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Abstract

Aim: The management of acute Charcot neuroarthropathy relies on off-loading which
is costly and time-consuming. Published studies have used monitoring techniques
with unknown diagnostic precision to detect remission. We performed a systematic
review of techniques for monitoring response to offloading in acute Charcot
neuroarthropathy.

Materials and Methods: We included studies of off-loading which evaluated or
described monitoring techniques in acute Charcot neuroarthropathy. PubMed,
EMBASE, CINAHL and Cochrane databases were searched (January1993-July 2018).
We extracted data from papers including study design, setting, population, monitor-
ing techniques and treatment outcomes. We also extracted information on the cost,
clinical applicability, sensitivity and specificity, safety and participant acceptability of
the monitoring techniques.

Results: We screened 1205 titles, 140 abstracts and 45 full-texts, and included
29 studies. All studies were of low quality and at high risk of bias. In seven studies,
the primary aim was to evaluate monitoring techniques: three evaluated magnetic
resonance imaging, two thermography monitoring, one three-phase bone scanning
and one Doppler spectrum analysis. The remaining 22 observational studies reported
treatment outcomes and described the monitoring techniques used to assess the
Charcot neuroarthropathy. Heterogeneity prevented the pooling of data. Very few
studies included data on cost, clinical applicability, sensitivity and specificity, safety
and patient acceptability of the monitoring techniques used.

Conclusion: Multiple techniques have been used to evaluate remission in acute Char-
cot neuroathropathy but uncertainty remains about their effectiveness. We recom-
mend further research into the influences of different monitoring techniques on

treatment outcomes.
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1 | INTRODUCTION

Charcot neuroarthropathy (CN) is a complication of peripheral neu-
ropathy associated with diabetes which affects the lower limb. It may
be precipitated by minor trauma or other inflammatory insult which
the patient does not notice due to insensitivity to pain. When, the
patient does not rest the foot, an exaggerated inflammatory response
occurs.! The symptoms include redness, warmth and swelling in the
foot and/or leg. It can cause fractures and dislocations within the foot,
which may progress to deformity and ulceration.

The treatment aims to stop the inflammatory process, relieve any
pain and maintain foot structure.? Treatment for CN is “off-loading”
the application of a non-removable plaster or fibreglass cast or boot;
this rests and immobilizes the foot and redistributes the weight and
pressure from the foot to the leg.® Off-loading is continued until
remission when there are no longer clinical signs of inflammation, and
X-rays are stable with signs of healing.?

Globally, evidence suggests significant variation in treatment times.
In the United Kingdom, observational studies report treatment times of
9 to 12 months before remission is achieved*® whilst data from the
United States”"1° and other European centres report treatment times of
only 4-6 months.**"%¢ Several factors could contribute to global varia-
tion, include participant characteristics, different techniques for moni-
toring, different protocols for the same monitoring techniques,
variations in approach to off-loading and study design variability.

The current evidence base for the treatment of CN is poor. It is
principally based on small retrospective cohort and observational stud-
ies of patients attending multidisciplinary foot clinics. Evidence to sup-
port the effectiveness of techniques to monitor CN is lacking, and
current practice is primarily based on expert opinion.? Skin temperature
is used because CN involves inflammation of the soft tissue and bone.!”
Skin temperature is however, a proxy measure of inflammation mea-
sured on the dorsum of the foot over the site of injury, which may not
reflect the degree of inflammation within the affected deeper tissues,
bones and/or joints. X-rays show damage to the foot skeleton rather
than disease activity and are a measure of foot deformity. Despite these
limitations, serial temperature measurements and X-rays remain the
most widely used monitoring technique in CN.

Improvements in monitoring CN could reduce treatment times.
Lack of evidence to support clinicians in the choice of the type of
monitoring and decision thresholds for remission may account for var-
iability in treatment times. To the best of our knowledge, there are no
systematic reviews focused on monitoring techniques to identify
remission in CN.

Therefore, this systematic review aims to identify the effective-
ness of published techniques for monitoring remission in the manage-

ment of acute CN in patients living with diabetes. The objectives are:

1. To identify the techniques used in the monitoring of CN.

2. To identify the sensitivity and specificity of different techniques
used to monitor CN.

3. To identify the financial implications to healthcare providers and

the NHS and the clinical feasibility of identified techniques.

4. To identify the safety considerations, and participant acceptability
of identified techniques.
5. To identify whether different techniques used for monitoring influ-

ence the outcomes of CN.

2 | METHODS

This systematic review adheres to the preferred reporting items for
systematic reviews and meta-analyses (PRISMA) checklist.*® The
protocol was prospectively registered in PROSPERO http://www.
crd.york.ac.uk/PROSPERO/display_record.php?ID=CRD420180
93340(CRD42018093340).*7

21 | Inclusion and exclusion criteria

The inclusion criteria for study design were purposefully wide, based
on prior knowledge of research studies on CN. We included random-
ized controlled trials, preference-controlled trials, and observational
studies with or without control group(s). We excluded abstracts, sys-
tematic reviews and meta-analyses, studies on surgical and pharmaco-
logical management of CN, expert opinion, observations of single case
studies and laboratory studies.

We included studies on off-loading which evaluated or reported
monitoring techniques in adults with diabetes with a diagnosis of
acute CN managed in any setting, including hospital, primary care or
community. The control condition included other techniques used to
monitor CN or the same technique used differently, for example dif-

ferent protocols for thermographic monitoring.

