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Abstract

Purpose Monitoring disease activity in patients with large vessel vasculitis (LVV) can be challenging. [18F]JFDG-PET/CT is
increasingly used to evaluate treatment response in LVV. In this systematic review and meta-analysis, we aimed to summarize the
current evidence on the value of [IS8F]FDG-PET/CT for treatment monitoring in LVV.

Methods PubMed/MEDLINE and the Cochrane library database were searched from inception through October 21, 2020.
Studies containing patients with LVV (i.e. giant cell arteritis, Takayasu arteritis and isolated aortitis) that received treatment
and underwent [18F]FDG-PET/CT were included. Screening, full-text review and data extraction were performed by 2 inves-
tigators. The risk of bias was examined with the QUADAS-2 tool. Meta-analysis of proportions and diagnostic test accuracy was
performed by a random-effects model and bivariate model, respectively.

Results Twenty-one studies were included in the systematic review, of which 8 studies were eligible for meta-analysis. Arterial
[18F]FDG uptake decreased upon clinical remission in longitudinal studies. High heterogeneity (* statistic 94%) precluded
meta-analysis of the proportion of patients in which the scan normalized during clinical remission. Meta-analysis of cross-
sectional studies indicated that [ 18F]JFDG-PET/CT may detect relapsing/refractory disease with a sensitivity of 77% (95%CI
57-90%) and specificity of 71% (95%CI1 47-87%). Substantial heterogeneity was observed among the cross-sectional studies.
Both variation in clinical aspects and imaging procedures contributed to the heterogeneity.

Conclusion Treatment of LVV leads to reduction of arterial [ I8F]FDG uptake during clinical remission. [ ISFJFDG-PET/CT has
moderate diagnostic accuracy for detecting active LVV. [18F]FDG-PET/CT may aid treatment monitoring in LVV, but its
findings should be interpreted in the context of the clinical suspicion of disease activity. This study underlines the relevance
of published procedural recommendations for the use of [IS8F]JFDG-PET/CT in LVV.

Keywords Large vessel vasculitis - Giant cell arteritis - Takayasu arteritis - Aortitis - Positron emission tomography computed
tomography - Fluorodeoxyglucose F18
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Introduction

Giant cell arteritis (GCA), Takayasu arteritis (TAK) and
isolated (non-infectious) aortitis are the main forms of large
vessel vasculitis (LVV) [1, 2]. GCA is frequently associat-
ed with cranial symptoms, such as headache and jaw clau-
dication [3], whereas limb claudication and loss of periph-
eral pulsations are more common in patients with TAK [4].
Constitutional symptoms can be observed in all three forms
of LVV. Arterial occlusion in LVV may lead to ischaemic
damage of end organs (eye, brain, internal organs), whereas
progressive aortic dilatation poses the risk of aortic dissec-
tion. The erythrocyte sedimentation rate (ESR) and C-
reactive protein (CRP) level are frequently elevated at di-
agnosis [3]. LVV is typically treated with high-dose gluco-
corticoids but biological disease-modifying anti-rheumatic
drugs are increasingly used in the management of LVV.
Anti-interleukin(IL)-6 receptor therapy is effective as
maintenance therapy for GCA [5], whereas anti-tumour ne-
crosis factor (TNF)« therapy is widely used in TAK [6].
Monitoring disease activity during treatment can be chal-
lenging since none of the clinical symptoms and laboratory
markers are entirely specific for LVV. The ESR and CRP
levels may remain normal during relapse [7, 8]. Moreover,
anti-IL-6 receptor therapy precludes a rise of inflammatory
markers by direct interference with the acute phase re-
sponse. Therefore, additional modalities for the assessment
of disease activity are warranted.

Imaging tools are increasingly applied in treatment
monitoring of patients with LVV. Ultrasonography of tem-
poral and axillary arteries is recommended as a first-line
diagnostic test in patients with suspected GCA [9, 10]. The
characteristic halo sign in the temporal arteries appears to
gradually disappear upon treatment, whereas this abnor-
mality may persist in the axillary arteries during clinical
remission [11]. Magnetic resonance angiography (MRA)
and computed tomography angiography (CTA) are exten-
sively used in the diagnostic work-up of GCA, but little is
known about their use to monitor treatment response [12].
These imaging modalities are also used for monitoring dis-
ease activity in TAK and aortitis, although evidence is
even more scarce [13].

Imaging with 2-deoxy-2-[18F]fluoro-D-glucose
([18F]FDG) positron emission tomography combined with
low-dose computed tomography ([18F]JFDG-PET/CT) is a
valuable diagnostic tool in LVV [9, 14]. [18F]FDG accumu-
lates in metabolically active immune cells and stromal cells
via the glucose transporter. A growing number of studies have
evaluated [18F]FDG-PET/CT during treatment in patients
with LVV, but its clinical value remains unclear. In this sys-
tematic review and meta-analysis, we aimed to summarize
current evidence on the role of [18F]JFDG-PET/CT for treat-
ment monitoring in patients with LVV.

Methods

This study is reported in agreement with the Preferred
Reporting Items for a Systematic Review and Meta-Analysis
(PRISMA) statement. No ethical approval or informed con-
sent was required.

Search strategy

A comprehensive search of records through the PubMed/
MEDLINE and Cochrane Library databases was carried out
(date of the last search: October 21, 2020). Search terms
included ‘giant cell arteritis’, ‘Takayasu arteritis’, ‘aortitis’,
‘FDG’, ‘PET’, ‘positron emission tomography’, ‘follow-
up’ and ‘response’. A detailed overview of the full search
strategy is provided in Supplemental Table 1. The search
was restricted to English language articles. In order to
achieve a more comprehensive search, the references of
the selected articles were screened manually by two inves-
tigators (OG, RS).

Study selection

Two reviewers (KG, GT) independently screened the titles
and abstracts. Predefined inclusion criteria were original arti-
cles performing [18F]FDG-PET/CT for monitoring treatment
response in patients with large vessel vasculitis (i.e. GCA,
TAK or non-infectious aortitis). Exclusion criteria were (a)
review articles, letters, comments, editorials, study protocols;
(b) case reports or small case series (less than 10 patients with
data of interest); (c) articles not available in English and (d)
articles outside the scope of the current review (e.g. articles
reporting [ I8F]FDG-PET without CT, animal studies, studies
applying other tracers than [18F]FDG and studies related to
infectious aortitis). The following studies were selected for the
meta-analysis: (a) studies reporting sufficient data to evaluate
the proportion of patients in which [18F]FDG-PET/CT
remained positive during clinical remission following an ini-
tially positive [ I8F]FDG-PET/CT at baseline reflecting active
disease; (b) studies reporting sufficient data to evaluate the
diagnostic accuracy of [18F]FDG-PET/CT to discriminate be-
tween clinical relapse and remission; (c) studies in which at
least 90% of patients received treatment at the time of the
treatment monitoring scan. In case of potential overlap be-
tween studies from the same centre, only data from the largest
study was used in the meta-analysis. Disagreements were
solved through consensus between the reviewers.

