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Supplementary file 1: Studies measuring serum/plasma IL-6 in patients with glioma

Reference | No. of Cut-off Time of Survival end- | Detection Effect on survival | Covariates in
patients blood- point multivariate
sampling analysis
Albulescu | GBM (55) Did not use No survival XMAP assay,
et al. cut-off end-point Luminex 200
(2013) [1] system,
Human
cytokine 12-
plex kit
Batchelor | Recurrent ”Biomarker | Before Radiographic | Multiplex Pretreatment:
etal. GBM (31) levels cediranib progression, enzyme-linked
(2010) [2] measured on | therapy and 8 | Mortality immunosorben | Progression: HR -
quantitative | hours, 1, 9, t assay plates | 8; 95% Cl -17-2;
scales were | 28, 56, 84 (Meso-Scale | p=0.12
log- and 112 days Discovery, _
transformed | thereafter Gaithersburg, | Mortality: HR -4;
and changes MD) 95% CI -12-5;
were p=0.36

calculated as
ratios of on-
study to
baseline
values”

Change at 8 hours
after cediranib
treatment:

Progression: HR -
26; 95% CI -64-52;
p=0.40
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Mortality: HR -27;
95% CI -69-72;
p=0.45

Change at 1 day
after cediranib
treatment

Progression: HR -
22; 95% CI -51-23,;
p=0.29

Mortality: HR -18;
95% ClI -29-96;
p=0.52

Batchelor | GBM(40) Log- ”Before and | PFS and OS No association with
etal. transformed | after outcome
(2013) [3] covariates, cediranib-
biomarker chemoradiati
changes were | on therapy at
expressed as | days 1, 2, and
ratios, 14, and then
reported as weekly until
median with | the end of
interquartile | combination
intervals therapy
(week 10)”
Buneviciu | HGG (48), > 2 pg/ml 12-month and | Radioimmunoa | HGG 12-month: Patient age (years),
setal. LGG (21) 60-month ssay method OR 4.068; 95% CI | gender, tumor
(2018) [4] mortality risk | (Roche Cobas | 1.664-9.946; histological
analyzer, p=0.002 diagnosis
Assessment of | Roche (HGGVsLGG),
survival: time adjuvant treatment
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in days from Diagnostics, HGG 60-month: (yes vs. no), extent
hospital UK) OR 2.623; 95% CI | of resection,
discharge date 1.129-5.597; elevated hsCRP
until time of p=0.01
death
Carlsson | GBM (18) Pre- Human
et al. operatively recombinant
(2010) [5] and during scFv antibody
immunization microarray
4 and 8
(autologous
IFN-y
transfected
glioma cells)
Chiorean | GBM (14) Median value | Before DFS and OS Commercial All patients:
et al. (>42 ng/ml) | surgical ELISA (R&D
(2014) [6] resection Systems, DFS: HR 1.44;
Minneapolis, 95% CI1 0.43-4.75;
MN) p=0.53
OS: HR 1.36; 95%
C10.41-4.48;
p=0.59
Demirci et | GBM (38), Median value | 2-3 weeks PFS and OS Commercial All patients: PFS:
al. (2012) | AA (6) (>3.73) after surgery ELISA (R&D | p=0.69
[7] Systems,
Minneapolis, | OS: p=0.40
MN, USA)

(Univariate log-
rank test)
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Doroudch | Glioma (38) | Did not use Before No survival Biotin-avidin
ietal. cut-off surgery end-point commercial
(2013) [8] and/or before ELISA assay
therapy (BMS213/2,
ebioscience,
USA)
Gerstner | GBM (17) Continuous Prior to PFS and OS Multiplex Not reported
et al. log therapy, 8h, 1 ELISA (Meso-
(2011) 9] transformed | day, 2 days, 9 Scale
days, 50 days Discovery,
and 4 weeks Gaithersburg,
after MD)
completion of
radiation
Kalpathy- | Recurrent Changes Baseline, PFS and OS Human No association with
Cramer et | GBM (10) were within 24- Proinflammato | OS or PFS
al. 2017 expressed as | 72h after ry-4 Kit
[10] an absolute | treatment (K15025A) Change from Cycle
difference initiation 1 day 2 to baseline
from baseline | with (Cox Univariate
measurement | tivozanib and analysis):
S monthly
thereafter PFS: HR 081, 95%
Cl10.24-2.67;
p=0.73
Kmiecik | GBM (10) - During Dit not Cytometric Not relevant -
et al. surgical measure Bead Assay
(2013) resection survival (BD
[11] Biosciences)




Nijaguna | GBM (148) - Prior to ELISA Not reported
et al. surgery
(2015)
[12]
Reynés et | GBM (40) 3.6 pg/ml Before Survival and Commercial No association -
al. (2011) surgery progression- ELISA (High | between marker
[13] free survival Sensitivity level and survival
Human IL-6 or PFS (Kaplan-
ELISA Kit, Meier, log rank
Diaclone) test)
Shan et al. | Glioma >20 ? (serum; | 24 h before Survival time | Double- IL-6 in serum and
(2015) WHO I-11 before surgeryand 1 | and antibody decrement after
[14] (18), Glioma | surgery) month after progression- sandwich surgery were
WHO 1l surgery free survival ELISA related to prognosis
(25), GBM >50% (HUYU (Kaplan-Meier)
(43) decrement Biological
(change from Technology
before to one Co., Ltd.,
month after Shanghai)
surgery)
Xu et al. GBM (23, Median Immediately | Survival Luminex Did not have
(2012) plasma), protein before multiplex significant
[15] Glioma Il expression surgery immunoassay | prognostic value
(5), level (log-rank test)
Zhenjiang | GBM WHO | ‘Median Day of Overall Commercial Forward and Radiotherapy,
et IV (145), concentration | surgery, prior | survival ELISA backward stepwise | Chemotherapy,
Glioma values of to initiation (MABTECH, | multivariate EBNA-1,
al. (2018) | WHO II-I1l | cytokines in | of cancer Stockholm, analysis: Survivingz-111,
[16] (60) samples therapy Sweden) Serum IFN-y/TNF-
which could GBM: IL-4/IL- o/IL-17A
generate the 5/1L-6: OS: HR:
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greatest 1.7851; 95% ClI

hazard ratios 0.996-3.20;

between two p=0.052

groups’