2.2 | Search strategy

We completed searches in PubMed, Embase, CINAHL, the Cochrane
Central Register of Controlled Trials and ClinicalTrials.gov. The
searches were restricted to English language, from 1993 to June 2018
and adapted for each database. See Appendix 1 for an example search
strategy for PubMed. We used search terms for diabetes, Charcot,
neuroarthropathy and osteoarthropathy. We also checked the refer-
ence lists of relevant published systematic reviews.

We downloaded all papers identified into EndNote and removed
duplicates. Screening was conducted independently by two reviewers
(C.G. and K.G.) in all three phases: title, abstract and full-text screen-
ing. Reasons for exclusion were recorded during abstract and full text
screening. Inter-rater agreement was calculated by the number of
papers on which the two reviewers agreed in terms of inclusion and
exclusion, divided by the total number of double screened papers.
Discrepancies were resolved by consensus (C.G. and K.G.). All records
deemed eligible following this consensus process were included for
full text assessment or data extraction.

We extracted information on participant characteristics including

type of diabetes, duration and HbA1c. We also extracted information
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on sensitivity and specificity of the techniques, protocol for applica-
tion of the technique, costs and feasibility, safety and participant con-
siderations. Finally, we extracted methods of off-loading and clinical

outcomes such as time to healing and relapse rates.

Records identified through

The first author (C.G.) extracted data from all included papers.
The completed data extraction sheets were independently validated
by a second reviewer (K.G.) against the papers. Given the wide range

of study designs included, data synthesis was narrative.

database searching

n=1705 Additional records identified
PubMed n = 781 through other sourcesn =0
CINHALn =67 Cochranen=0

EMBASE n = 857 Clinical Trial. govn =0

(n = 1205)

Records after duplicates removed

A 4

Records screened
(n=1205)

Records excluded
(n =1065)

A 4

A 4

Abstracts excluded, with reasons

Abstracts assessed for
eligibility
(n=140)

(n=95)
Review/letter/teaching= 62
Conference abstract= 10
Single case report=7
Other aspects of care= 12

A 4

A4

Prevalence data= 4

Full-text articles assessed
for eligibility
(n=45)

Full-texts excluded, with reasons
(n =16)
Descriptive case report=1
Other aspects of care=4
Prevalence/incidence data= 6

A 4

A 4

Alternative outcomes= 5

Studies included in
narrative synthesis
(n=29)

FIGURE 1 Preferred reporting items for systematic reviews and meta-analyses diagram
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3 | RESULTS

3.1 | Search results

After removal of duplicates, we identified 1205 papers (Figure 1) and
excluded 1065 during title screening. During abstract screening we
excluded 95/140 papers, most exclusions concerned reviews, papers
describing other aspects of care and conference abstracts. Inter-rater
agreement during title screening was 94.1% (1134/1205), and 81.4%
(114/140) during abstract screening 87% (39/45). Forty-five full text
papers were screened; most common exclusion reasons were that
studies described other aspects of care, and outcomes or were epide-
miological reports.

TABLE 1 Included studies and evidence grades
Evidence

Studies evaluating monitoring grading
Armstrong et al.® Level 3
Chantelau et al.?* Level 3
McGill et al.?2 Level 3
Moura-Neto et al.>3 Level 3
Schlossbauer et al.?* Level 3
Wu et al.?® Level 3
Zampa et al.** Level 3
Studies evaluating off-loading which describe Evidence
monitoring grading
Armstrong et al.° Level 3
Chantelau.? Level 2
Chantelau and Richter.?® Level 3
Christensen et al.*® Level 3
de Souza.® Level 3
Dixon et al.?’ Level 3
Fabrin et al.»* Level 3
Holmes and Hill.?® Level 3
O'Loughlin et al.?? Level 3
Osterhoff et al.*° Level 2
Pakarinen et al.> Level 3
Parisi et al.? Level 3
Renner et al.'® Level 2
Ruotolo et al.* Level 3
Pinzur et al.’ Level 3
Saltzman et al.>® Level 3
Sinacore.” Level 3
Stark et al.® Level 3
Thewijitcharoen et al.®* Level 3
Verity et al.*® Level 3
Visan et al.® Level 3
Woukich et al.>” Level 2

We included 29 papers (Table 1). We used the Scottish Intercolle-
giate Guidelines Network criteria for assigning level of evidence.
Three papers were case control and one a cohort study, that is, level
2 studies. The remaining 25 were level 3, non-analytic case series. Ten
studies were prospective and the remaining 19 retrospective reviews
of medical records. All included studies were of low or very low
quality.

3.2 | Study and participant characteristics
Eight studies were conducted in the United States, four studies in
Germany, and two in Denmark, Switzerland, Italy, and Brazil (Table 2).
In total, 1132 participants were included across all studies with 1239
episodes of CN. Mean sample size was 39 (+27 range 13-115). The
studies collected data for between 4 months and 23 years.

The mean age of participants was reported in 20 studies and
ranged from 52 to 62.5 years old. Participants' sex was reported in
26 studies: 56% (614/1095) who experienced an episode of acute CN
in these studies were male (range 4-68). Twenty-three studies clearly
reported the type of diabetes. 67.7% (598/896) of participants with
acute CN had a diagnosis of type 2 diabetes (range 5-84). The mean
duration of all types of diabetes ranged from 13.0 to 24.5 years. Any
data reported on severity and anatomical location of the CN are
reported in Table 2.