Data extraction
All data extraction was performed by two independent re-

viewers. The following data was collected: authors, year of
publication, country, study design (prospective,
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retrospective), LVV population, reference standard for LVV,
number of scans, age and sex (FJ, OG); hybrid imaging mo-
dality, [18F]FDG injected activity, time interval between
[18F]FDG injection and image acquisition, scan coverage,
image analysis and definition of positive findings (OG; RS);
arterial regions examined (AG, MS); additional study design
(longitudinal, cross sectional), disease stage, disease duration,
reference standard for disease activity, treatment, main find-
ings related to [18F]FDG uptake during treatment (KG, RS).
The authors were not contacted to retrieve unpublished data.

Quality assessment

The revised ‘Quality Assessment of Diagnostic Accuracy
Studies’ tool (QUADAS-2) was used to evaluated the quality
of all studies in the systematic review. The latter was used to
assess the risk of bias for the following criteria: patient selec-
tion, index test, reference test and flow/timing, whereas appli-
cability concerns were assessed for patient selection, index
and reference test.

Statistical analysis

A meta-analysis of the proportion of patients in which the
[18F]FDG-PET/CT remained positive during clinical remis-
sion was performed by the Stuart-Ord (inverse double arcsine
square root) method and a DerSimonian-Laird (random ef-
fects) model. Heterogeneity was evaluated and a I statistic
> 75% precluded evaluation of the pooled proportion. A bi-
variate model was used to assess the summary estimates of
sensitivity, specificity, diagnostic odds ratio (DOR), positive
likelihood ratio (LR+) and negative likelihood ratio (LR-).
Pooled data were given with 95% confidence intervals (95%
CI) and displayed using forest plots and hierarchical summary
receiver operating characteristics (HSROC) plots. Likelihood
ratios of more than 2.00 or less than 0.50 with 95% CI not
including 1.00 were considered statistically significant.
Publication bias was evaluated with an effective sample size
(ESS) funnel plot and the associated regression test of asym-
metry [15]. A threshold effect was evaluated: (a) by compar-
ing the sensitivity and specificity as determined by the bivar-
iate model to those obtained by a univariate random-effects
model (DerSimonian-Laird method) and (b) by evaluating
Spearman’s correlation coefficient of the logit of sensitivity
and logit of 1-specifity. Proportion meta-analysis and the as-
sociated /* statistic were evaluated with StatsDirect 3.2.109.
Bivariate model analysis, HSROC plot and evaluation of fun-
nel plot asymmetry were performed with STATA version 15.1
(metandi and midas commands). Forest plots were construct-
ed in Review Manager version 5.3 and StatsDirect 3.2.109.
Assessment of the threshold effect was performed with
MetaDiSc 1.4. No additional sub-analyses were performed.
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Results
Literature search

A comprehensive database search yielded a total of 444
unique records (Fig. 1). The earliest reference is dated from
July 1987. Title and abstract screening led to exclusion of 381
records. A further 42 articles were excluded following full-
text assessment. Eventually, 21 studies were selected for the
qualitative analysis (systematic review) [16, 17, 18-36]. Eight
studies were included in the meta-analysis since these reports
contained sufficient data to either evaluate the accuracy of
[I8FJFDG-PET/CT for discriminating between active disease
and remission during treatment [19, 23, 25, 33] or to evaluate
the proportion of patients in which the scan normalized during
clinical remission in patients on treatment [17, 20, 22, 36].

Qualitative analysis (systematic review)
Study and patient characteristics

Table 1 summarizes the main characteristics of the 21 includ-
ed studies. All articles have been published in the last decade
with 16 (76%) being published in the past 5 years. Eleven
studies (51%) were performed in Europe, 5 studies (24%)
in Asia, 4 studies (19%) in the USA and 1 study in
Australia. Studies with a retro- or prospective design were
equally distributed (10 studies each), whilst one study
consisted of a retrospective subgroup analysis of a large
European prospective trial. Eleven studies (52%) reported
data on serial [18F]FDG-PET/CT scans in patients with
LVV, 8 studies (38%) reported cross-sectional data, where-
as 2 studies (10%) contained both longitudinal and cross-
sectional data. The vast majority of studies used the ACR
criteria 1990 for GCA or TAK as a reference standard for
LVV [37, 38]. All studies reporting gender distribution and
age showed a female predominance for both vasculitis
types and an overall lower mean/median age for patients
with TA compared to patients with GCA. However, several
studies reported a mean/median age > 40 years for patients
with TA.

Technical aspects

The technical aspects of [18F]FDG-PET/CT in the 21 studies
are summarized in Table 2. [18F]FDG-PET scanning was
performed together with low-dose CT except for one study
in which part of the scans (65%) was performed without CT
[34]. Contrast-enhanced CT was performed in two studies.
Four studies from the same centre reported that [18F]FDG-
PET/MRI was applied in paediatric patients, whereas the
adult patients underwent [18F]FDG-PET/CT [16, 21, 29,
31]. The injected [18F]FDG activity was quite
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Fig. 1 PRISMA flow diagram

Records identified through
database searching
(n= 453)

Additional records identified
through other sources
(n=5)

] [ Identification ]

Records after duplicates removed
(n=444 )

] [ Screening

Eligibility

Included

heterogeneous and included both weight-based and fixed
activities. The [18F]FDG uptake time was 60 min in 13
studies (62%), < 60 min in 2 studies (10%) and 120—
180 min in 4 studies (19%). Two studies (10%) did not
report this technical aspect. The vast majority of scans
covered the skull (either from the vertex or skull base)
to the thigh region, including the (middle)large arteries,
whilst some studies also included the feet. Reconstruction
algorithms or adherence to EARL was not always speci-
fied. [18F]FDG-PET/CT image interpretation was primar-
ily performed by visual analysis in 11 studies (52%) and a
combination of visual analysis and semi-quantitative anal-
ysis using the maximum standardized uptake value (SUV)
in 7 studies (33%). In 8 studies (38%), a target-to-
background ratio (TBR) was used: 5 studies (24%) ap-
plied a target-to-liver ratio and 5 studies (24%) used the
blood pool activity as background. The definition of pos-
itive [18F]FDG uptake was different among the included
studies, but the majority of studies used the liver as the

y

Records excluded
(n=381)

