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ARTICLE INFO ABSTRACT
Keywords: Study objective: Total hip arthroplasty (THA) is a common surgical procedure in the elderly. Varying degrees of
Dementia cognitive impairment (CI) are frequently seen in this patient population. To date, there has been no systematic
Cognitive impairment review of the literature specifically examining the impact of CI on outcomes after elective THA. The aim of this
Anesthesia systematic review was to identify studies that compare the postoperative outcomes of patients with and without
Surgery CI after undergoing elective primary THA.
Outcomes gomng P y
Delirium Design: We conducted a systematic review of prospective and retrospective studies. A systematic literature re-
view was conducted by searching MEDLINE, PubMed, and Embase from between January 1, 1997 and January
1, 2018. A total of 234 articles were reviewed and 22 studies were selected.
Setting: Operating room and short-term and long-term postoperative recovery up to 2 years.
Patients: Patients with CI who underwent an elective primary THA that required general anesthesia with a
comparator group of patients who did not have dementia.
Interventions: Patients who underwent elective primary total hip arthroplasty.
Measurements: Outcomes included post-operative delirium (POD), mortality and other complications, discharge
disposition, length of stay (LOS), mortality, short-term (30 days) and long-term (1 month-2 years) complications.
Main results: 22 studies with 5,705,302 participants were included in the systematic review. Sample sizes varied
greatly, ranging from 14 to 2,924,995 participants. There was an association between patients with CI and an
increase in POD, in-hospital mortality, complications during hospitalization, non-routine disposition, LOS,
mortality between 1 month to 2 years, and worse postoperative functional status.
Conclusions: We demonstrate that there are strong associations between patients with pre-existing CI undergoing
THA and increased POD, hospital mortality, hospital complications, and hospital LOS. We report good quality
evidence linking complications after THA to preexisting CI. Screening for CI can improve care and better predict
the risk of developing postoperative complications such as delirium. Further investigations can address perio-
perative factors that can help reduce complications and show the utility of more widespread assessment of
preoperative cognitive impairment.
1. Introduction lower extremity [1]. However, patients undergoing THA may suffer
major complications, which may be due to surgical, anesthesia or pa-
Total hip arthroplasty (THA) is one of the most successful ortho- tient-related factors [2]. At the same time, the outcomes of these sur-
pedic procedures designed to alleviate pain and restore function, and is geries have improved in recent decades due to advances in preoperative
a commonly performed major orthopedic procedure involving the medical optimization, surgical techniques, anesthetic and postoperative
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Fig. 1. Flow diagram illustrating the systematic search process to identify relevant studies for inclusion in the final review.
*Articles were identified from PubMed/Medline (n = 4242) and Embase (n = 3637). See Appendix A for more detail.
THA, total hip arthroplasty; HA, hip arthroscopy; CRIF, closed reduction internal fixation.

care [3]. One way that outcomes have improved has been through risk
stratifying patients prior to THA [4]. Previous studies have demon-
strated that the presence of cognitive impairment (CI) in patients prior
to surgery is associated with poor post-operative outcomes [5]. How-
ever, most surgeons and anesthesia providers do not routinely assess
cognitive function in THA patients prior to surgery. Given the overall
mortality associated with elective THA is estimated at 0.30% at 30-days
and 0.65% at 90-days [6], there exists a need to develop strategies to
further decrease major complications in patients undergoing this pro-
cedure.

To date, no systematic review has specifically evaluated post-
operative outcomes of patients with CI who receive general anesthesia
and undergo elective primary THA. A systematic review of prospective,
retrospective, and other observational studies can help compare the
postoperative outcomes of patients with and without CI after under-
going this procedure. Our hypothesis is that patients with CI will have a
more complicated in-hospital course, including higher risk of post-
operative delirium, longer hospital stay, and increased wait times to a
health care facility. Additionally, we hypothesize that these patients
will have an increased risk of mortality and complications within
30 days post-discharge and 30 days to 2 years post-discharge.

2. Materials and methods

2.1. Protocol and registration

The protocol for this systematic review was designed according to
PRISMA guidelines with the assistance of the research librarian at the

Countway Library of Medicine, Boston Massachusetts. The protocol has
been  registered with PROSPERO  (Registration = Number:
CRD42017072154. Website: http://www.crd.york.ac.uk/PROSPERO).

2.2. Eligibility criteria

Original studies that measured post-operative delirium (POD),
postoperative mortality, quality of life in patients suffering from pre-
operatively dementia or cognitive impairment following THA were
considered for this review. As there was no single cognitive impairment
scale that was used to measure CI, different methods ranging from using
Mini-Mental Status Exam (MMSE) in combination with other assess-
ment tools were included in the study. The other tools ranged from
National Adult Reading Test (AMNART), Auditory Verbal Learning Test
(AVLT), Stroop Color-Word Test (SCWT), and Controlled Word
Association Test (COWAT), Mini-Cog© and clock drawing test [7].
However, we only included patients who had CI based on these tools or
had a preexisting diagnosis of dementia. Only studies that included
patients who underwent elective major total hip arthroplasty were
deemed eligible while patients who underwent hemiarthroplasty were
excluded. Review articles, published abstracts, letters to the editor,
study protocols, and case reports were excluded from this systematic
review.

2.3. Information sources and search

A literature search was conducted by searching MEDLINE, PubMed,
and EMBASE using the following keywords: “Alzheimer's”, “dementia”,
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“cognition”, “cognitive defects”, “cognitive deficits”, “cognitive disorders”,
“cognitive dysfunction”, “cognitive function”, “cognitive impairment”,
“cognitive status”, “memory defects”, “memory deficits”, “memory dis-
orders”, “memory dysfunction”, “memory impairment”, “mental function”,
“anesthesia”, “surgery”, “surgical procedure”, “operation”, “outcomes”,
“outcome assessment”, “prognosis”, and “surgical outcomes”. Appendix A
provides a detailed description of the database-specific search terms
and methodology used during the literature search.

All peer reviewed articles published between January 1, 1997 and
January 1, 2018 and published in English were critically evaluated
using standards from the PRISMA Statement. Inclusion criteria for this
study consisted of (a) patients with stated cognitive impairment who
received an elective primary THA that required general anesthesia, and
(b) studies focused on adult patients who had a comparator group of
patients who did not have dementia. To avoid reporting bias, the only
studies included were peer reviewed publications designed as a pro-
spective cohort, retrospective cohort or case-control study. We excluded
studies that did not have a comparator group of patients without de-
mentia. Furthermore, we excluded studies that did not evaluate patients
for cognitive impairment or specify the patients' cognitive status. If
patients had a procedure other than THA or an additional concurrent
surgical intervention, those studies were also excluded. Finally, studies
that did not observe the outcomes of interest were also excluded. After
reviewing all of the searched articles using the parameters mentioned
above, a total of 234 studies were reviewed and 22 studies were se-
lected for analysis (Fig. 1). Other reasons for exclusion are listed in
Fig. 1. In terms of outcomes measurements, we were interested in in-
hospital, short- and long-term outcomes. The following outcomes were
analyzed for in-hospital outcomes: post-operative delirium (POD),
mortality, complications, post-discharge disposition, and length of stay
(LOS). The following outcomes were evaluated for short-term outcomes
(within 30 days after operation): mortality and complications. For the
long-term outcomes (1 month-2 years after an operation) we assessed
mortality, functional status, and complications.