We divided the studies into two groups. In the first group, the
evaluation of monitoring techniques was the study's primary aim, so
likely to report data to address the first four objectives on the efficacy
and acceptability of the techniques.**?*-2538 | the second group, the
study's primary aim was to report outcomes of CN but they may also
describe monitoring techniques used, thus providing data to answer
our fifth objective on whether monitoring techniques influence

Outcomes.6710,12716,26737

3.3 | Techniques used in the monitoring of CN

Table 3 summarizes the protocols used to monitor CN. Of the seven
studies included in the first group, three evaluated magnetic resonance
imaging (MRI) for monitoring CN.'%2%2% The first study compared
dynamic MRI, with gadolinium contrast medium, every 3 months with
foot skin temperature measured with a handheld infrared temperature
scanner and midfoot and ankle circumference in 40 participants with
CN.2! The authors concluded that contrast medium uptake rate
obtained with dynamic-MRI represents a reliable technique for
predicting remission in acute CN. Intra- and inter-observer agreement
for assessment of contrast medium uptake was high: correlation
(k) = 0.96. The authors reported a 90% agreement between clinical find-
ings and MRI. The mean healing time at clinical examination was
6.8 + 2.3 months and 8.3 £ 2.9 at MRI. In 23% of participants, the clini-
cal signs of disease stabilization were found 3 to 6 months prior to the
stabilization observed on MRI. The second study retrospectively

reviewed the notes and images of 45 episodes of CN over 23 years.
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(Continued)

TABLE 3

Studies evaluating off-loading which describe monitoring

No report of it been used

No report of it been used

Frequency: monthly

Resolution of swelling, erythema

Verity et al

and increased warmth)

No details reported

(2008)

Frequency: monthly

No report of it been used

No report of it been used

Used; no details

No report of it been used

Visan et al

reported

(2012)
Woukich et al

No report of it been used

No report of it been used

No report of it been

No report of it been used

used

(2011)

They reviewed sequential follow-up MRIs to assess the change in
oedema equivalent signal change during treatment for CN with a walk-
ing cast. The number of follow-up MRIs per episode of CN ranged from
1 to 6. They found decreasing oedema-equivalent signal change in 69%
(66/95) of follow-up MRIs but reported a combination of physiologic
and pathologic fluctuations in oedema equivalent signal change in the
remainder of the MRIs.?! The third study compared bone marrow
oedema on MRI at baseline and after 4 months, and correlated this to
symptoms of CN in 13 participants. There was a statistically significant
decrease in bone oedema over 4 months, with a statistically significant
correlation between pain and soft tissue oedema and the bone marrow
oedema over the same timescale.*

Two studies evaluated infrared thermometry to identify disease
remission.2>38 The first study described in detail the protocol for mea-
suring temperature using the Exergen Model DT 1001. They controlled
for ambient room temperature, allowed a 15 minute acclimatization
period, and measured seven sites on the foot, compared with the con-
tralateral limb as the physiologic control, at monthly intervals.3® Casting
was discontinued based on reduction or absence of clinical signs of
inflammation, radiologic signs of healing and when the temperature dif-
ference between feet had stabilized with a cut-off point of less than
4°F (2.2°C) difference. The authors report that the choice of the cut-off
figure was based on clinical experience The second study referenced
the protocol described by Armstrong and Lavery®® for measuring tem-
perature but used the Minitemp, Raytec?®® to monitor temperature.
Casting was discontinued when the temperature difference between
feet was recorded as less than 2°C.

One study evaluated Doppler spectrum analysis as a novel diag-

nostic tool for planning treatment.?’

The study compared the Doppler
spectra of the first metatarsal arteries in both feet using a 10 MHz lin-
ear ultrasound probe (ATL HDI3000 or HDI5000; ATL, Bothel,
Washington). The Doppler spectra in the unaffected limb were tri-
phasic, compared to the affected limb which showed monophasic for-
ward flow. The Doppler spectra analysis was repeated every 2 weeks
in the affected limb until it returned to normal. At this point, partici-
pants either started weight-bearing or underwent surgical reconstruc-
tion of the ankle joint. The authors concluded that Doppler spectra
analysis of the foot may be used as a guide to begin weight bearing.
They reported a discrepancy between the two monitoring techniques:
only four out of 15 patients had X-rays which showed healing when
the foot was healed according to the Doppler Spectra analysis.

In the final study, a subset of eight participants from a larger
study received three monthly three-phase quantitative bone scans of
both feet for a maximum of 12 months. They compared the ratio of
isotope uptake between feet, between the affected foot and the tibia
and compared isotope uptakes to the clinical indicators of inflamma-
tion. There was strong correlation between temperature difference
and the ratio of isotope uptake in the affected vs unaffected foot, the
perfusion of the affected foot in the dynamic phase and the isotope
uptake in the delayed phase of the bone scans.?? The study also
reported on the change in temperature difference between the
affected and unaffected foot from baseline 3.3°C, at 6 months 1.3°C,
and at 12 months 0.8°C noting a progressive decrease over time.??



GOODAY ET AL.

16 of 25 WI LEY

pajiodal JoN pajodas J0N

pajpiodal JoN S3sed G

uoljesad|n

19SUO MU %/°/ payodal jou - asdejay

suonjesljdwod asdejoy

Jo adA3 pue Aouanbai4

"DIUBIBHIP (6T F S0)
DLE°T Sem aIay] syuow 9 sy
*]00J pa3dayjeun
3U} UBR J3ROY (L7 F ¥'C) DL€
SeM 100J pa1dajje sy} ‘uonejuasaid 1y
(xoidde) sypam G¢ = T speln
(xoadde) sy9am Gz = ( apel
Sulesy, |13un uolenp pajews3
600 <d Y2 I8 {(sn4
U39 03 puz SA 3ST) sueds dn moj|oy
3U3 JO JOpPJO pue aun|iey |eus. ‘pes3
AJ119A3S 100J J024eYD) a3e)s-dA130e
3y} JO Juspuadapul Sem UoISSa43a.
a3ueyd |eusis JusjeAinba-ewspao
3uimoys sueds dn moj|oy Jo suolpodoid
‘28ueyd
|eudis jJuajeAinba-ewspao uipualxa
J0 Jueuse)s pamoys (56/62) %TE
‘padadxa
se 93ueyd |eusis Jus|eAinba-ewspao
JO uoIssau3al Juspuadap
pamoys sueds dn Mo||04 (56/99) %69
(dn-mojjo4 IMIN G6 pue
auljpseq i) spodal o1
3ullesy
|13un dn pamo||oy a1am sjualied ||e JoN

