; in educated individuals the brain is exposed
to challenging mental activities that potentially decrease the suscepti-
bility to clinical manifestations of structural brain changes.®*
However, the results are inconclusive with some studies reporting
educational level as non-predictive,’>33%47
gation is warranted.

therefore further investi-

Lower preoperative baseline cognitive scores, indicating cognitive
decline, has previously been linked with a potential increase in
POCD risk.®®> However, overall, baseline cognitive function was
found to be an inconsistent predictor of POCD. Interestingly, when
baseline perceptual-motor function was assessed using the Purdue
Pegboard Test,*> and the Grooved Pegboard Test* baseline per-
formance was more consistently identified as an important predictor.
Despite this, assessment of motor function occurs less frequently

than the domains of memory and a'ctention,é”61

even though the
Grooved Pegboard Test is one of the core recommended tests in
the Statement of Consensus on assessment of neurobehavioral out-
comes after cardiac surgery."°

Recent studies have explored the role of biochemical markers of
cognitive function, as adjuncts to neuropsychological testing, risk fac-
tors, and predictors for the development for POCD. Studies included
in this review have investigated the role of amyloid beta (A,) iso-
forms AP40 and AB42,*® kynurenic acid,** neopterin,** apolipopro-
tein €4 allele,25 and high-sensitivity troponin T45; however, there was
minimal overlap between studies exploring the predictive role of
these variables making it difficult to draw conclusions.

The inconsistencies in our findings are most likely explained by the
heterogeneity in relation to cognitive outcomes measured across the
studies, including the neurocognitive tests, the diagnostic criteria, and
the timing of assessments used to diagnose POCD. Methodological
issues of POCD research have been widely reported, however des-
pite recommendations for a standardized ap|3roach,4'1°‘11 such vari-
ability remains.’ Reducing heterogeneity in future studies will allow
more meaningful comparisons between studies and strengthen the
conclusions of systematic reviews in this area. Larger multi-site stud-
ies with methodological consistency is one way to achieve this.
Furthermore, identification of the predictors of POCD could help
practitioners identify patients most likely to benefit from targeted
cognition-based interventions aimed at improving cognitive function.

As previously indicated, POCD has been researched extensively.
Despite this, the causes, mechanisms, and significance of POCD are
still poorly understood. In this review, we have focused on preopera-
tive predictors of POCD (as well as postoperative predictors) to de-
termine if designing an intervention (that could be delivered either
preoperatively or postoperatively) was appropriate and feasible.
Though we have not included intraoperative factors in this review, it
is important to acknowledge the importance of such factors in the
development of POCD, for example the type and invasiveness of sur-
gery, duration of surgery, repeat procedures, operative technique
(e.g. on- or off-pump), depth of anaesthesia, pain, and pain manage-
ment.> Within this emerging area of investigation, a number of studies

have explored intraoperative preventative strategies, including anaes-
thetic approaches, cerebral perfusion pressure management, and the
individual anaesthetic drugs used. Without any definitive preventative
or treatment strategies, further research is required in this area to
prevent patients from developing POCD and to treat POCD once it
develops.®®

Strengths and limitations

This systematic review has several limitations. First, no study was
excluded on the basis of quality assessment and this may be consid-
ered a limitation but helped ensure potentially valuable results were
included in the final synthesis; it also resulted in the risk of bias of
included studies being generally moderate. It was remarkable that
none of the studies had an overall low risk of bias. In addition, meth-
odological heterogeneity meant that meta-analysis was not possible.
Second, we were unable to obtain full-text versions of some poten-
tially eligible papers. Authors from the primary studies were not con-
tacted. Finally, as previously highlighted, intraoperative factors
undoubtedly play an important role in the development of POCD.
Subsequently, there is a lot of interest in developing intraoperative
strategies to improve cognitive outcomes. We have focused on pre-
operative and postoperative predictors of POCD in this review;
however, it is clear that a contemporary appraisal and synthesis of
intraoperative predictors and risk factors of POCD is required.

To the best of our knowledge, this is the first review exploring pre-
dictors of POCD in cardiac surgical patients. Other strengths include
the robustness of our review process including dual screening, quality
assessment, and data extraction. Finally, a comprehensive search
strategy was employed, which included non-English papers, again
ensuring potentially valuable results were included in the final
synthesis.

Conclusion

In conclusion, although a number of preoperative and postoperative
predictors of POCD have been identified in this systematic review,
they have been reported inconsistently across studies. These findings
are less surprising if we consider the methodological shortcomings of
included studies. Advancing age and fewer years of education were
consistently identified as important predictors of POCD, therefore
older patients and those with lower education levels should be pri-
oritized when developing and trialling interventions to improve cog-
nitive function. Though a considerable body of research exists in
relation to risk factors associated with POCD, less attention has
been paid to predictors of POCD. It is evident that further high-
quality research exploring predictors of POCD is required to enable
practitioners to identify patients most likely to benefit from
cognition-based interventions.

Supplementary material

Supplementary material is available at European Journal of
Cardiovascular Nursing online.
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