2.4. Study selection and data extraction

The studies were identified independently and subsequently re-
viewed by three authors in two different phases. During the first phase,
two authors (BLE and JME) conducted, in a systematic way, the review
of the articles produced by the search criteria in the databases and
appraised study titles and abstracts to determine eligibility. During the
second phase, the third author (OV) reviewed the full-text articles
identified during the first phase and determined if the articles met the
criteria and then included the ones that did. A fourth author (RDU)
evaluated the validity of reasons for the excluded articles. In the second
phase, the reviewer assessed the study design, duration of follow-up,
and the other outcomes of interest. The third author (OV) extracted the
data from the studies that met the criteria. The data included publica-
tion title, author(s), year of publication, the location of publication,
study design, type of patient population, size, intervention given to the
patient population, type of cognitive assessment, measure for cognitive
impairment, and outcome results.

2.5. Quality assessment

The quality and risk of bias of the studies were assessed by the
Newcastle-Ottawa-Scale (NOS) [8]. The scale is categorized into three
dimensions including selection, comparability, and study type outcome
for cohort studies and exposure outcome for case control studies. The
scale ranges from O to 9 and rates the quality of the studies (ie. good,
fair, and poor) by awarding stars in each domain. For example, a
“good” quality score required 3 or 4 stars in the selection category, 1 or
2 stars in comparability category, and 2 or 3 stars in outcomes category.
A “fair” quality score required 2 stars in selection, 1 or 2 stars in
comparability, and 2 or 3 stars in outcomes. A “poor” quality score
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reflected O or 1 star in selection, or O stars in comparability, or 0 or 1
star in outcomes. Finally, we used the GRADE (Grading of Re-
commendations, Assessment, Development and Evaluations) approach
to assess the strength of the body of evidence for each study [9]. The
analysis of each of the studies based on the Newcastle-Ottawa Scale is
shown in Table 2.

3. Results
3.1. Study characteristics

All of the studies included in this systematic review (Fig. 1) included
cohorts of patients who had a preexisting diagnosis of CI or who were
found to have CI during pre-operative screening with one of the com-
monly used screening tools. A total of 22 studies were included. The
studies included did not all examine the same postoperative outcomes.
Nine of the studies were conducted in the United States, while the other
studies included 2 each from Finland and Italy, and 1 study each from
the Netherlands, Switzerland, Sweden, France, Taiwan, Turkey, Singa-
pore, Spain, and Germany. All the studies were published during or
after 2010. The design of the studies included 7 retrospective cohort
studies, 13 prospective cohort studies, and 2 case-control studies. The
studies involved a total of 5,705,302 patients undergoing primary
elective THA. There were 12 studies undergoing all elective THA, while
there were 2 studies of patients undergoing a THA, total knee ar-
throplasty (TKA) or spine procedure, 7 studies with patients undergoing
either a THA or TKA, and 1 study of THA vs other hip surgeries. In
terms of the retrospective studies, there were a combined total of
5,701,043 patients who underwent primary elective THA. Prospective
studies had a combined total of 4259 patients who underwent an
elective THA.

3.2. Measures of cognitive impairment

Cognitive impairment was assessed with multiple scoring systems
including the mini-mental status exam (MMSE), National Adult Reading
Test (AMNART), Auditory Verbal Learning Test (AVLT), Stroop Color-
Word Test (SCWT), and Controlled Word Association Test (COWAT),
Mini-Cog®©, clock drawing test, and Cognitive Activity Scale (CAS).
Eleven of the 22 studies included patients with a preexisting diagnosis
of cognitive impairment. Ten studies utilized the screening tools listed
above. There was heterogeneity in the definition of CI, with studies
variably using specific cutoff values or assessing cognitive impairment
as a continuous linear variable. Studies included in the review are listed
in Table 1.

3.3. Association of cognitive impairment with in-hospital outcomes

The outcomes examined in the included studies are shown in
Table 3. Nine studies assessed the impact of preoperative cognitive
impairment on POD. Two of the studies were retrospective cohort
studies designed with a combined total of 580 patients who underwent
THA. Both studies were good quality studies based on the Newcastle
Ottawa scale. The study by Mosk et al. showed that poor preoperative
cognitive function predicted POD, while Enemark et al. showed that the
rates of POD did not differ from patients who did not have preoperative
cognitive dysfunction [7,8].

Seven of the studies were prospective cohort studies with a com-
bined total of 1646 patients who underwent THA. All seven studies
were good quality studies based on the Newcastle Ottawa Scale. Zerah
et al. showed that POD was more frequent in patients with dementia
with a demonstrated odds ratio of 3.12 (95% CI 1.97-4.96, P = 0.05)
higher than patients without dementia, when controlled for potential
confounders [10]. Culley et al. found that 24% of patients screened
positive for probable cognitive impairment using the Mini-Cog© test
score cutoff of less than or equal to 2 [11]. The authors performed an



Journal of Clinical Anesthesia 56 (2019) 65-76

O. Viramontes et al.

(98pd 1x2u UO panunU0)

‘WNLII[DP 10 BNUSWSP INOYIIM 9SO Uey) AJ[eriow
Ie34-3U0 JO SpPpO 1918218 P[0J-0M] A[IBSU B dARY
BNULWAP Uo pasodurirodns WNLIIEP YIM sjuaned
1894 aaneIradolsod 1s11y ay) IoA0 AIelIOW JO YSII
91} SaYIpOW eNUIWAP 94T -eiadoard yam syuaned
ur £1981ms aredax armyoeyy diy 1eye wmupq

"VH }IM PaJeaI] S2INIOeIJ YIou [BIOWDf
19k 9jel uonerado-a1 pue Ajfelrow Y3y 1]

Jo Ayenb asiom ‘AfIqe Sunjfem-uou jo dUIPIOUL
U3y B YIIM PIIRIDOSSE SEM [D 9I9A3S 0) AJRISPOIN
Ju0Isa[pard

pue ‘maxs Surp1d diy pue [reu Are[npawrenur

SA VHL woly ajeredas J,upIp pue elep ay) [[e
Burdnoid sem Apnis sIy) Jo uoneIIWI[ JYJ, "9INIdLI)
dry 103 uorssrupe Teyrdsoy Surmp suonedrdurod
Burdojaaap jo ysu Y81y 1e are gIq/ad Yum
syuanled ‘AdOD UM sjuanied jo asotpy 01 Juafeamba
are £1931ms 19)Je A19A0D31 pUE ISINOD IR

‘AdoD yim syuanied uey) AJrprqiouws -0d Jo saa13ap
JTomo] Apuedyrudis aaey pue 13unok Apuesyruds
are g7a/dd ym syuaned ydnoylyy sdnoid

91} U99M)Sq SUOTIIIJUT JO JIQUINU IO ‘WNLIAP ‘ABIS
J0 I3U9[ Ul SPOURIDYIP JURDYIUSIS OU dI9M I,
SIUIODINO ISIDAPE

JOJ YSLI PISeaIoU] Ue Je 9I9M WNLIPP Jo aposida
UEB JUIMIOPUN OUM SJUdIRd "BNUIWRP Sey Juaned
oy} uoym AJ[eroadss ‘wnLIIPp I0§ A[qeIounaA

are axmoey diy e yim syusned AISPIH :UOISNOUOD
"(%€°9T) BRUSWSP INOYIM PUB (%0'HE) M
syuanjed snoLIIPp UsaMIaq A}I[RlIOUW YIUOW-9 I}
Ul 9DUSISJIP JuedyTudIs ou sem 1YL “(100°0 > d)
Keys reardsoy 1o110ys € Inq (100°0 > d “%L'LS)
ajel WP 12YSIY € Pey (891 = N) ENUSWSP
PIM sIwLNEd “(100°0 > d) A[eMoul yuour-9

pue (100°0 > d) uonezijeuonmnsul (100°0 > d)
suonedr[durod YIIm UOTIRIDOSSE PISeaIdul
‘(100°0 = d) £e3s [eardsoy 193uo[ B (PIM PaIR[DII0D
SeM WNLI[( "UOISYsueI) pooyq Jo junouwre y3ry
pue ‘[2A9] UIqO[SoWdY MO[ ‘UONBZI[RUONNINSUT
aaneradoaid ‘Aduspuadop [euonduny