paniodal Jou - uoissiwal 03 awl|
‘pouad dn moj|o4 ay3 3noy8noayy
S9sEeD ||e JO %/ Ul (Ajlediydesdolpel)
Ayjedouayiie Jodieyd) wnwixew
10 311S 3Y) 03 paje|a.l0d Juaipesd
2J4njesadwia) uByS WnWIXew Jo a}Is 3y
'S9SD %76 Ul
(Ajealydeadolpeu) Ayredoayiie 1004eyd
wnwixew Jo 931s ay3 0} paje|a.lod
JusIpeld ainjesadwal upys wnuiixew
40 3)is 8y} uoeUSsaId [eliul 3y
(L%T-1'G 98uel) 4.£CT ¥ 8'8
uoljejuasaud |eiyul je s33fgns
||e 404 92UBISH)Ip S4njesadwa) UyS Uedn

uolssiwai
0] SWI} pue uoijenjeAs - aWodINQ

3unysed 1oe3u0d
pue 3saJ - syjuow g1
sueos Sujuueds auoq aAieUEND
juswainseaw ainjesadwsa |

2U0( PaAIadaI $323[gNs g 3asgns 1839 [IIDIN

(s99m QG-G€ 98uel)

Hede syoam ¢T 93esaAe uo
9J9M SuedS dn MOJ|0J [ENPIAIPU|
sueds dn Moj|0} 9—1 pey Sased 9

sueds dn MoJ|04 € pey sased 4 juswiiess}
sueds dn MoJ|0} Z pey sased TT 3sed - Suipeojyo
uedss pue uolezijiqoww|
dn mojjo} T Ajuo pey sased 4T RN (8102) [e 39 nefpiuey)
201 (L66T1)

(T°2) W 997 = (QS) uesn AJjpwoway} [ewsap paJeyu] AJaneT pue SuosjsuLly

dn-mojjo4 (1e3A) Joyiny

JusWed}
pue pajenjeas SuLiopuOlN

Bunioyiuow SunenjeAs salpnis

ND JO sswodino puejuswieal]  319V.L



WI LEY 17 of 25

GOODAY ET AL

(ssnunuo))

sisapoJylie sejej-ued
juamispun syd ¢

pajiodal JoN

pajiodau JoN

suonjesljdwod
Jo adA3 pue Aouanbai4

S EEINWA 02-9 = 93uel $39aM 9°¢T = uesw
J934e pasdejas Juanjed T JewJou pauanias wnayads usjddoq

(TO0O" > d) 3uUswadueyUS Jseljuod
3ulpuodsailod e Yyjim pajerdosse
Aj8uoujs sem aouanbas Y|1S ay3 ul
BWSP30 MOJIBW 3U0q JO 3duasald sy
‘uolje|a.lod jue IS e MOYs Jou
pIp a4njesadwa) pajeAs|s pue ewayiAig
(S0" > d) uonenjeas [eajui|d je uled jo
92Uasald 9yl YIM pue ewapao anssi}
1J0S Jo 92uasald 8y} YIM Uol1e|a.110d
juediyiusis e pamoys 3uidew Y[1S ul
BWSP30 MOJIBW SU0q JO AJsuajul [eusis
(TOO" > d) paseadap Ajpuediiusis
S2UO0(Q Pa1IaJie Ul BUISPIO MOJIew auog

pajodas J0N

Syjuow gT-¢ = a8uey

(T°2¥) syuow 9°9 = uesw
(%€°68)

GZ = 93eJ Uo[3epljosuod JesA-suQ
uol1epI|osuod 03 Swi}
10 91e. 3y Uo S101de) 9sayl Jo Aue
10 32USN|Jul OU PIMOYS SDUISLIP
aJnjesadway |eniul pue uoleinp
sa39qelp ‘xas ‘98e 10j sasAjeue
uolssa.3au paezey |euoluodoud

X0D) JUBLIBAI}INW pue JUelIeAlUN
(T000" > d ‘T6 =)
sueds auoq ay3 Jo aseyd paAejsp
9y} ul aeydn adojosi ayj pue aseyd
JIWEUAp 3Y3 Ul 100} pajdajje sy}

JO uoisnyiad ay3 usamiaq diysuoneoy
199 pajdajeun
:pajda)e ay3 ul axeldn adojosi Jo
0l3eJ 3y} pue 3duaJaIp ainjesadws)

u2aM13q (TO00" > d ‘06" = 4) uoiea.ai0)
"DIUBBHPIP (9T F €0)

0,80 Sem 3.3y ‘syjuow T Jaly

aseyd o1uoayd
3yj 03 passaJdoud
oym syuaned gz

9y3 uowe sasdejas oN

asdejay uoissiwaJ
0} 3WI} pue uolenjeAs - swodNQ

Suneaq jysiam-uou
pue 1sed aAjeA-Iq papped

pajiodau JoN ‘sisAjeue wnujdads us|ddoQq

*JSed Jo ddelq e ul Sulieaq
JYS1I9M-Uou 12143S 1|
spoyjaw SuInsl21-21nssald
sypuow 2 = 4N
dn Moj|0} J10J [BAISIUI UBS|A|

dn-moj|oj yauow 4 sSulpuly [eauld pue (YN

4oM |edisAyd
AAeay woly ules)sal 0}
g AjjewJou Jeaq-3ysiom
0} papniisul - MOYD
JedA T aunjesadway upjs

juswWed}
pue pajenjeas SuLiopuoln

dn-mojjo4

(cT02) IB 32 N\

(8002) 4oneqsso|yds

(¢102)
|e 32 O}9N-eINo|N

(1eaA) Joyiny

Buioyiuow Sunenjeas salpnis

(penupuod)  $ 3719VL



GOODAY ET AL.