Records screened
(n= 444)

Y

4 Full-text articles excluded
(n=42)
Different focus (n = 30)
Case report / smalf case
series < 10 patients {n = 12)

Full-text articles assessed
for eligibility
(n=63 )

Studies included in
qualitative synthesis
(n=21)

A

Studies included in
quantitative synthesis
(meta-analysis)
(n=28)
Longitudinal (n=4)
Cross-sectional (n=4)

reference organ. In 6 studies (29%), visual uptake equal or
higher to the liver was considered positive whilst uptake
higher than the liver (either visual or semi-quantitatively)
was defined as positive in 3 studies (14%). One study
(5%) used different cutoff points for visual uptake at dif-
ferent arterial regions [33]. Six studies (29%) did not re-
port any specific definition of positive [18F]FDG-PET/CT
finding.

Methodological quality of studies

Patient selection and the reference standard were the main
sources of bias in the 21 studies (Fig. 2 and Supplemental
Figure 1). Concerns regarding the applicability of the findings
were related to the reference standard in studies applying in-
struments (i.e. NIH criteria, BVAS or ITAS2010) that have
not been thoroughly validated for treatment monitoring of
patients with LVV [12, 39].
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g % Main findings of qualitative assessment

2% | 3 8 %

N e - - Five longitudinal studies (24%) only contained patients
with newly diagnosed LVV, whereas the other longitudi-
nal studies also included patients with relapsing and/or
refractory disease (Supplemental Table 2). The median

E disease duration in the latter studies ranged from 6 months

° 2 to 4.8 years. The cross-sectional studies mostly contained

§ é o o patients on treatment with a disease duration ranging
from 2.0-6.9 years (Table 3). Four cross-sectional studies

. (19%) also contained patients with newly diagnosed

E‘) LVV:in 1 study, at least 90% of all scans were performed

] during treatment [34], whereas this was unclear (at least

*E - 54%) in the other 3 studies [21, 29, 31]. Clinical disease

E é activity was determined according to standardized instru-

;;5 % = . ments (i.e. NIH criteria, BVAS or ITAS2010) in 6 studies

s>\ 2 & 2 (29%). Physician’s clinical assessment (i.e. symptoms,

_ ’é“ . physical signs, with/without inflammation markers) was

E g .- E ‘é used as the reference standard for disease activity in the

8’ % ‘go[im’ Q f;,i g other 15 studies (71%). [18F]FDG-PET/CT findings were

= g § 9ed g c involved in the reference standard for disease activity in 2

g; E E 2 g _’E B % studies (10%). Treatment included glucocorticoid thera-

58| Q % £ §§ % ) E py, conventional synthetic disease-modifying anti-rheu-

s5|s™%2°% 3|2 matic drugs (DMARDs) and/or biological DMARDs.
. £ g Several studies investigated a specific DMARD: anti-

; % g _‘5 _g IL-6R therapy (i.e. tocilizumab) (n=3) [16, 30, 36],

< £ Be £ 2 anti-TNF« therapy (i.e. infliximab) (2=2) [16, 28] and

:ﬁ’ E 25 % 2 cyclophosphamide (n=1) [22].

g S S §D g g2l= Longitudinal studies indicated that the enhanced arte-

§ c:: E g §§E & rial [18F]FDG uptake at baseline decreases upon

8.2 g é §:§ g‘%é §; treatment-induced remission of LVV (Supplemental

5 gﬂ o o é’ g %g o | = Table 2). A representative example of serial [18F]FDG-

= < 4 ) PET/CT scans in a patient with LVV is shown in Fig. 3a.

- g In the longitudinal studies, the number of arterial seg-

8 é Vv < |z ments with positive [18F]FDG uptake, composite

E:E Eﬁ S 3 E» [I8F]FDG-PET/CT scores and especially target-to-

= = = background ratios (SUVartery/SUVliver) improved when
§ § e ﬁ" patients were scanned during clinical remission (Fig. 3b
2 8 T E and ¢). Two longitudinal studies indicated that [I8FJFDG
é % %" :é uptake remains high in patients with a relapsing or refrac-
© © 12 g tory disease on treatment (Supplemental Table 2) [19, 24].

% ;_% g E ; g Three studies reported complete normalization of the

'i 2 2 2 % 3 scans during long-term follow-up, whereas few scans be-

E % % % o E came normal during remission in another study (Fig. 4).

@ i = = E’ ‘:«; One longitudinal study investigated early [18F]FDG-

g g - E % PET/CT changes after initiation of high-dose glucocorti-

é 3 ‘_:l § ) ?: coid treatment [27]. This study showed that pathological,

=l _ |5z arterial FDG uptake disappears in 64% of patients within
g E g E g 10 days after the start of treatment, whereas the scans still
g g j: _: jf’ 2 showed pathological FDG uptake after only 3 days of
- o E s ‘a:; ‘ng §D éﬂ treatment. In essence, the cross-sectional studies indicated
2| 2 8 % 3 N g that [18F]FDG uptake is higher during clinically active
el 2 @ e S G disease than during clinical remission (Table 3).
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Fig. 2 Overall summary of
QUADAS-2 items. Risk of bias
and concern of applicability was
assessed for 21 studies in the sys-
tematic review

Risk of bias

Applicability
concemn

Quantitative analysis (meta-analysis)

Four longitudinal studies (n = 57 patients) provided sufficient
data to determine how often the [18F]FDG-PET/CT remained
positive during clinical remission. The pooled proportion of
patients with a positive follow-up scan during clinical remis-
sion was 25.4% (95% CI1 0.0 to 77.1). However, marked het-
erogeneity was observed in the forest plot (Supplemental
Figure 2). The I statistic was 94.1% (95% CI 88.5-96.3)
indicating that pooling of proportions is not appropriate due
to high heterogeneity.