A10ISTY [EDIPAWI UI WNLII[PP 9100s £30[01SaYIsauy
Jo £191008 uBdLIOWY UYSIY B 9IoM WINLIIDP

10J S1010BJ YSLI JUBDYIUSIS "0%4GE Ul PIAIISQO

sem umup(Q ‘(6 :98uer snrenbiojur) sieas 8
Sem 98e UBIPIW 3], ‘SO[RUIDJ 2I9M 045G/ ‘siuaned
Papn[oul 99g Jo [B10] B JO "9)eIS [eUONLINU

100d pue A>uspuadap [euonduny 1B} 03 anp
9[qeISUINA dIE BUSWSP IIM SJUSLIRJ "9J0U Sem
WNLIPP Jo aposide ue Ia)je A)feriow YIuow-9 jo
90uapUI 1BYSIY B pey pue pazi[euonmnsul uajjo
9I0UWI 9I9M WINUI[OP PUB BHUSWAP YIIM SJUSnIed

"UONRUTWEXH

31B)S [EIUSIA-IUTIA] 33 UO

¢ URY) SSI] I0DS IO URDLIIRLISS

12d enuaur -op pasouderp

Apaneradoard 1oyIe se pauyap

Bunsixsard  sem enusudp J[qeqoid surfeseg

OSINdS Bunsixeaid

Bunsixaard  g7a/ad jo sisouderp Sunsixaaxd

Bunsrxoaid Bunsrxoaxd

9U0)s P13 pue ‘MIIdS
3urpr8 dry pue reu
Are[mpauwrenur ‘VHL $T  YIM eRUSWLP 10 (d YIM sjuaned

*Apms 110402 aandadsoxd

SIY) 10§ A[QIBI[2 d19M 600T

PUB 6661 U99MIdq I9IUS)) [EDIPIA

marakeg sunjdoy uyor Je A1931ms

aredar ammyoeyy diy SuroSropun

VHL 99¢ I9p[o pue sieak Gg a8k sjusned
uonouny diy 9J17 Jo Ayienb

‘snyels aantudod ‘Afiqe Sunjem

0} predax yam do 3sod 1eak-1 pue
aane1adoaid pajewnss J0j passasse
1M sjuaned ‘INJ padeldsip

VHL 881 ©I0J VH Uim pajesn sjuoped g81

syrewuaq

‘AS[I9H ‘TeadsoH AJISIDATUn
uadequadoy ‘sorpadoynig

Jo jyusunredaq o) 03 (sypuowr g1)
$10Z aunr ysnoiy) ¢10g Arenuer
WIOIJ PINTUWIPE 9I9M OUM INIDBIJ
dry e pue (g1Q) sd1poq AmMaT

Kyserdoryiae
y3noay) Jusm oym pue aInioelj

VHL 99g diy ym 4= < 98e sjuaned

Apnis

11040 2An23dsoxd (VSN) 410T 991

Apnis (uapams)
110402 2andadsoxd £410T ‘e

Apmis 110402
[eUOnBAIdSqO
aAndadsonoy

(puelI9Z1IMS)
£10T “Tewsug

Apmis 11040d
vandadsonoy

(Spuel1ayIaN)
£10T SO

SUOTIBIDOSSY

Juaurredur]

2ANIUS0D 10§ BLIDILID JUBWISSISSY dANTUS0D

UONUIAINU]

(VHL

Arewrnd) u uonemndod

uoned0T

unyas ‘udisaq ‘Tedx ‘I0UINe ISIIg

*MITASI DJRUIR)SAS S} UI PIPN[IUI SIAIPNIS JO SONSLISIOBIRYD

I 3lqeL

68



Journal of Clinical Anesthesia 56 (2019) 65-76

O. Viramontes et al.

(98pd 1x2u UO panunuU0d)
‘SYJUOW -g T PUe -9 -¢ JB SUI[IIP [RUONDIUNJ PUL
‘dn-mof[oJ ypuow -¢ pue -1 Je AJI[elIoul ‘UOISSIUIpe
swoy 3ursinu ‘Aeys [eydsoy 108uo] ‘qod s1vrpaid
Apuspuadapur 7 > HASINIA 1B} 90USPIAS Suons

*@0d pawpaid ‘TYVNIAY 10 HSWIN

0€/vT > HSININ

HSININ

LVMOD

aurds ‘WYL ‘VHL 0ST ‘002 ‘ITT

‘soL1931ns

Qawy pue diy ‘surds aAnIs[d
3uro8ropun g9= < a3e sjuaned
'VHL/V)LL UOISIASI 10 VHL ‘WL
Arewrtad 8uro81apun (papnpoxa
€C > HSININ) Jusuniredu
aAn1uoo juaredde Afresrurpd

as-o[8urs
910102 aAndadsoxd

9)1s-9[3ur1s

(uemre]) ST0Z ‘Suery

(vsn)