18 of 25 WI LEY

DD e ul pazijigowwii
uaaq pey 3} U0
2ouepodwi [ea1uld
JO Juawade|dsIp
|ea1wo3eue

Jayuny pey y¢/T AlUO

papaau
Ajwiogap 3004 JO
U0I3221400 [e2184NS ON

uonjeuidns

ul psjesy 3004
ay1 Juswusijejew T
SJ32[N UBYS 4

uoljeuidns

ul psjesy o004
158 Jo Juswulijejew T
122N UDjS T

AJlwI049p 3004 SS043
padojanap sjusned €T
[EIEYE o]

Ajwuo)ap 100y ss043
padojanap juanjed T
|p4i2f24 Alipg

Ajlwiojop 100J 4oy
AJ193INnS 9A13931100
JUSMISPUN (%SZ) 6

pajiodau JoN

suonjedljdwod
Jo adA3 pue Aduanbaiq

pajiodas JoN

(9T%)
SAep 49 1e 9doua.indal

pey (%c1) s¥d £

uoljeqIaexs
pey (%5) sid ¢

pajodal J0N

pajiodas JoN

pasdefas %G1

pajiodas JoN

asdejay

SM99M Q-1 = 23uey
SH9OM T = UBS|A

(TT¥) sAep THT = (QS) ves
(syruow $T-G°¢)
syjuow G = (98uel) uelpsw
7 98e1s
(syruow g-z) SYIUO|A = (28uel) ueipaw
0 23e3s

G0 <=d

syjuow $T-G'€ = a3ues
Syjuow G = uelpaw
|pAI2Ja1 2107

syjuow 4-g = a8ueld
Syjuow ¢ = uelpaw
[p412Ja4 AT

S)ooM 9~ = 93uel
(9°0TF) $99Mm G'8T = uesw

1000> =d

(6°2¥) syruow €8 = YN

(€72¥) sypuow g'9 = uoijeuiwexs [ed1uld
aw} Suljeay ues|n

UoISSIWaA
0] SWI} puUE UOI}EN[EAD - BWO2INO

SIedA $T-T = 93uey
SIe9A G'G = UBS|A 201

siesA 7'S = ues|n 20IASp 3|qeAoway

Jo}jeasayy awiy
Jo spopiad a|gelieA Joy pue
sa0ys 03 uoisued} j3un dn

pamoj|o} uaaq pey syuaned ||y 90IASP 3|qenowy

S20Us 03Ul paJlajsuel) un 3|qissod JaAaIaym DD |

JeaA T o201

(800¢) e2nos =@

(cT02)
|e 39 Uasuaisuyd)

(€102)
J21Ydry pue nejaueyd)

(5002) nejRveyd

(£66T) | 32 Suosyswiy

SuLIojluUOW 3qLIPSAP YdIYym Sulpeo)-440 Suizen|es saipnis

201
syjuow g1 Xew e Jo Suljeaq 1IN DlWeuAQg
dn-mojjo4 juswieal)

pue pajenjeAs Suliojuol

(T107) |e 30 edwez
(4e2A) Joyiny

Suiioyiuow Sunenjeas saipnis

(ponupuoD)

¥ 31avli



WI LEY 19 of 25

GOODAY ET AL

(ssnunuo))

uonesad|n
jusnbasqgns
padojanap sid Jo %8¢
uoljendwe
Jolew e Jusmiapun
ND yum 3d T