Four cross-sectional studies (n=111 patients with 136
scans) allowed to evaluate the ability of [18F]FDG-PET/
CT to distinguish the active disease from clinical remission
in patients on treatment. [18F][FDG-PET/CT showed a
moderate diagnostic accuracy for detecting active disease
with a pooled sensitivity of 77% (95%CI 57-90%) and
specificity of 71% (95%CI1 47-87%) according to the bi-
variate model (Table 4). Substantial between-study hetero-
geneity was observed in the forest and HSROC plots
(Fig. 5a and b). Funnel plot analysis was not suggestive
of publication bias (Fig. 5c). A threshold effect did explain
the heterogeneity in the studies since meta-analysis with a
univariate model (Supplemental Table 3) provided similar
estimates of sensitivity and specificity as the bivariate
model, and no positive correlation was found between the
logit of sensitivity and logit of 1 specificity (Spearman
correlation coefficient — 0.40, p value = 0.600).

Discussion

Main findings

The current systematic review and meta-analysis provide a
comprehensive overview on the value of [18F][FDG-PET/CT
for treatment monitoring in patients with LVV. The majority

of studies indicates that arterial [18F]FDG uptake improves
upon clinical remission in patients treated for LVV. It remains

@ Springer

Reference standard

Flow and timing

Reference standard

B Low

E= High

1 Unclear

Not applicable

Patient selection

Index test

Patient selection

Index test

to be elucidated, however, to what extent [ 18F]JFDG-PET/CT
completely normalizes during clinical remission. Overall,
[18F]FDG-PET/CT has moderate diagnostic accuracy to dis-
criminate between patients with active disease and those in
clinical remission. Differences in technical aspects and inter-
pretation of [ ISF]JFDG-PET/CT, as well as clinical differences
among the included patients, may have contributed to marked
between-study heterogeneity.

Current data indicate that [I8F]FDG-PET/CT may aid in
monitoring treatment response in patients with LVV, but its
findings need to be interpreted in the context of other clin-
ical findings. Careful evaluation of symptoms and labora-
tory markers remains a critical step in the assessment of
disease activity. Due to its moderate diagnostic accuracy
in patients on treatment (sensitivity 77%, specificity
71%), a [18F]FDG-PET/CT scan by itself cannot rule in
or rule out disease activity. Prior recommendations on im-
aging in LVV have recognized the potential role of FDG-
PET/CT for monitoring treatment response [9]. Despite the
paucity of evidence, other imaging methods such as ultra-
sonography, MRA and CTA are also often applied to mon-
itor treatment in LVV [12, 13]. Although [18F]FDG-PET/
CT has various drawbacks including high cost and radiation
exposure, it has several advantages. [18F]FDG-PET/CT is
inherently a whole-body imaging method and allows for a
comprehensive evaluation of all relevant large arteries in a
single scan. Even temporal arteries might be evaluated due
to improved resolution on newer camera systems [40, 41].
[18F]FDG-PET/CT also allows evaluation of concomitant
PMR in patients with GCA [42]. Contrast-induced ne-
phropathy is not an issue for [18F]FDG-PET/CT as no con-
trast is needed. Since [18F]FDG-PET/CT detects metabolic
activity in the arterial wall, it could also provide comple-
mentary information to other imaging methods. For in-
stance, persistence or gradually worsening of arterial wall
thickening in the absence of [18F]FDG uptake might sug-
gests ‘burnt out fibrotic disease’ [43]. Further studies are
needed to firmly establish a role for [18F]FDG-PET/CT
and other imaging methods in the management of LVV.



3895

Eur J Nucl Med Mol Imaging (2021) 48:3886-3902

[ ueIpow pue ‘(8—( 9SueI) | ueIpow ‘| IpeId
oyeydn D] JUBOYTUSIS YIIM SUOISI] JO JOQUINN] »
papn[oxa si Jeid
Ie[nosea je aerdn D J1 siuoned g1/, ul pue
‘syuoned 71/, ur | opeid oxeidn D(J] Je[NISEA o
(71 =) uoissiua.1 jp21u1}d> JuLINP ULIS
PIpNJOXd ST Je1s ITe[nosea
1e oxeidn DA J1 (79170 9BueI) [°() URIPoW
pue (L"9—1°( 95UeI) | UBIPOW ‘XBWA(NS »
papnjoxo
st ye1d renosea je axerdn Hqq J1 (80
o3ueI) () UBIpOW puR {(8—() () UBIPAW ‘| OpeIs
oyeydn D] JUBOYIUSIS YIIM SUOISI] JO JOQUINN]
PIpNJOXa SI
ei1s Je[nosea je oxyeidn D, 31 syuoned g1/9 ur
pue ‘syuoned g1 /6 Ul (J9AI] uey) 10yS1y/0} [enba
oyeidn g, =) [ opeis ayeydn H. IBMOSEA »
(81=u) asvasip aanov Ayporuyd JuLmp ueds
%BIL
00dg ‘9589 sULS ‘07 DO ‘TL0 DNV ‘SVALAd
%Th 938 958 SUdS
‘vorssaxduur [eqo[3 uerorsAyd aurorpawu Jea[ony «
:KJIADOR 9SBISIP
JO JUQWUSSOSSE JOJ UL JO AOBINOJE O)SOUSLI(]
NIAN

(1=u) qewnwio8 ‘(z=u) ZJL “(¢=
1) qewnuurfepe ‘(g=u) X[ ‘(]=u) suizeesejns
“(1=w) snunoxts (1 =u) TIIT (1=1) JINN
(9=t)vZV (£1=t) XL (3w oS~ S3ue)
Sw G 9SOp UBIPAW PIM ($7=1) JUdUEN