J0U g ‘S2102S I'TAV MO I8y} 2duapiad Suonsg auou  ‘IMDS ‘L'TAV ‘LMVNINV “ASININ WL ‘VHL 60T ‘VET moym g9 = < afe sjuaned  110yod aandadsord 110T ‘BIsmoyuer
9seasIp s JoWIRYZ]Y yIm syuaned ur uonjezielrdsoy
aanerado-11ad 198U0] YIIM PIIBIIOSSE dI9M
Ayprqiowod pue a8e paseardu] “Ajpanerado-1sod
S189A UD) PAAIAINS PIIY} U0 AJUO PUR ‘(04T 03 ZZ'T
1D %S6 ‘€b'T ¥H) Aeriow 19y8ry & pey aseasip
s JPWRYZY YIm sjuaned ‘dn-mofjoy ural-Suoy uy
*A)1[e}I0W ULI2)-1I0YS PUE UOISIADI 99wy ‘dIy a3 jo
UOTIEDO[SIP ‘UOIIDJJUT JO SAJI JJ UI DUIJIP OU
SeM QI3 "UOISIASI JOJ UOTIedIpul SuIpesy ay) sem
uonedo[sig *(00°S 03 €0°T (ID) [BAI2IUT DUIPYUOD
%G6) 94°T JO (MH) OHel pIezey e [3Im UOISIAI 'VHL 10 VL
dry 10j ¥suI1 paseaidul ue pue (1000 > d ‘shep Areurtad 9A1I93]9 JUSMISPUN OYM
1y319 sa sAep g1 uerpaur) uonezijelidsoy aanerado 9seasIp S, JAWIAYZ[Y Jo sisouSerp IS (puequry)
-119d 108U0[ © pey 9SeasIp S IDWIDYZ[Y YIIM SJUSTIed Bunsixaaid stisouderp Sunsixoaid WIL ‘VHL 619 Sk Bunsixoaid e YIIM sjusled  -II[NUW ‘[OIIUOD ISed $10T ‘uasurer
‘uoneIqeya1 paimbar
pue 1reda1 aanyoeyy diy 10 VHI, ‘WL
'syjuour g1 Je AJI[erIow 03 payul| Arewnd JusmIapun oym G < a1s-a13urs
9I9M $2100S SNl J9MO] By} DUIPIAS Suong Juou ASINIA WIL ‘VHL 88 ‘7gZ  HASININ Ym S9 = < e sjuaned ‘Jorjuod ased  (ATeI) 010g ‘TULIeND
9
/f > SummeIp-yo0[ s}
BurmeIp-yoop [euriouqe
‘A193:1ms 101e puUe SpIom pa[[edal
syIuowW ¢ e AJ[RUONdUN] PIsealddp pue ‘Aioey Z-1 10 SpI0M pa[[edal
a1ed I[eay 0] 23I_YISIP ‘QOd YIIM PIIRIDOSSE 0 SoD-utN ‘0E/vC > 159) Sumerp 'VHL 10 W11, Arewnid a1s-a13urs (puequry)
A1qrssod 1€ $3103s FSININ PUe VOO MOT  ASIWIN ‘0£/SC > VDO  -Y20[d ‘80D-TUIN “USININ ‘VOOIN WL ‘VHL 8T T oy Sunussad syuaned A[Isp[d  110Yy0d dAndadsoxd 910¢ ‘usunsnng
"BIJUSWDP
‘dOd 10§ YSU paseardap QM I0 T > HSININ yHm
M pajerdosse Apuapuadapul a1om SanIATIOR sjuaned Jo UOISNIXd YIIM soLIa8Ins
2ANRIUS0 Jo requnu I2)eaid ur uonedonied sowy pue diy ‘ourds aandsfe 9)1s-9[3urs
puB /T < HSININ ¥ey} 20Usplad uong 0€/4T > dASININ HSININL ‘SVO aurds ‘WL ‘VHL T ‘86 ‘TH Buro819pun 09 = < 98e sjusned }10Y0d dandadsord (VSn) 910T ‘moL
‘pazATeue 3q 01 Apusnbaijur 0oy
Ppa1mdd0 Aifeliow Aep-Qg MSIA Wool Aduadiows
Aep-Qg 10 ‘S)uaAd IsIdApE [e11dSoy-Ul Pue S9103S
B00-TUIAl MO UD9MIDQ PUNOJ JI9M SUOTJBIIOSSE
ON ‘Aels Tendsoy 1o3uof pue ‘ouroy uey) ‘WL 10 YHI Arewrtd
19130 2oe[d 03 981eYDSIP ‘QOd YIIM UOTIRIDOSSE Suro8opun enuawap jo sisouderp v as-o[8urs
Juspuadapur Suons e sey 2103s 30D-TUI MOT Z = > Sop-Tuiy Bop-Tury WL ‘VHL €21 ‘88 INOYIM G9 = < a8 Y)IMm Sjuaned  110yod aandadsoxd (VSN) 102 ‘431D
‘pauIULIISP JOU
SnIe)s 9ANTUSOD YIIM pue ‘B[USUIDP
MOYIM ‘BNUIWRP YIIM siuanied
‘BIJUSWAP INOYIM popN[OUT 919M dIBD JLIBLIDS
syuaned se L1[iqe Supjfem pue Ajerouw yjuouw-9 aanerado -11ad jo Jrun pajedipap
sures a3 aaey A181ms diy SuroSiapun pauruLIap e ojur A1a81ms anjoeyy diy 19)je Apmis 11040d
jou snJeys 2ANTUS0d YIMm sjuaned pue enusWLP panTwpe (sreak 0/ <) syuened [eUOTIBAISSqO
s sjuaned ‘Aemyred d1ed dIneLad pajedIpap e uf Sunsixaa1d Sunsixaaxd VHL 059 1T® ‘ST0Z PUB 6007 U9dMIag aanpadsoxd  (duely) L10T ‘YeIoZ
Juaurireduy (VHL uoned0q
SUOTIBIDOSSY 2ANIUS0) 10§ BLIILID JUDWISSISSY dANTUS0D UOTJUSAIIUL Arewnd) u uonendod 3umas ‘udisaq ‘Ie9X “IOUINE ISIL]

(panupu0d) 1 dqeL

69



Journal of Clinical Anesthesia 56 (2019) 65-76

O. Viramontes et al.

(98pd 1x2u UO panunuU0)

*S9W0INO

Teuonouny Aue jo aAndIpaId sem jusuneaI)
ea181ns dy1ads s31 Jou ureyed aINIdRLy A IYIION
*s10301pa1d 2aneSau os[e a1om A1931ns 19)Je smels
Sunreaq-1ySrom—uou pue ‘snyels aaniudod 1ood

B ‘SanIpIqIowo) QY Pue ‘spre Sunjem Ioj pasu
‘f1T1qe AI0)R[NQUIR JO JURUTULISIAP Juelrodur Jsour
9y sem snye)s aanioey-axd Yy, “[em o) d[qeun
a1om sjuaned Sunenquie A[I9ULIOJ 33 JO %ET
Aprewnxoxdde 1nq ‘syuaned a1 Jo 055 Aq pauredar
Sem SnJels [euondUNy ammydely-a1d 3y} ‘QInidey
I9)Je IedA 9UQ ‘dn-mo[[0J IBIA-T pUB YHUOUI

- 9} U9DMIDq PaIA0IRI APJUdYIUSIS “TqV 10U INq
‘Aiqe A101e[quuy ‘sniels armydey-aid oy PIm
uostreduwod ur spre Sury[em J10j pasau ) Ul 9SeIdUT
ue OS[e pUE 2I0DS Xapul TAY Y} pue AIiqe
A101R[NQUIE UT 9SBI29P JURIYIUIIS B SeM I3}
‘syurod awm dn-mo[[0J TeaA-T pue SYIUOW 4 Y10oq Iy

‘wLIRp aaneiado-1sod jo ysi1 1oyS1y e IIm
syuoned Surfynuapr 10y nyasn aq 3w uoissaidop
pue uonu3od jo jusurssasse aaneradoard

& Jey)) 1s933ns op "wnwIIEp aaneradolsod

M pajerosse A[3uomns a1om poour daTssaidap pue
Jusurrredur 92ARTUS0D ‘S10308J YSLI 3y} JO [[& Suoury
porrad aaneradolsod a1y ur syuaned amidely

dry ur umuIep AJnuapt 03 d2Yads pue JATISUIS
Ay31y st NDI-AVD 18yl Moys synsax Juasaxd ayf,
*Ae)s Teyrdsoy 198uo] pue Aieriour e3rdsoy-ut yPpIm
Ppajerdosse A[aYI[ os[e enuawa( '93IeYdSIp aUnNnol
-UOU PUE SJUAD ISIIAPE [BIIdSOY-UT YIIM PIIRIDOSSE
Apuapuadapur A[qissod s1 enuswep SUnsIxaald

"y3eap [e31dsoy-ur 10y YSLI PaseaIdur
1e A[qrssod enuawep Sunsixeaid YIm sjuaned

LT >

auou

Bunsixaaxd

Bunsrxoaid

HSININ VHL

HSINIA VHL

stisouSerp Sunsixaaxd WAL ‘VHL

WLL uoisiaai/Arewrtad
sisouderp Sunsixeaid  {yH], uoisiaai/Arewrrid

(4]