dn-moj|o4

3uunp paip syd g
Ajlwio)ap 1004 J0)
A1934ns aA1309.100

jJuamuspun syd ¢
uonjendwe

Jofew Jusmuspun syd g
oene jodueyd)
e 3uunp s19n

1004 padofeAsp (%9) £

%G Ajljeliow asneo-||y
uonjendwe

juamuspun 3d T

SIH[PAWO09)50 1d T

422N 3004 (%t7€) sMd LT

sisougelp JeaA-T
SISOYLIO 0] J9jsuesy
9y} J9yje 1994 0T

ul padojaAsp s132|N

suonjesljdwod
Jo adA3 pue Aouanbai4

pajiodas JoN

pajodal J0N

(poiodau

JOU Je}je Mau,

0] 9W1}) J00) pajda)je

Ajsnoiaaud ayj ul
S32e3e Mau yum syd T

ainoely Jaypny e syd g

asdejay

pajiodas JoN

syjuow 94-/ = syd ND 3uljesay aduey
‘ND e dojaAsp

0JUO0 JUaM Saunideds yum sid 0z/8

syjuow 9-t
104 pased 3sow U] paulejulen

(STT¥) $H99M T = S90Ys
paljpow ul Alojejngquie [13un awi} Uesjp|

uoissiwai
0] SWI} pue uoijenjeAs - aWodINQ

papiodal JoN

(syauow 0/-¥1)
Syjuow /g = (93uel) uelpsjn

(sysuow $TT-9)
syjuow gy = (93uel) uelpsin

sisougelp woJy JesA T

dn-mojjo4

MO¥D
121 “D21 3534 BuipnpaU|

'S3SED 940G Ul paJajsiulwpe

sem 8Ulpeol-JO (9107) [e 32 UlY3no1,0

payiodal 10N (66T) IIH pue sawjoH
*so132.NIp

AQ pajsisse saw3awos

pue s3upj203s uoissaidwod

Aq pamoj|o) a3epueq
J11se|s ue ypm padeuew
SeM BWSPIO JO |0J]U0D
‘AJessadau
usym sjundwi [euoryduny
woJy pap|now ssjosul
3OS Yum Ajlenpiaipul
pani4 ‘suoddns youe
|epad pue wojjoq pisu e
UM Jeamio0y d1nadessyy
3uiAjoAul uo3daj0.d 3004
pue $3yd1nJd Z SUIAjoAUl
uswi3aJ JJo-y3om
e SeM JUSWIea4]} dUlIN0J Sy |
‘ewspao
ay1 92npal 0] Alessadau
sem (jeydsoy sy
Ul SSWIIBWOS) JIeyd[@aaym e
ul Jo paq ul uonezijigoww
JO sAep Mo} e ‘3ul||oMs

SAISS20X3 JO 35ED 3} U] (0002) e 3@ ulge4

%95 201 (£102) B 32 UOXI

juawijealy (1eaA) Joyiny

pue pajenjeas SuLiopuoln

Buioyiuow Sunenjeas salpnis

(penupuod)  $ 3719VL



GOODAY ET AL.

20 of 25 WI LEY

SE]]

uaINdal (%61) 29
uojejndwe Jofew e

Jusmuspun (%8'11) ST

pajiodau JoN

Ajwio)ap 1004 U0)
A1934ns aA13024100
104 saunpadoud
uoljeindwe sofew
e Jusmispun s3d g
uopeyndwe Joujw syd g

dn-moj|o) 03 3507 T

pajiodau JoN

Ajlwi0)3p 1004 U104
A1281Nns dA13091400
jJuamuapun syd ZT
uopeindwe
Jofew jusmuspun sid g

Ajlwio)ap 1004 J0)

A1981Nns SA13291102
JuUsMIBpUN %0T

uoljeindwe sofew
e Jusmiapun s3d %402

suonjesljdwod
Jo adA3 pue Aouanbai4

pajodas J0N

aw1} dn-mojjo) ayj ul
pajodas 9oua.1indal ON

pajodal J0N

pajodal J0N

pajiodas JoN

pajodal Jo0N

|eAlalul uea|p|
(%€T) B €T

asdejoy

(syuow £1-0T ‘©3ues
‘1D %5 6) SYlUow ZT sem sisoyrio
1004-3jue Ue SulIeam awii} Uelpaw ay |

(S¥'G¥) SPoM ZT°GT = UeaN

(6CF) oM 4 = ueaw
|esa3e|lg

(TZF) $2Pam Qg = ueaw
[ela3ejiun

S)¥oam 9T-9 = a8uel
S}99M ZT = ueaw

oW} Juswieal) |eJo |
1sedule uay |

0T-1 = 98ue

S)99M g'G = ueaw

DDL YHM pajeal]

sy}oam g1

syjuow /g-1 a3uey
SYUoOW [T = Ues|p

pajiodal JoN

uolssiwai
0] SWI} pue uoijenjeAs - aWodINQ

sieah G'8T-G°0 = 28uey
sJeah g'¢ = UeIpaN

syuow /9T ¥ G£'T¢ = (AS)
uesiy
JeaM3004 uonididsald 03 uIn}ey

syuow 8oz-T

JE9M}00}
03Ul UORISUBLY JOHE SUYUOW G-T

pajiodau JoN

syjuow 8-T = a8uey
SYjuoOW TZ = UBSIA

pajiodal JoN

papiodal JoN

dn-mojjo4

201 (S002) |e 32 uewzyjes

JaX[em S|qeAOWa] U3y} DD 1 (€102) [e 39 0jo3ony

S92IASP 3|qerowal

puE DL 4O 2UNXIIN (9T02) [e 19 Jauuay

ERINETS)

a|gerows. uayy pue DD L (9002) [e 32 4nzuid

‘958D Yoea
J0O suonejwl| d1rewoldwAs
3unoadsal y3om

Jeag "92IASP 3|qeAOWSY (£T0T) e 32 Isked

201 (Z0072) [e 19 usuLexed
syjuow gOT-€ = 28uel
(te7)
syjuow /g = 92uandal

0l (€702) 12 32 4OYIa350

juawijealy (1e3A) Joyiny

pue pajenjeas SuLiopuOlN

Bunioyiuow SunenjeAs salpnis

(penupuod)  p 374VL



WI LEY 21 of 25

GOODAY ET AL

juswiealy [es1dins
paJinbai (%05) ZZ/TT

uoljed|dwod e
padojaAsp (%zL) 22/9T

A1381ns Juamispun
syuaned (%£8'8) €

Ajwuoyap
MaUu pado|aAap 1994 €

%ET Ajljeriow sieah g

P3IP (%t)T
uopendwe Jofew
B JUSMISPUN 10 (%8) ¥

pajiodal JoN

Ajwiogop

300} 104 pawoylad

saunpadoud
AJ934NnS 9A13991100 €6

$132|N JUd4INd34
Alealuolyd (%82) 9¢

suonjesljdwod
Jo adA3 pue Aouanbai4

"9]0SU| JOBIUOD [€30) ‘|| ‘ISED JOEBIUOD [€30} ‘DD ] ‘sjuadiied ‘sid ‘Juaired ‘14 ‘SuiSew aouUBUOSDI dIIBUSEW ‘|Y|A SX[EM D3OULI0 SUlUIE}SAI J02IBYD ‘AMOYD SUOIEIASIGQY