DD (L z=u) yuounean aarssarddnsounuur Auy

BLIJLO HIN (L1—0 28uer) s1eak ¢ ueIpaj

SIINOSEA 0}
painqLyje AInjes) [esrur[o

A£10190.4f2.4 )q1SSO4

asdpjay
UOISSTUIY
(0g=u) VL

JuaUDI.L Sutnp
subds (%z9) 111/69 ¥va] 1y

(L100)
‘[e 19 nIdou|

[L/1 Ul SOI[NOSBA (JIM JUDISISUOD UBDS JO JO 90USqE=TOISSIWY Aiopov.afo.a jqissoq
uorssaxduur [eqo[3 uerorsAyd suroIpaw Jedjonu Sueods [//zf Suunp (yuaroryyns asdp)ay
:(SuBDS [/ =U) UOISSIWIAI [EOIUI[O SULIND UBDS  PAsN UONEIIPA SUNTUWI $SUBIS [ //74 Julnp 10U QUO[B SJUL)OBAI UOISSTUDY
SUBIS ()f7/f€ Ul pasn duostupald £(SUedS [ /) UOISSIWIAI [BIIUI[)) oseyd gnoe pajeasyo pasoudoip jman
SOITNOSBA M JUS)SISUOD UBDS JO uorssaidun SUBJS )/ 7 SuLmp pasn 10 on31ey) SHINOSLA 0} (97=u) VL «(8100)
[eqO|3 ueIdISAYd SUIdIPAWU IB3[ONU :(SUBIS UONBOIPIW QUNTUWI {SUBDS ()f7/4/¢ SULIND Pasn PANQLIE AIMBdJ [BOIUI[D (0g=u) VvOD ‘e 10
0 =U) 9SBaSIP 9ANOR A[[eOTuId SULINp UBDS ouostupald :(Sueds (i) 9SBISIP AN [BOIUI[)  JO 90UISAId=0SLISIP 9ANOY (6'8 AS) S1BAA (9 UBIIN (95=u) TVIOL UOsA®ID)
%79 990§ ‘956 SUSS “LT8') DNV 991 d1Ioe
amus ut 19,18 92dS ‘9 /§ SUdS ‘178'0 DNV
SOLIOME [RIOWIJOII 9,86 03dS ‘9, €6 SUaS
‘§€L°0 DNV BHOE [BUIIOPQE 19569 93dS ‘908
SUdS ‘£ /L°0 DV BHOR JI0BIOY) (9586 03dg
‘9% €6 SUAS ‘018°0 DNV SAYdueIq onJoe-exdns
:(1OA1] UBSWIA NS/AI)E UBSWANS) YL »
%18 99dS ‘95¢L SUSS “9€L’() DNV 91 dnIoe
Ul SuoIaI [ [ JO 2109s [ENSIA [10) (95,96 92dS
‘9% EE SUS 989°) DNV SOLDME [BIOWJONE
%89 99dS “95(8 SUSS “769'0 DNV EMoE
[EUTLIOPQE “95¢/ 92dS ‘959 SUSS “b1L'0 DNV
BJIOR JI0RIOY) 946 9odS ‘o5¢/ SUDS /8970 asdpjay
DNV saydpueIq onJoe-eidns :Jurpeid [ensip « BLIDILID PAZIPILPUR)S UOISSTUIDY
:(sueds 9z Suump ou ‘(juounjeorn 10100442y
UOISSIWA.L [DIIUI]D SURDS G| SULINp 2asDasip DD 0} osuodsar ‘ejep (G=u) VL (9102)
241)oD AJp21ud (SUBDS [H=1) K)IAIR ISLISIP AI0YRI0qE] PUB [BOIUI[D) 91=u) vOD BRE
JO JUSLUSSASSE 0] UBJS JO AJBINOJR ONSOUSRI(] sjuessarddnsounuuun 1o jusunean DO ISINOD [BIIUI]D JO JUIUSSISSY Iedpoun) (12=N) TV1OL TUR[[A)SB))
(G—1 98uer) g uerpaw
7< opei3 ayeydn D PIM SOLISME JO JOqUINY] «
sjuoned
¥1/6 ut punoy Lz< opeid oxerdn D 1B[NOSEA »
(y1=u) asvasip aazon S100)
Appoorupd Jo swoyduids/susis jnoypm asuodsa.a (¢=u) ANL-Bue (z=u) 14971 ‘H=4) XLIN JUSUISSISSE AD2OUY) e
asoyd a1nov yuzpsisiad ym syuoned ur uedog  (L=u) yZV ‘(g1 =u) suojostupaidjAyiouwr [eI0) [eqoI3 s uerdIsAyg (S @S) sieak /G uedy (F1=u) VL IuQ-zeqy
Ajanoe a3ers
jusugean SuLmp ayeidn Haq ueos uunp Jusuedl], OSBISIP JO JUQISSISSY  SISOUTBIP QOUIS UONRIND 9SLASI(]  dseasIp pue spudned Jo "oN Apms

asuodsar juounean Jo SULIO)IUOW J0J SuISewl pLGAY UO SAIPNIS [BUONIIS-SSOID U SSUIpU IRl € d|qel

pringer

Qs



Eur J Nucl Med Mol Imaging (2021) 48:3886-3902

3896

(LT0 AS) 81 uvaw ‘(eALd

BUDA IOLIDJUL UBSWIA[)S/EHOR XBWANS) YEL «
971 ds) 81'1

UBIW ‘(IOAI] UBSWIA )S/BMOR XBWAS) YL »