601

870°GSH‘S
ThYvT6T

62991V
‘S66VELT

-arnyoeyy diy e 10§ A1981ms
JuMIBPUN OYM (SOT—0S ‘@Suer
‘s1eaf ¢ g/ ‘98e ueawn) syuened gGg
‘porad

aaneradoisod ayy ur parp syuened
om) pue ‘wmuIEp aaneradoaid jo
asnedaq sjuaned g1 papn[oxe os[e
oM “Aiiqestp [enids[EIur ue pey
auo pue eiseyde pey om) ‘pajerado
9q 03 pasnya1 sjusnred 9914}
‘uonippe uj ‘sso[ Surreay pey a1y}
pue jusurredwl [eNnsIA pey Inoj
‘ewmen-Nnu pey Y3 ‘enuawep
9I9A9S PRY €7 9SNeddq ‘papn[oxa
a1om i ‘syuened €41 9yl JO

‘GT > 9102 (ASININ) uoneurwexy
QLIS [BIUSIA -TUIAl 1O BIUSWAP
a19A9s SurAuedwodoe ‘quaurredur
TensIA ‘sso[ SULTEaY 2I9A3S ‘SaINJoery
a[dnmur ym syuaned papn[oxa
9M "JUSWI[OIUD IO JqISI[d

a1om amyoely diy ande jo aredar
[e2131ns 10 panIwpe 91oM oYM
19p[o 10 s1eakgg pasde syuaned [Ty

*VHL 1o W1 Areurd

pey oym 8T = < 93e YIIM sjuaned
‘¥ > HUSININ 10 eRusSwSp

Jo sisouderp Sunsixeaid e InoyIIM
WL 10 YHL uoisiad1 pue Arewrid
pey oym 09 = < 93e YIIMm sjuaned

*Apmis 110402
[UOTIBAISSQO
aanadsoxd y

918 o13urs
910102 aAnadsoxd

)Is-Nw
‘paseq-uonendod
‘aAn1oadsonarx

Is-Nnw
‘paseq-uonemndod
‘aar1oadsonax

(Arean)
9107 ‘epuodLIBI\

(Aaany)
£10T ‘N[30I[215p¥s0)

(¥Sn) +102 ‘Iong

(VSN) 010Z ‘soiaels

SUOTIBIDOSSY

Juaurireduy
2ANTUS0) 10j BLINILID

JUDWISSISSY dANTUS0D UOTJUSAIIUL

(VHL
Arewrnd) u

uonemndod

Bumas ‘udisaq

uonedo0T
‘Tea) ‘Ioyine ISIfg

(panupu0d) 1 dqeL

70



Journal of Clinical Anesthesia 56 (2019) 65-76

O. Viramontes et al.

(28pd 1x2u UO panunuU0)

[1€] (squrod 0T >)

Juaunredur aAnTu30d

919A3s, 10 ‘(syurtod 6T-QT)

Aduaurrredur aanTuSod

*9SIN0D [e2IUI[D snoadejueApesip djeropou, ‘(syurod 9z-07)

pue aduapuadapur Jo sso| [euonippe Juaunredur aAnu0d

ue woyj syuaned asay) 199101d 01 sapI[Iqe priw, ‘(sjutod 0€-£7)
Teuonouny jo uoneAlasaid ay) Uo sNd0J PINoyYs dIed Jusunredurt aanTud0d

Apmis 110402

aAne1adorIad ‘sauodIno [euondunj 191o00d 10y NSLI ou, se pazr1039)ed 1M M s1eak [BUOTIBAISSqO (Aueurron)
19y31Y B Je I $9I02S YSINIAl JOMO] IIM sjusned ASINIAL 943 JO SInsal a1y} HSINIA VHL 20t 09 = pase syuaned 9ATINDASUOD ZOf ‘aandadsoxd G102 ‘[Pwelg
Juauriredurr aAnTUS0d
uey) AI9A0331 [eUONIUNJ Ul [0l 193ea1d e Aeyd uonerado diy
‘WNLIIPP J0 s19d[N amssaid se yons ‘suonedrjduiod €2-91 uUdamiaq B I9)je UONEI[IqRYDI 0] payjIwpe Apms (ureds)
Jo aouasaxd oy pue A[Iqe SUDEM SNOIARIJ  SI0DS SB Pauyap sem DA ASININ VHL pIg (s1ea4 G9 <) SINpe I9p[0 HTE  1I0Y0d dAnddsord ‘G10T ‘oueiQ-z1in
pT(pAIuswop
= [ewlIOUqe ‘pIUIWIP
-UOU = [BULIOU “'3°T) MBIP
oo 11ey) £q payissed
IU}INJ 918 OM) 0} dUO
JO [[ed31 B 3IM S309(qns
pue ‘pajuswap se 103(qns
oY) SAYISSEd SpIOM
9911} JO 0I9Z JO [[BJDI B
{pajudWAp-UOU sk 123[qns
oY) SOYISSe[d Pa[[edaI
A[31991100 SpIOM 211} JO
2102s © (T "819) unyriodre
ordus ejo siseq ay3 uo
Po102s ST ] ‘[[ed21 393[q0
-9211} pue yse) Suimerp
suonedrjdwod [ejrdsoy-ur jo saje1 12YSIY pey -20[2 B JO SISISU0D
syuoped 9say], ‘UOISSTWPE JO dwn) 3y} Je parreduir JeU) [00) JUDUISSISSE
A2AnTuS0d 219M 1My M syuaned A[1apd enuawap drdurs VHLL Juamispun Apmis 11040d
INO JO PIIY1-3UO UBY) SIOUI PUNOJ dM 003 SIY) YIM © ST 359} 0D-TUIl 9YL, 80D-TuIN VHL €IS 0 Jo 98e a1 1040 syusned €15 [BUOIIBAIOSQO (vsSn) 910z ‘SusH
‘sjuaned
BNUIWSPUOU URY) APOmb a1our padeydsip
os[e a1e sjuaned enuawe( "Afpaneradoisod ey
spiezey Ajferiour 1eak-1 pue Aep-06 1oy31y dry e jo areda1 [ed181ns JusmIapun Apmis 110402
aAeY Plo s1eaA (6 190 syuaned erjUAWAP pue (4D Bunsixoaid Bunsixaaxd VHL 6E ouym 06 Jo a3e a1} 1940 sjuanied g aanadsonay (VSN) 9107 ‘esueyq
(500°0=4d ‘981°'£Z YO) SOTY Ia110Us
Buraey syuaried 2IM1oLIJ INWSJ JO YOAU PIM ‘SOTY
105 10301paid Juerrodur ue st aanjoeyy diy jo odAJ,
+28I1eYDSIp I8 9OURISIP UOHIR[NqUIE 19)BIIS PIASIYIE
(50°0=d ‘€96°8€ MO) ¥2am 1ad syutod £ ey
210U JO ASUSTOLIR NI YaIm 3so) pue (0£0'0=d
‘LL1°€T ¥O) S > 98e jo syuanied 1e8unog
*Aouaroyys NI 1918218 passryde (9g0'0=d
‘625 YO) 19Su0 21myde1j woij skep ¢ >
A1931nSs PaA1ada1 oym asoyl pue (SH0'0=d ‘04S'T
YO) BNUSWdP Jo dUsqe (200°0=d ‘61+'C YO)
G/ > 93e jo syuaned "SOTY Jo 10321paxd juelrodur
ue sI a1rmoely Jo adA) pue oueISIp UOIR[NqUIR
Jo s10301paid juerroduir are LouspLIR NI A1281ms amjoeyy
pue a8k {£>usYYd NI Jo s10301paid juerrodurr s1e dry 193je J1UN uoNBII[IqRYSI B Apnjs 11040d (a10delurs)
£1931ms 0] anjoe1j wolj sAep pue enuawap A8y Bunsrxoaid Bunsixaaxd VHL 89 0] paldjsuen a1om oym syuaned g9 aandadsonay 9102 ‘ue],
Juaurireduy (VHL uoned0q
SUOTIRIDOSSY 2ANIUS0) 10§ BLIILID JUDWISSAsSY 2ARIUS0D UOTIUSAIIU] Arewpad) u uonendod Sunyag ‘udisaq ‘Ie9X “IOUINE ISIL]