pajodal J0N

pajodal Jo0N

pajodal J0N

(%S€) ST

pouad 3unsed
|e1jul ay3 Ja3je yuow
IS4l UIYNM (%ET) ¥

asdejoy

passiw ND 40 sisouselp (%56) 0Z/6T

sypuow gjeld T

¢ 23e1s

syjuow 9 Jape sid

syjuow 9 jesyd g

Z 23e31s

syjuow 9 Jaye syd g

syjuow 9 je s3d GT

syjuow ¢ je syd ¢

1 98e1s

S3SBD (%ZE) 8 Ul UOISSIWal ON

S)¥oom g/-9 = a3uel

(6TF) $9aM 67 = Ued|N
(syauow QT-2)

Syjuow G = (a8uel) uelpsi
(rv9 ‘aTr 1D
%G 6) S99M €G JO 92IA3P BUlpeo|o
3|qeAowal Yypm pajeasy Ajleniul

s3d Zg 9y3 J0J UOIIN|OSaI 0} dWI} UBIPIIN
(79

VTP 1D %G6) SH99M 8 SeM DD 1 e Yiim
pajeau) Ajjeniul syuared

9 9y} 404 UOIIN|OSaI 0} dWI} UBIPIIA|

¥22-2T = d8uey
(St7¥) sAep 98 = ues|n

(sypuow 8T <
Se pauljap) sISoylio 1004-3pjue ue Jo
asn wua)-3uo| palinbai (%£7) squi| /2

uolssiwai
0] SWI} pue uoijenjeAs - aWodINQ

(1¥) syiuow 9'cg
uesaw syjuow / Tz uelpsin

pajiodau JoN

pajiodal JoN

ND 3y}
JO 395U0 3y} Jaye syjuow T°/§

SIeaA g

Suysed
JO UO[3eSSaD Jajye Yjuow T

dn-mojjo4

201

13X |em d|geroway

wnwjuiw ay3 o3
3upyjjem pue 3uipuels Hwi
'J00( J0 }SBD 3|(eAOWw Y

201

Sayd3NId pue )|

Jeaq

JySiam [enpied o3 adiApe
pue sayd3nud ypm JJ L

JusWed}
pue pajenjeas SuLiopuOlN

(TT0T) I8 38 YoM

(¢T0T) |e 32 uesIA

(8007) [e 30 AMIDA

(8T02)
|e 39 usoJeydyimay |

(9702) I8 39 11B3S

(866T) 240%euIS

(1e3A) Joyiny

Sunojiuow Sujenjeas saipnis

(penupuod)  p 374VL



22 of 25 WI LEY

GOODAY ET AL.

In the remaining 22 studies, the primary aim was to evaluate the
outcomes of CN but they described the monitoring techniques used
(Table 3). The most frequent monitoring techniques used was serial X-
ray in 16/22 of studies, objective temperature measurement with a
handheld infrared monitoring device in 11/22 and MRI with or with-
out contrast media in 7/22 of studies. Protocols for the same tech-
nique were not standardized across studies. For example, in studies
that used infra-red skin temperature measurement to monitor CN,
some studies used a cut of <1°C and others <2°C to identify remis-
sion. Some studies relied on a combination of different monitoring
techniques: 5/22 described two techniques, 4/22 described three
techniques and one study used four techniques to monitor CN.

Four studies used advanced radiological methods for diagnostic
and/or monitoring: F-FDG PET/CT scanning,’® bone scintigram,!®
bone biopsies®® and isotope bone scans.'? Other monitoring tech-
nigues included objective and subjective measures of inflammation by
palpating foot temperature, and assessing the presence of swell-
ing.”®121535 Another study assessed progression of foot deformity
by visual examination, palpation and comparison of serial photo-
graphs.2® Objective, serial measures of water displacement and grad-

ing of midfoot stability were used to monitor CN in another study.’

3.3.1 | Sensitivity and specificity of different
techniques used to monitor CN

Six out of seven studies which evaluated monitoring techniques did

not report the sensitivity or specificity. Zampa et al*!

reported a high
intra and inter observer agreement for the assessment of contrast
uptake but did not report the sensitivity of the technique. They
reported that the monitoring techniques evaluated could be used as a
guide to identify remission, withdraw immobilization, and begin
weight bearing. None of the 22 studies reporting the outcomes of CN
reported the specificity or sensitivity of the monitor techniques used
to measure when the foot was in remission. Some studies relied on
subjective monitoring techniques such as palpation or visual inspec-

tion of inflammation to assess for remission in CN.

3.3.2 | Financial implications to healthcare
providers and clinical feasibility of different
techniques

No studies reported the cost of the monitoring used in terms of capi-

tal cost to purchase equipment.

3.3.3 | Safety considerations, and participant
acceptability of different techniques

Ten out of 29 studies used MRI as a monitoring tool for identifying

remission of acute CN. Of these, four reported using contrast during

the MRI in all or some images at the radiologist's discretion, 116242

A further four studies used advanced methods of radiological
imaging which require the use of contrast media.}?131%22 Only one
of these 14 studies which used contrast specifically reported on the
incidence of adverse events from the administration of the contrast,
reporting no adverse events. Another study reported using bone
biopsy as a diagnostic aid to confirm CN, but this was not used in
monitoring.>° They did not report any safety considerations that may
be relevant to this technique. X-rays are associated with exposure to
ionizing radiation, but their potential risk was not discussed in any
studies. No safety considerations were reported for objective temper-
ature measurement with a handheld infrared monitoring device or any
other clinical methods for monitoring CN. None of the studies
participant  acceptability of the

reported on monitoring

techniques used.