“UOISSIWIAI [BJTUI[d w:ﬁ:@ ueds

(0 as) 181 ueaw JuaUID.A)
‘(wntne JYSL uesW A ()S/EHOE XBWAS) YL « uo suvds (9% £6) 08/pL 1502] 1V
o(L0'T dS) 99°C uesw ‘(eALd A1010.4f2.4 qIssOg
BUOA JoLIOANS UBOWA N S/BHOR XBWANS) YHL » sueos (g/8 Suumnp asdvayy
(00'T AS) 91T uedw ‘(eALd Juounean) aarssarddnsounuuur [eor3ojorg « UOISSIUDY
BUOA JOLIQJUI UBSWIA ()S/EHOB XeWAS) YL » Sueds ()8/07 JuLmnp SjuBjOBAI pasoudnip AJmaN
L090dS) ¥L'1 Juounean oArssarddnsounuuur [euonuSAU0)) « dseyd anoe pue swoydwAs (=) AVL (6100
UBSUL ‘(JOAI] UBIWIA (S/BMOB XRWANS) €L (€11 @$) S g osop [eS1Ur]d Uo paseq (1'$1-0 ((=4) vOD TR
:9SBISIP AN AJ[BOIUI[O JULIND UBDS  UBSW ‘SURDS ()8/f/ SULIND PIsn QUO[OSIUPAIJ «  JUSWSSISSE [BQO[S URIIISAYJ d3uer i¢'¢ S) SIBAA ()'7 UBSA (z9=u) TV.LOL WWeIyos
%06 92dS pue 9¢g Suos
:K)IAIOR OSBISIP
JO JUSWISSASSE 10] Ueds JO AorIndoe dnsouseiq
sueds ¢ uI (Le)oe [eulopqe 1o
SuIpuodsap Je [ <OpeId Jo ‘youriq dnIoe e
10 YOIB J1LI0E Y} Je 7<OpeIS ‘©lI0e JUIpUdSe
Je ¢ opeIS 9'1) ayeydn D, Je[ndseA JI30[0yed «
(Sueos [¢=u) uoissnua.1 [pa1u1yd> Junp ueds
sueos ([ uI (Leyoe eunuopqe Jo
SuIpuodsap 18 | <OpeI3 Jo ‘youriq dnIoe e
10 YOIe J1LI0E U} Je 7<IpeI3 ‘BlI0e JUIPUdSe
1e ¢ opeIs “o'T) axerdn H(Jf J[NOSEA JISO[OYIE « 10/1d4d-Ddd UoISSIURY 100
(sueos aAnIsod J0/pue BLIOILIO asdpjay NRE
1 =u) aspasip aajop Apouuipo Surmp ueds uorssarddnsounuruy,  yIeOH JO JMNSU] [BUONEN (9°0 dS) s1eaL 7 UBSIN (8¢=u) VL ysoyjues
JuUDA.L UO
suoynd (96) T11/19 1592] 1Y
Aiopon.afoa jqissog
(sueos asdpjay
8ST) (0'TZ-0'TT MOD 0°LT ULIpAUW ‘SYATA UOISSIURY
:(SuBOS QG| =u) UoISSIUA.L [PI1UTD SULIND UBDS (sosed pasoudnip AJmaN
(sueos zg8=u) (0°'ST—8'91 syuened g11/19 Juessarddnsounwur LyIQ « =SIp 2ANOE A104) (T 0} (9s=t) VL 40200
0D §°TT UeIpawl 'SYA A :(Sueos (610 YOI SU G ASOP UBIPAW ‘DUOSIUPII] «  (UOISSIWAI) () JO O[LIS B UO (95=1) VOO e
/=) aspasip 24110 A} po1u1pd> FJuLnp ueds (Z11=u) uduneal], JudwWssasse [qo[3 UeIISAY]  (£'8—L'0 YOI) SILAA 7 UBIPIA! (Z11=u) TV1OL pueury
§syuon
-ed //7 suniodso[o£o ‘syuoned [//z snuwrjoro
siwoned 01/ -8 ‘sywaned [£/11 ZOL ‘swoned 1£/81 XIN
Jo A1911e pjored ayy ul g<apeid ayeydn Hqq ‘syuaned 17/11 ANIN ‘Swuaned 17/€1 1491 Spuounyva.y uo
Te[nosea ([ =u) uosstua.r (poruipd Jump ueds  ‘syuoned 17/67 DAD ‘Syuoned [//69 ouosiupalg spuaund (%/6) [1/69 193] 1y
siuened 71/6 jo Aiope (gg=u) 1.0/14d-5d4 asdvjoy
puoIes oy ur Lz<opeid oyeydn D Je[noseA JuomIopun Jeyy syudned [[e Surpnjour UOISSIUDY (6102)
(=) 2spa81p 240D A]ppo1ui]> FuLInp ULdS (1L=u) Aprs oy ur syuoned [[e Jo JuSIEAL], 010ZSVLI §(5’s as) sreak g ueay (ze=u) V1L e 1]
(L9-1°0 23un) 6°¢ uvip
-oul ‘SYfv.3 v XDUWANS “SYDAS [DLBLD [T/ ]
I [ 2pn.a3 ayvidn D] ADINISPA PaNOYS A.423
-Ans A21fp (Syuowt ¢¢—7 [ 23un.) Sypuout /g
uvipaut 421fp pautiofiad [/ [TJ-DJA ‘Y13
[PLILID [ ] fO D10} D pac1ada. spuayvd )&/, N
PapNJOXa sI Jeid Je[nosea
1e oxerdn DA J1 (8°6-1°0 95ueI) §°Z ULIPOW
pue (8°6—[ () 95UEI) §°T ULIPOW ‘XBWIA()S »
papnjoxo
st Jye13 Je[nosea je ayeidn D J1 (9—0 dSuer)
Ajanoe o3eys
juounyean Suump ayeydn Hq ueos SuLnp Jusueal], OSBOSIP JO JUSWISSISSY  SISOUTBIP 90UIS UONeINp 9seasi]  IseasIp pue spudned Jo "oN Apmg

(ponunuod) ¢ J[qe,

pringer

As



3897

Eur J Nucl Med Mol Imaging (2021) 48:3886-3902

SOAIESOU NI} PUE SOAIESOU 0s[e) ‘SoANIsod ds[ef ‘SoAnISOd ) JO IOQUINU AU} UO P OU :SISA[eUr-EloW oY) Ul papnjoul JoN ,
1D moynm 19d-OaA[A81] 21om sueods Jo jred :SISAeue-ejou o) Ul popnjour JoN

JuotmEan U0 d1om sjuaned Jo 9506 18I 18 JI UIEHIdUN SISAEUE-R)OUT SY) UT Papnjoul JoN

ueds SuLmnp AJANOR 9SBASIP JNOGR AJUTRLIddUN (SISA[RUR-RIOUL AU} UI PAPN]IUl JON ,

BJep JUBAS[OI INOYIIM sjuoned woly paure)qo eyep Surpnjour§

JOAT[ UBT]) 2I0W = ¢ “IOAT] 3 0} [enbo = 7 “I0AI] ueyy ssof = [ ‘@xerdn ou = () :woysAs urperd oxyedn n( JenoseA L

qeWwINZI[100) ‘7)) ‘ONel punoidsoeq o) 10318} ‘Y[ ‘SHLoMe nseAese], YV ‘UOHRIAID pIepue)s ‘(7S SYIeoH JO musu] [euoneN

‘HIN ‘(9S1MIDUI0 pajess ssafun) syudned Jo Joquunu ‘¢ oyexanoyaw Yz (nojowr) ejoudydooluwr 7y ‘opruuounyjo] “7./77 ‘SNOUABNUL ‘A7 ‘dFuel a[nrenbiojur ‘Y7 {010 2109S ANADOY SHLIIY
s nseAese [ UBIPU] ‘)7 ()ZSV.L] ‘QRWIXIFUI Y77 ‘SHLIdME [[99 JueIS ‘YO {P1ooniododn|s Ho oprueydsoydo[okd <)1) ouudoryieze vz -9SIMIIYI0 PAje)s SS[uN A[[eI0 Pasn Sem JUIUNEIT) PIOO1LI0I00N]D)

(ST1 4OD 81 UeIpaw ‘SYATAJ »
Sueds

69/€§ Ul IOAT] uey) 1oyS1y axeydn D] JB[NOSEA «

(SuBOS 69=1) UOISSIIAI [BITUI[D FULINP UBDS

(ST—1 YOD §'0T UeIpdwW ‘SYALAJ
SuBOS

G/L€ Ul JOAT] ey JOY31y oxeydn D] Je[noseA «
(sueos

Gi=1) 9SBASIP QAR AJ[BIIUI[d SULINp UBdS
%T6 DNV “(eARd

BUOA JOLIOJUI UBSWIA )S/AIO)E XBWAS) YL »