(panupu0d) 1 dqeL

71



O. Viramontes et al.

Table 1 (continued)

Associations

Criteria for Cognitive

Cognitive Assessment
Impairment

Intervention

n (primary

THA)

Population

Design, Setting

First author, Year,

Location

Comorbid conditions associated with an in- creased

preexisting

preexisting

THA

40,919

The Medicare 5% sample claims

Retrospective
cohort study

Bozic, 2012 (USA)

adjusted risk of ninety-day postoperative mortality

database was used to calculate the
relative risk of periprosthetic joint
infection and of ninety-day
postoperative mortality as a

(in decreasing order of significance, p < 0.05 for
all com- parisons) were congestive heart failure

(HR = 2.11), metastatic cancer (HR = 3.14),

psychosis (HR = 1.85), renal disease (HR = 1.98),

function of baseline comorbidities

dementia (HR = 2.04), hemiplegia or paraplegia

(HR = 2.62), cerebrovascular disease (HR

1.40), and chronic

in 40,919 patients who underwent
primary total hip arthroplasty

between 1998 and 2007

Auditory

mini-mental state

American National Adult Reading Test; AVLT

hazards ratio, IADL = instrumental activities of daily living, LOS

dementia with Lewy bodies; ADL = activities of daily living; COPD = chronic obstructive pulmonary disease; AMNART

preoperative dementia; DLB
Verbal Learning Test; CAS = Cognitive Activity Scale, COWAT

PD =
exam, MoCA

length of stay, MMSE =

Controlled Word Association Test, HR
Montreal Cognitive Assessment, OR = odds ratio, ROC = receiver operating characteristic, SCWT = Stroop Color-Word Test, TKA = total knee arthroplasty, THA = total hip arthroplasty, POD

operative delirium, FIM

= post-

Functional Independence Measure; RLOS = Rehabilitation Length of Stay.
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age-adjusted multivariate analysis on patients with a Mini-Cog®© score
less than or equal to 2 and showed they were more likely to develop
POD with an odds ratio of 4.52 (95% 1.30-15.68, P = 0.05). Tow et al.
measured delirium using Confusion Assessment Method (CAM) and
severity Memorial Delirium Assessment Scale (MDAS) to assess for
postoperative delirium [12]. The results demonstrated that MMSE
scores between 24 and 27 were associated with delirium incidence.
Jankowski et al. measured POD using CAM preoperatively and
3 months following surgery [7]. The authors showed that a reduced
preoperative neurocognitive status predicted POD. A study by Liang
et al. showed that when comparing those who developed post-operative
delirium with those who did not, the former had a poorer preexisting
cognitive function (59.5% vs. 37.0% of MMSE scores < 24,
P < 0.007) [13]. Koskderelioglu et al. showed that patients with
cognitive impairment defined as a low MMSE score were more likely to
have postoperative delirium (P = 0.001; odds ratio 0.75, 95% CI
0.65-0.86) [14]. A study by Heng et al. showed that delirium was
significantly increased in patients with an abnormal Mini-Cog© test and
had an odds ratio of 3.22 (95% 1.59-6.77, P = 0.001) [15]. Jamsen
et al. was the only case control study with 445 patients who underwent
THA that could not confirm an association between preexisting cogni-
tive impairment and POD [16].

Four studies investigated the impact of preoperative cognitive im-
pairment on postoperative in-hospital mortality. Two of the studies
were prospective with a combined total of 1052 patients while the re-
maining were retrospective. All of the prospective studies were good
quality studies based on the Newcastle Ottawa Scale. Zerah showed that
after adjusting for age, sex, and comorbidities, in-hospital mortality did
not differ between dementia patients with a hazard ratio of 0.7 (95% CI
0.4-1.2), when compared with patients without dementia [10]. Bliemel
et al. showed a similar finding, specifically, that complication rates
were similar between patients with lower MMSE scores compared to
those with normal MMSE scores (P > 0.05) [18].

While the retrospective studies had a combined total of 5,659,437
patients. Stavros et al. showed that preoperative risk factors for in-
hospital mortality were advanced age, presence of comorbid diseases
such as dementia, and renal or cerebrovascular disease [17]. The study
by Buller et al. showed that patients with a diagnosis of dementia had
higher in-hospital mortality (P < 0.001) [19].

Three studies investigated the impact of preoperative cognitive
impairment on postoperative in-hospital complications. One of the
studies was prospective, while the other 2 were retrospective. The
prospective study had a combined total of 513 patients while the ret-
rospective studies had a combined total of 2,924,456 patients. All stu-
dies were good quality studies based on the Newcastle Ottawa Scale.
The prospective study of Heng et al. showed that their cohort's rate of
in-hospital medical complications was 28.6% and that patients with
cognitive impairment as diagnosed with the Mini-Cog®© test had sig-
nificantly higher odds of an in-hospital complication compared with
patients with a normal Mini-Cog© (OR, 2.16 [95% CI 1.42-3.31];
P < 0.001) [15].

The retrospectives studies such as Buller showed that having diag-
noses of depression, dementia and schizophrenia were associated with
increased odds of adverse events (P < 0.001) [19].

In contrast, Enemark et al. showed that patients with dementia,
when compared to the non-dementia group exhibited no significant
differences in hospital complications between the two groups [20].

Two studies investigated the impact of preoperative cognitive im-
pairment on discharge disposition. The prospective study had a com-
bined total of 88 patients while the second one was a retrospective
study with a combined total of 2,924,442 patients. All these studies
were good quality studies based on the Newcastle Ottawa scales. Culley
et al. showed that patients with a Mini-Cog®© less than or equal to 2,
after adjusting for age and using a multivariate analysis were more
likely to be discharged to a place other than home, with an odds ratio of
3.88 (95% CI 1.58-9.55, P < 0.05) [11]. Buller et al. showed that all
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Table 2
Assessment of study quality using the Newcastle-Ottawa Scale.
First author, year Selection = Comparability = Outcome  Total Quality
Mosk, 2017 4 2 3 9 Good
Enemark, 2017 4 2 3 9 Good
Mukka, 2017 4 2 3 9 Good
Lee, 2017 4 2 3 9 Good
Zerah, 2017 4 2 3 9 Good
Culley, 2017 3 2 3 8 Good
Tow, 2016 4 2 3 9 Good
Puustinen, 2016 2 0 3 5 Poor
Guerini, 2010 4 2 3 9 Good
Jamsen, 2014 4 2 3 9 Good
Jankowski, 2011 4 2 3 9 Good
Liang, 2015 4 2 2 8 Good
Stavros, 2010 4 2 3 9 Good
Buller, 2014 4 2 3 9 Good
Koskderelioglu, 2017 4 2 3 9 Good
Mariconda, 2016 2 0 3 5 Poor
Tan, 2016 2 0 3 5 Poor
Fansa, 2016 4 2 3 9 Good
Heng, 2016 4 2 3 9 Good
Uriz-Otano, 2015 4 2 3 9 Good
Bliemel, 2015 4 2 3 9 Good
Bozic, 2011 4 2 3 9 Good

pre-existing psychiatric comorbidities including dementias were asso-
ciated with higher odds of non-routine discharge (P < 0.001) [19].