3.34 | Theinfluence of monitoring techniques on
the outcomes of CN

Treatments and the definitions used to confirm remission and relapse
varied between the studies. Time to healing ranged from 8 weeks to
over 1 year (Table 4). Relapse rates ranged from 0% to 35% across the
studies. The monitoring techniques were poorly reported and incon-
sistently applied across studies. Four studies did not report which
techniques were used to monitor CN.

4 | DISCUSSION

The previous systematic review on assessment, diagnosis and man-
agement in CN only included papers between 2002 and 2012,2 our
review searched from 1993 to 2018 and include an additional seven

Studies7,10,14,22,28,31,38

some of which are key reference papers for
future studies.

To our knowledge, this systematic review is the first to synthesize
the evidence base for monitoring techniques of CN and influences of
different techniques for monitoring CN on treatment outcomes. We
identified a heterogeneous set of 29 papers: seven specifically evalu-
ated monitoring techniques and a further 22 described the outcomes
of CN. It is not possible to conclude whether the monitoring tech-
niques used influences the outcomes of CN. We found no high-quality
studies validating the use of monitoring techniques in CN.

The key finding is the lack of a consistent approach to monitoring
in CN. Common techniques included X-ray, temperature monitoring
and MRI. Techniques were poorly described, and where the informa-
tion was reported there was variability in the devices used and how
the technique was applied. It is not clear whether the devices used
were validated for the temperature ranges commonly found in feet.
Some studies still rely on subjective measures of temperature differ-
ence between feet to monitor CN.”81521.26.35

The first paper included in this review which used temperature
measurement for monitoring in CN was published in 19972 The

authors report that the cut-off point of 4°F (2.2°C) for healing was
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not evidence-based but it appears to have been adopted as the stan-
dard for clinical decision making in subsequent studies and guide-
lines.>3 This protocol has not been validated and other studies have
not specified sites, repeated measures, or acclimatization times mak-
ing evaluation of studies using this technique difficult.

We found a lack of evidence on the sensitivity, specificity, cost-
effectiveness, safety and patient acceptability for all monitoring tech-
niques. There is continued uncertainty about the relationship between
monitoring techniques and treatment outcomes.

In the absence of reliable evidence, we are unable to recommend
any changes to current national®” and international guidance? which
are predominantly based on level IV evidence, that is, expert opinion.

The strengths of our systematic review include the broad range
of inclusion and exclusion criteria for study type, which allowed us to
describe the variability in the current approach to monitoring CN in
research as well as clinical practice. Screening and data extraction
were completed by two researchers who are experienced podiatrists.
Our review also had some limitations: we did not search the grey liter-
ature. We limited searches to English language, we acknowledge that
this may mean we missed some relevant studies and potentially intro-
duced bias into the review. However, we feel that the impact of this
would be relatively small.

In the 1990s, it was acknowledged that using subtle changes in
skin temperature to inform clinical decisions may not be an accurate
way to monitor CN2° but this is still widely used in clinical practice.
Further high quality research is needed to identify the optimal method
of monitoring CN. We recommend that researchers accurately
describe the population at baseline, standardize definitions for diagno-
sis and outcome measures, and provide detailed protocols for moni-
toring techniques in future research.

MRI as a monitoring tool for CN is increasingly acknowledged as
a potentially more accurate method for monitoring and this is
supported by the studies we included.**?%2* This warrants further
investigation. An ongoing randomized feasibility study aims to explore
the feasibility of using serial MRI without contrast in the monitoring
of CN to decide whether a large-scale trial is warranted https://doi.
org/10.1186/I1SRCTN74101606.%°

5 | CONCLUSION

Multiple techniques have been used to evaluate remission in acute CN,
but the quality of published studies to support any one technique is low
or very low. Uncertainty therefore remains about the effectiveness of
the different monitoring techniques, and whether the different monitor-
ing techniques influence time to remission and recurrence rates. There-
fore, we are unable to make recommendations for clinical practice.
There is an urgent need for high-quality studies to identify the most
accurate, safe and cost-effective monitoring techniques in CN.
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APPENDIX A: SEARCH STRING PUBMED

Query Items found

Search ((((((charcot jointfMeSH Terms]) OR charcot)) OR neuroarthropathy) OR osteoarthropathy)) AND ((diabetes) OR diabetes 784
[MeSH Terms]) Filters: Publication date from 1993/01/01 to 2018/07/24; Humans; English

Search ((((((charcot joint[MeSH Terms]) OR charcot)) OR neuroarthropathy) OR osteoarthropathy)) AND ((diabetes) OR diabetes 952
[MeSH Terms]) Filters: Humans; English

Search ((((((charcot joint[MeSH Terms]) OR charcot)) OR neuroarthropathy) OR osteoarthropathy)) AND ((diabetes) OR diabetes 1204
[MeSH Terms)) Filters: Humans

Search ((((((charcot joint[MeSH Terms]) OR charcot)) OR neuroarthropathy) OR osteoarthropathy)) AND ((diabetes) OR diabetes 1345
[MeSH Terms])

Search ((((charcot joint[MeSH Terms]) OR charcot)) OR neuroarthropathy) OR osteoarthropathy 11 189

Search osteoarthropathy 3292

Search neuroarthropathy 465

Search (charcot joint[MeSH Terms]) OR charcot 8067

Search (diabetes) OR diabetes[MeSH Terms] 633 535

Search charcot joint[MeSH Terms] 1604

Search charcot 7192

Search diabetes[MeSH Terms] 392 176

Search diabetes 633 535
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