BY6 DNV XBWANS »
:KJIA)OR OSBISIP

JO JUSWISSasSe 10J Ueds JO AJBINOOE dNSOUTeI(
6] uelpawt

XBWA NS :(7]=U) UOISSIWAI [BIIUID FULINP UBDS
9’ URIPAW ‘XBWA NS

:(L1=u) 9SISIP dATIOR AJ[EOTUI[d FULINp ULdIS
ADI[OUN UDDS SULIND dSDISIP 2ANIDUI/DAIIOD
ypm supds Jo apquinu ‘Suvds [0/ Id-DAH
8 Suipnjoul, ‘suvas g/, ¢ Suimnp
2SDASIP 2410V L[ INOYIM SUDIS [ J-D(A

§ puv suvds [/ TAd-D0 8T Suipnjouy,,
%05 92dS ‘9¢/ SUdS ‘TS0 DNV

‘(unige E%c UBJWA )S/BHOR XBWANS) YL »
a%SL 99dS ‘976 Suos “88°0 DNV ‘(eARD

BUOA JoLIodNS UBOWA S/BHOR XBWANS) YFL »
a%001 99dS 96/ sues “48'0 DNV ‘(eALO

BUOA JOLIOJUI UBOUIA (S/BMOR XBWANS) YL »
€8 99dS ‘%98 Sues 060

DNV ‘(1OAT] UBSWA N S/2H0E XBWANS) YL
:K)IAIOR OSBISIP

JO JUOWISSASSE 10] UedS JO AorIndoe dnsouserq
o(SE€'0 as) 6L'T ueaw

‘(wniye JYSL UedW A N S/eHO. XBWANS) YL
o(1€°0 AS) §9'7 ueaw ‘(eAed

BUOA JoLIOANS UBOWA S/BHOR XBWANS) YHL »

(syueyoear aseyd-onoe

JO sso[pIeSar) spInosea o)

paInqLIje 2Injeay [eoruI[o
JO 90UISqR=UOISSIIY

JuaUID2.AY SULIND

suvds (%09) y11/89 1sva] 1y
A10190.4f2.4 A)q1SSOJ

SUBIS 69/0f SULINP PASn SUOHEIIPIUT SUNI] o
(01—0 ¥OI) Sw G 2SOP UBIPIAW ‘QUOSIUPAIL{ o
:(SuBdS 9 =1) UOISSTLIAI [BOTUI])

SUBIS Gf7/R7 SULINP Pasn SUOHEIIPIU SUNUI] o

(0€—0 YOI Sw G 2SOP URIPAW ‘QUOSIUPAL{ o
:(SUBDS Gy=1t) ASBASIP SAIOR [ROIUI]D)

(z=u)
VZV 10 (z=tt) X LN ‘(g=t) ur10dsojoLo ‘([=u)
DAD o1 tuorssiwal ur syuoned ¢ pue sjuoned
Suisdejar ¢ ur juessaxddnsounwwul [euonIppe
pue ‘(g1 =u) uorssrwar ut syusned ur (G-
AOI) Swr g pue (£ 1=u) syuoned Sursdejar

ur (91-9 YOI SwW ([ UBIPIUL ‘9SOP SUO[OSIUPAI]

(quarorygns
10U QUO[B SJUL)OBAI
aseyd ande pajeAdd

"UOISSIWRI SuLINp ueds

g syuoned ut (€L~ 4O

10 an31ey) SHINOSLA 0} SIBOA ' URIPAW PUE ‘dSBASIP

PoINQLIIE AIMJLJJ [ROTUI[O  ATIOR SULINp UEDS YHIM spuaned
JO 20uasaId =asBaSIp ANOY I (7'5—6"0 YOI) SIBdA 7' URIPIA

BLIAI)

ITSH JO 2Imusu] [euoneN Ieapoun

asdpjay
UOISSIUDY
pasoudnip Aqiman
(0g=1) JV.L
(s€=1) vOD

4(8100)
(S9=1) TV10L

‘Te 30 uumn

(D1qe1s,) uorssiuay
asdpjay

»(C100)
(6T=4) VL

Te1o enzoL

juounyean Suump ayeydn Hq

ueos SuLNp JUSUIIeaI],

Kjanoe
OSBOSIP JO JUSWISSISSY  SISOUTBIP 90UIS UOneINp 9seasIq

a3e1s

aseasIp pue syuaned Jo "oN Apmg

(ponunuod) ¢ J[qe,

pringer

Qs



Eur J Nucl Med Mol Imaging (2021) 48:3886-3902

3898
a b
Castellani etal. 2016| 7
A \ de Boysson et al. 2017 ";fg;g”
Lee et al. 2012 ]
\ i \ i 3
Regola et al. 2020 ""f;fnfgzm”p
Baseline scan Scan during relapse Scan during remission
at diagnosis GCA at 28m after diagnosis at 40m after diagnosis edi
z median
Rimland et al. 2020 (IQR)
ESR 70 mm/hr ESR 34 mm/hr ESR 2 mmihr
CRP 113 mg/L CRP 13 mg/L CRP 0.7 mg/L
T L T 1
No treatment PRED 2.5 mg dail MTX 10 ki : g 1¢ . a
o treatmen .5 mg daily mg weekly
MTX 10 mg weekly TGZ 162 mg fortightly Follow-up scan, months after baseline

Fig. 3 Modulation of quantitative [18F]FDG-PET/CT measures upon
clinical remission in longitudinal studies. Per scan data or per patient
data at baseline and during serial scans were obtained, if the disease
activity during the scans was clearly defined in the studies. a
Representative [18F]FDG-PET/CT scans of a patients with giant cell
arteritis (GCA). Scans were performed at diagnosis and during

Factors related to [18F]FDG-PET/CT scanning and inter-
pretation might have contributed to the between-study
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immunosuppressive treatment. b Timing of follow-up scans and ¢ quan-
titative PET measures (including no. of positive arteries, composite PET
scores, target to background ratio (TBRs) in the included, longitudinal
studies. CRP, C-reactive protein; ESR, erythrocyte sedimentation rate;
MTX, methotrexate; PRED, prednisolone; TCZ, tocilizumab (anti-IL-6
receptor therapy)

heterogeneity as observed in the current analysis.
Differences in methodological aspects of [18F]FDG-PET/
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Fig. 4 The proportion of patients with a positive [18F]JFDG-PET/CT
during clinical remission in longitudinal studies. Per scan data or per
patient data at baseline and during serial scans were obtained, if the

CT scan (e.g. administered activity, time interval between
[I8F]FDG injection and camera acquisition, scan systems
and reconstruction algorithms) could lead to such heterogene-
ity. Scans were partly performed with a [18F]FDG-PET sys-
tem in one study, which precluded inclusion in our meta-
analysis [34]. Moreover, variation in scoring systems was ob-
served across the included studies. Most included studies ap-
plied a visual uptake scoring system, with or without a semi-
quantitative parameter (i.e. SUVmax). In several studies, vi-
sual scores at different arterial regions were combined into a
composite [ ISFJFDG-PET/CT score (e.g. PETVAS), but the
scan coverage and the examined arterial regions differed
across the studies. Furthermore, visual grading systems used
either the liver activity or blood pool activity as the reference
background. The definition of [18F]FDG positivity on a

de Boysson et al.