Five studies investigated the impact of preoperative cognitive im-
pairment on hospital length of stay. Three studies were retrospective
with a combined total of 619 patients, while one was prospective and
the last one was a case control study with a combined total of 533
patients. All were good quality studies based on the Newcastle Ottawa
Scale. In terms of retrospective studies, the study by Enemark et al.
showed that there was no significant difference in length of stay be-
tween patients with dementia and patients without the diagnosis [20].
Fansa et al. showed that dementia patients stayed in-hospital post-
operatively an average of 5.3 days (P = 0.013) less than non-dementia
patients [23]. Mosk et al. showed that patients with dementia has a
shorter hospital stay when compared with patients without dementia
with a P value < 0.001 [22].

In contrast, the prospective study by Culley et al. showed that pa-
tients with a Mini-Cog®© less than or equal to 2 were more likely to have
longer hospital LOS when compared with patients with scores of > 2
and showed a hazard ratio of 0.63 (95% CI 0.42-0.95, P = 0.05) [11].
Jamsen et al. showed that patients with a preexisting diagnosis of
Alzheimer's disease had a longer peri-operative hospitalization versus
patients who did not have this diagnosis (median 13 days vs eight days,
P < 0.001) [21].

3.4. Association of cognitive impairment with short-term outcomes

We did not find any good quality studies that investigated the im-
pact of preoperative cognitive impairment on mortality or complica-
tions within 30 days.

3.5. Association of Cognitive Impairment with long-term outcomes

Six studies investigated the impact of preoperative cognitive im-
pairment on mortality between 1 months and 2 years postoperatively.
Four of the studies are prospective studies with a combined total of
1321 patients. Lee et al. showed that patients with dementia had a
higher risk of one year mortality than patients without dementia, with a
hazard ratio of 1.71 (95% CI 1.06-2.77, P = 0.05) after adjusting for
many variables such as age, sex, medical comorbidity and surgery
duration [24]. Guerini et al. showed that patients who were sig-
nificantly older and had lower cognitive performance died at a higher
rate during the 12-month period following discharge. The MMSE mean

73

Journal of Clinical Anesthesia 56 (2019) 65-76

score for patients who died was 22.3 compared to a mean score of 25.4,
which was a significant finding (P = 0.003) [25]. Jamsen et al. showed
that patients with a preexisting diagnosis of dementia, in that case
being Alzheimer's disease, had a higher mortality with a hazard ratio of
1.43 (95% CI 1.22-1.70, P = 0.05) [16]. Mukka et al. showed that
patients in the cognitively impaired group had a higher mortality rate
when compared with the control group when they used the Ka-
plan-Meier estimator (log-rank test, P = 0.0016) [27].

The two retrospective studies included a combined total of 40,958.
Fansa et al. showed that patients with dementia and age over 90 years
old have a higher 90 day and 1-year mortality with hazards of 88%
(P = 0.01) and 75% (P = 0.01), respectively [23]. Bozic et al. showed
that comorbid conditions such as congestive heart failure, metastatic
cancer, psychosis, renal disease, hemiplegia or paraplegia, cere-
brovascular disease, and chronic pulmonary disease had an increased
adjusted risk of 90-day postoperative mortality [26]. Also, dementia
had an increased adjusted risk of 90-day postoperative mortality with a
hazard ratio of 2.04 (95% 1.55 2.69, P = 0.0001).

Four studies investigated the impact of preoperative cognitive im-
pairment on functionality between 1month and two years post-
operatively. Two of the 4 studies were good quality studies while the
rest were poor quality based on the Newcastle Ottawa Scale. Three of
the four studies are prospective studies with a combined total of 984
patients. Mukka et al. showed that the cognitively impaired group ex-
hibited less function during walking (28% vs. 4% and with an odds ratio
of 9.2 (95% CI 2.63-32.7, P = 0.001) [27]. Mariconda et al. showed
that patients with poor cognitive status with an MMSE score < 27 had
worse prognosis in terms of losing the ability to walk at 1 year and with
an odds ratio of 0.93 (95% CI 0.88 0.98, P = 0.005) [29]. Uriz-Otano
et al. showed that patients with CI had lower rates of recovering au-
tonomy in activities of daily living (ADLs) before the surgery and were
less likely to walk when compared to patients without cognitive im-
pairment, 50% vs 73%, respectively (P < 0.001). This study showed
that the degree of CI had an odds ratio of 1.12 (95% CI 1.04-1.22) as it
predicted the functional recovery after surgery [30]. While the single
retrospective study had a total of 68 patients. Tan et al. showed that
patients with dementia had less function post-discharge, and dementia
was an important predictor when using the Functional Independent
Measure (FIM) tool. Using a univariate analysis they demonstrated that
dementia (mean = 1.7 + SD 1.3, P = 0.023) was a factor contributing
to a lower FIM score [28].

Three studies investigated the impact of preoperative cognitive
impairment on complications between 1 month and two years post-
operatively. Two of the studies analyzed were good quality studies
while the remaining study by Puustinen et al., was poor quality based
on the Newcastle Ottawa Scale [31]. All studies were prospective stu-
dies while none were retrospective with a combined total of 1119 pa-
tients. Zerah et al. showed that patients with dementia were more likely
to be institutionalized after 6 months compared to patients without
dementia with an odds ratio of 2.6 (95% CI 1.4-4.9, P = 0.003) [10].
Puustinen et al. showed that patients with low preoperative MoCA,
MMSE, and Mini-Cog®© scores had higher long-term complications and
predicted higher follow-up treatment in health-care center hospitals
with an odds ratio of 0.721 with P = 0.043 [31]. The Puustinen et al.
study was poor quality based on the Newcastle Ottawa Scale. Jamsen
et al. showed that patients with a preexisting diagnosis of Alzheimer's
disease had an increased risk for hip revision in the long term, with a
hazard ratio of 1.76 (95% CI 1.03-3.00, P = 0.05) [16].

4. Discussion

This systematic review demonstrates that there is a fair to good
quality evidence demonstrating that preoperative CI predisposes pa-
tients undergoing elective primary THA to worse in-hospital outcomes,
increasing the risk for delirium, longer hospital stay and discharge to a
health care facility rather than home.
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Table 3

Journal of Clinical Anesthesia 56 (2019) 65-76

Outcome measures assessed in studies meeting inclusion criteria and the strength of the body of evidence for each outcome studied.

First author, year In-hospital Short-term (within 30 days) Mid-term (1 month-2 years)
POD Mortality Complications  Discharge Length of Mortality Complications ~ Mortality Functionality =~ Complications
disposition  stay
Mosk, 2017 X X
Enemark, 2017 X X X
Mukka, 2017 X X
Lee, 2017 X
Zerah, 2017 X X X
Culley, 2017 X X X
Tow, 2016 X
Puustinen, 2016 X
Guerini, 2010 X
Jamsen, 2014 X X X
Jankowski, 2011 X
Liang, 2015 X
Stavros, 2010 X
Buller, 2014 X X X
Koskderelioglu, X
2017
Mariconda, 2016 X
Tan, 2016 X
Fansa, 2016 X X
Heng, 2016 X X
Uriz-Otano, 2015 X
Bliemel, 2015 X
Bozic, 2011 X
Summary of (4) 2b, (1) (2) 2b; (2) 2b; (3) 2b, (1) (3) 2b, (2) 2b; (1) 2b; (1) 3b, (2) (2) 4, (1) 2b; (1) 2b
evidence® 4; inconsistent inconsistent 4; consistent consistent inconsistent inconsistent 2b; inconsistent
consistent results results results results results results consistent results
results results
Quality of body Moderate Low Low Moderate Moderate Low Low Low Low Low

of evidence”

2 Level of evidence based on Oxford Centre for Evidence-based Medicine's “Levels of Evidence”.
> Grading based on the Cincinnati Children's Hospital Medical Center Evidence Collaboration's “Grading the Body of Evidence”.