Baseline Follow-up scan

(Remission)

B Positive scan

2017 OMNegative scan
Bruls et al.
2016
After induction After maintenance
therapy * therapy

Henes et al.
2011

3 patients with

positive scan
Vitiello et al.
2018

disease activity during the scans was clearly defined. a Timing of
follow-up scans and b the number of patients with a positive scan during
clinical remission in each study

visual scale as well as the optimal SUV cutoff value differed
substantially between the studies and was even not reported in
29% of studies. It remains questionable which reference back-
ground is most reliable for treatment monitoring in LVV, giv-
en the increased [18F]FDG uptake by the liver due to high-
dose glucocorticoids [44], and the higher [18F]FDG blood
activity in patients with renal failure. This highlights the need
for a standardized scoring system for LVV activity on
[18F]FDG-PET/CT in addition to standardization of the scan-
ning protocol itself. Importantly, procedural recommenda-
tions for [18F]FDG-PET/CT imaging in LVV have recently
been reported [14]. The scarce data using [18F]FDG-PET/
MRI in this setting does not allow any further comment on
the use of MRI instead of CT, but the combination of
[18F]FDG-PET and MRA may be of interest in the future.

Table4 Diagnostic accuracy of [I8F]JFDG-PET/CT for discrimination between active disease and remission during follow-up of large vessel vasculitis

No. of scans (no. scans during ~ Sensitivity (95%  Specificity (95%
active disease) CI) CI)

Diagnostic odds ratio  Positive likelihood ratio Negative likelihood ratio
(95% CI) (95% CI) (95% CI)

136 (57) 77.3% (56.5-89.9) 70.9% (47.3-86.8) 8.27 (1.55-44.04) 2.65 (1.16-6.08) 0.32(0.13-0.80)

Summary estimates of sensitivity, specificity, diagnostic odds ratio, positive likelihood ratio and negative likelihood ratio were determined with
hierarchical logistic regression modelling (bivariate model). Data were obtained from 4 cross-sectional studies (136 scans from 111 patients) in which
at least 90% of scans were performed whilst the patients were on treatment. 95% CI, 95% confidence interval

@ Springer
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Study TP FP FN TN TypeofLVV  FDG-PET/CT parameter Reference Standard Data per
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Study Sensitivity (95% CI) Specificity (95% Cl) Sensitivity (95% Cl)  Specificity (95% CI)
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Fig. 5 Heterogeneity and publication bias in meta-analysis of diagnostic
accuracy of [18F]FDG-PET/CT during follow-up. Data were obtained
from 4 cross-sectional studies in which at least 90% of patients were
receiving treatment during the scan. a Forest plot and b HSROC plot of
sensitivity and specificity. Pooled sensitivity was 77.3% (95%CI 56.5—

Study heterogeneity could be further explained by patients’
characteristics in the studies. First, the number of patients on
treatment during the initial scan varied among the studies.
Although most cross-sectional studies only contained patients
on treatment, longitudinal studies showed substantial varia-
tion in the disease stage of the included patients (i.e. newly
diagnosed, relapsing and/or refractory LVV). Second, treat-
ment differed among the studies. Marked differences existed
in both glucocorticoid dosages and use of DMARDs. This

@ Springer

89.9), and pooled specificity was 70.9% (95%CI 47.3-86.8). ¢ Effective
sample size (ESS) funnel plot and the associated regression test of asym-
metry. A p value < 0.10 was considered evidence of asymmetry and
potential publication bias

could be explained by the predominant patient population in
the studies (i.e. GCA versus TAK, new-onset disease versus
relapsing or refractory disease) as well as local hospital pref-
erences. Future studies should compare the effect of glucocor-
ticoid dosage and specific DMARDs on vascular [18F]FDG
uptake in patients with LVV. Third, the timing of follow-up
scans differed among the studies. Follow-up scans could be
performed several months or even years after treatment. It
would be interesting to know the disease course preceding
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the follow-up scans since it might be relevant if LVV is in
clinical remission for a few weeks as compared to a few
months or years.

Limitations

Our study has several limitations. The number of patients in
the systematic review and especially meta-analysis was rela-
tively small. Various types of bias may have influenced the
study findings. The decision to perform [18F]FDG-PET/CT
could have introduced selection bias, e.g. for patients with a
refractory or relapsing disease course, who perhaps may show
more persistent arterial [18F]FDG during clinical remission.
In some studies, [18F]FDG-PET/CT findings were incorpo-
rated into the assessment of disease activity. This could lead to
overestimation of its ability to evaluate disease activity.
Another limitation was the assessment of disease activity by
instruments such as the NIH criteria, ITAS2010 and BVAS in
part of studies. These instruments have not been thoroughly
validated for LVV and their ability to evaluate disease activity
remains uncertain [12, 39]. Our study highlights a need for
large, prospective studies with serial [18F]JFDG-PET/CT
scans at fixed time points during clinical remission in addition
to scans performed at the suspicion of clinical relapse. A rig-
orous clinical definition of disease activity is required in the
conduct of these studies as recognized by recent recommen-
dations on the management of LVV [45].

Conclusion

This systematic review and meta-analysis suggest that
[18F]FDG-PET/CT may aid in the assessment of disease ac-
tivity in patients with LVV. FDG uptake decreases during
clinical remission, but it remains unclear to what extent the
arterial wall [I8F]FDG uptake normalizes. [18F]FDG-PET/
CT has moderate accuracy to distinguish the active disease
from remission in patients on treatment. Therefore,
[I8F]FDG-PET/CT findings should be interpreted in the con-
text of clinical and biochemical findings. This study also high-
lights the relevance of procedural recommendations for
[18F]FDG-PET/CT in LVV.
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