This is the first systematic review to specifically assess preoperative
CI as a prognostic factor for adverse postoperative outcomes in primary
THA patients. While previous systematic reviews have examined out-
comes in elderly patients admitted with a femoral neck fracture, these
studies focused on outcomes after rehabilitation instead of immediately
post-operatively [32,33]. In this review we specifically examine patient
outcomes immediately after THA in the hospital setting and also in-
clude both short- and long-term outcomes rather than just the outcomes
following rehabilitation facility stay. Finally, this review included a
significantly larger, more diverse cohort of patients than any previous
study [32].

Researchers and clinicians are increasingly advocating for the de-
velopment and use of tools to identify patients with cognitive impair-
ment (CI) who are undergoing surgery. This effort is particularly va-
luable in the population undergoing THA due to the large number of
elderly patients [34]. Screening for CI has been shown to improve care
and better predict the risk of developing postoperative complications
such as delirium [35]. Post-operative outcomes such as delirium can
cause delay in rehabilitation, longer hospitalization stays, increased
mortality and possibly long-term cognitive impairment. However, most
preoperative evaluations focus on the assessment of cardiac, pul-
monary, renal and hepatic organ systems while routine assessment for
possible CI is not done [36].

Although previous studies have examined the impact of cognitive
impairment and delirium, no existing review has systematically as-
sessed the impact of CI on outcomes in a large cohort of patients. For
example, a review by Bin Abd Razak et al. systematically reviewed the
incidence of postoperative delirium in patients undergoing total joint
arthroplasty of the hip and knee with the goal of identifying the risk
factors that led to higher delirium rates in this patient population [37].
However, there was no analysis of the impact of CI on postoperative
outcomes. Similarly, a review by Rao et al. examined the outcomes of

74

patients with dementia versus patients without dementia [38]. How-
ever, that study focused on patients with diagnosed dementia, as op-
posed to cognitive impairment, which is both more prevalent and less
clinically apparent.

This review adds to the existing literature by synthesizing the post-
operative outcomes based on studies between 1997 and 2018 with
patients who had CI and underwent a THA. We were able to assess
various post-operative outcomes including POD, mortality, discharge
disposition, LOS, as well as short- (e.g. 30day) and long-term (e.g.
1 month-2 years) complications. For all the outcomes of interest, the
majority of the studies show that pre-operative CI is associated with
worse outcomes. However, there is one conflicting finding on the im-
pact of CI on the hospital LOS. Mosk et al. showed that patients with CI
had shorter length of stay while the other studies showed the opposite
[22]. Potential explanations for this variation include that the patient
population of the Mosk et al. study was from a skilled nursing facility
and these patients were being discharged back to those facilities.

4.1. Implications for clinical practice

The results of our study suggest that CI is an important and under-
appreciated factor in patient recovery after elective THA [39]. Routine
pre-operative screening currently focuses on organ system dysfunction
that may result in immediate complications. Given the impact of CI on
postoperative outcomes, patients may benefit from multidisciplinary
interventions and clinical pathways to prevent unwanted complications
in this population, such as POD. The ready availability of screening
instruments and the clinical importance of CI on outcomes suggests that
routine screening for cognitive impairment may be necessary in certain
patient populations, such as those aged 65 or older and those with other
significant co-existing conditions, in order to risk-stratify these patients
[36]. Early identification of patients with CI would allow for focused
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post-operative interventions to limit and mitigate the risk of developing
or exacerbating post-operative complications such as delirium or cog-
nitive decline. These patients could be preferentially triaged to perio-
perative pathways that include early geriatrician involvement, multi-
modal analgesia, early mobilization and frequent redirection with the
goal of maintaining function, limiting delirium and improving neuro-
cognitive recovery.

This study has additional implications for future health services
research, as there is evidence that one third of patients with hip frac-
tures have concomitant cognitive impairment, but many hip fracture
trials have specifically excluded this population (38). Given the pre-
valence of CI and the adverse outcomes associated with the condition,
future hip fracture trials are needed to identify factors associated with
improved outcomes after elective THA in this higher risk population.

This review also underscores the unavoidable heterogeneity of pa-
tients with CI, given variable definitions used in the studies included.
Future research is needed to formally subdivide CI, so that trials can be
conducted with a more standardized patient cohort. The standardiza-
tion should be both in measurement methods and the threshold values
used to select the CI group to have better comparisons across studies.

4.2. Strengths and limitations

This study has several strengths. First, we developed a well-defined
protocol with two levels of review, created clear inclusion and exclu-
sion criteria and a good documentation of reasons for study exclusion.
We used an established systematic review methodology to evaluate the
evidence. Also, we accepted a broad range of terms when it comes to
the definition of CI that ensured the inclusion of all significant pub-
lished literature. An additional strength is that we also included more
recent literature reflecting contemporary surgical and anesthetic prac-
tices.

There are several limitations of this study. First, this systematic
review is limited since it includes different subgroups of cognitively
impaired patients. In addition, this review does not analyze how other
covariates such as age or other comorbidities with preoperative cog-
nitive impairment affect the outcomes of this review. Second, there was
significant heterogeneity in sample size and study design. For example,
the studies employed different tools to assess cognitive status, such as
MMSE, Mini-Cog©, MoCA, and several others. Further, the assessment
of cognitive status was different in each study as each had different
scales and several had a different threshold value. Another limitation to
generalizability is the study location. Only nine of the 22 studies were
conducted in the US. However, the two largest studies in our review
were done in the US and they include > 90% of the study participants,
making this limitation of generalizability less of a concern.
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Appendix A. A detailed description of the database-specific search
terms used during the literature search

PUBMED database:

(alzheimer's OR dementia OR cognition OR "cognitive defects" OR
"cognitive deficits" OR

"cognitive disorders" OR '"cognitive dysfunction" OR "cognitive
function" OR "cognitive

impairment" OR '"cognitive status" OR
"memory deficits" OR "memory

disorders" OR "memory dysfunction" OR "memory impairment" OR

"

memory defects" OR
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"mental function") AND

(anesthesia OR surgery or "surgical procedure" OR operation) AND
(outcomes OR "outcome

assessment" OR prognosis OR "surgical outcomes")

EMBASE and MEDLINE databases:

(‘'alzheimer disease'/exp OR 'alzheimer disease' OR 'dementia'’/exp
OR 'dementia’ OR 'cognitive

defect'/exp OR 'cognitive defect’ OR 'memory disorder'/exp OR
'memory disorder' OR 'mild

cognitive impairment'/exp OR 'mild cognitive impairment' OR
'thinking impairment'/exp OR

'thinking impairment’) AND (‘anesthesiology'/exp OR ‘'anesthe-
siology' OR 'surgery'/exp OR

'surgery') AND (‘outcomes research'/exp OR 'outcomes research' OR
'outcomes'/exp OR

'outcomes' OR 'outcome assessment'/exp OR 'outcome assessment'
OR 'prognosis'/exp OR

'‘prognosis’) AND ('cognition'/exp OR 'cognition' OR 'mental func-
tion'/exp OR 'mental function'

OR 'dementia'/exp OR 'dementia’) AND [1997-2017]/py AND [hu-
mans]/lim AND [english]/lim

NOT ('children' OR 'child' OR ' pediatric' OR 'adolescent')
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