Supplementary file 1: Studies measuring serum/plasma YKL-40 in patients with glioma
Reference | No. of Cut-off Time of Survival end- | Detection Effect Covariates in
patients blood- point multivariate
sampling analysis

Bernardi | 60 YKL-40 ratio | Preoperativel | OS (time from | Quantitative Univariate Cox Age, extent of
et al. ((1-week y (fasting), 1 | the date of immunoassay | analysis on OS: resection
(2012) value- week, 1 surgery to date | (Quidel
[17] baseline month and of death or last | Corporation, | Baseline YKL-40:

value)/baseli | every 3 follow-up) San Diego, 1.01 (0.99-1.02);

ne value) months after CA) p=0.549

(time- surgery

covariate or
dichotomizati
on >0.5 or >
1)

Baseline
YKL-40
(time-
dependent
covariate)

15 week
YKL-40
(time-

1.01 (1.003-1.015);
p=0.004

YKL-40 ratio: 2.53
(1.37-4.63);
p=0.003

Multivariate Cox
analysis on OS:

YKL-40 ratio: 1.97
(1.03-3.8); p=0.040




dependent

covariate)
Boisenet | 563 (GBM) >90th Within29to | PFS and OS Commercial All patients: Treatment BEV vs
al. (2018) percentile of | 48 days after ELISA Pl, Age, Race,
[18] AVAglio trial | normal surgery (Quidel, San | PFS: HR 1.84; 95% | WHO PS, MGMT,
(before Diego, Cl11.20-2.80; Type of surgery,
treatment California) p=0.0047 corticosteroid use
with at baseline, gender,
RT/TMZ and 0S: HR 1.94;,95% | MMSE score,
bev/placebo), C1'1.23-3.06; delay between
additional p=0.0042 surgery and
samples were . subsequent
taken at (Multlyarlate treatment, primary
regular analysis) vs secondary
intervals and glioblastoma,
at enzyme-inducing
progression anti-epileptic drug
use at baseline,
confirmation of
GBM histology
Gallego 111 (GBM) Probably 60 | Immediately | PFS (time Commercial PFS: HR 1.09; 95% | Age, KPS, extent
Pérez- ng/ml before from surgery ELISA C10.83-1.42; of surgery, tumor
Larraya et surgery to disease (TECOmedical | p=0.54 size, plasma levels
al. (2014) progression or | SARL, of IGFBP-2 and
[19] death), OS Versailles, OS:HR 1.21;95% | GFAP.
(date of France) C10.89-1.64;
surgery or last p=0.23
follow-up) o
(Univariate
analysis)
Multivariate

analysis: YKL-40
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not included in

final model
Hormigo | 77 (GBM) Continuous All blood OS (time from | Commercial GBM:
et al. (75 included | log scale (per | samples were | registrationto | ELISA
(2006) in survival doubling of | obtained date of death | (Quidel, San Continuous YKL-
[20] analysis); 66 | YKL-40 within 4 or last follow- | Diego, 40 OS: HR 1.4;
(Glioma Ill) | values) weeks of up) California) 95% CI 1.1-1.9;
MRI, further p=0.02
Changein | for some _
markers patients Change in YKL
compared undergoing 40: No association
with the first | surgery with survival
level samples were p=0.12
determined | taken within o
for each 14 days Anaplastic glioma:
patient (per reoperativel .
doubling of 5 ang serially ggntlnuous YKL-
YKL-40 1-14 days ): no association
values). postoperative W_'th survival
p=0.26

ly

Change in YKL-
40: OS: HR 1.7;

95% C10.94-3.2;
p=0.08

Anaplastic
astrocytoma:

Continuous YKL-
40: OS: HR 2.2;




95% CI1 0.99-4.9;
p=0.05

Change in YKL-
40: OS: HR 2.3;

95% C1 0.98-5.2;
p=0.06

(Univariate
analysis)
Iwamoto | 197 (GBM) Change in Patients Survival (time | Commercial GBM: Age, extent of
et al. (165 included | YKL-40 (per | could enroll | from study ELISA _ resection at
(2011) in doubling of | at any time registration to | (Quidel, San | Change in YKL- diagnosis, baseline
[21] multivariate | YKL-40 during date of death | Diego, 40: OSHR 1.4; KPS, tumor burden
analysis), 105 | values) disease, or last follow- | California) 95% CI 1.2-1.6;
(Glioma I11) serum up) p<0.0001
(98 included | =98 ng/ml samples were o
in taken at (MUItlva”ate
multivariate baseline and analysis)
analysis), 41 every 2-3 i
(LGG) months Newly-diagnosed
GBM (subgroup):
58 (newly First blood- )
diagnosed sample >98 ng/ml baseline:
- 050
GBM, trial) within 3 OS HR 1.27,95%
months of C11.0-1.4; p=0.03
143 of the diagnosis was .
patients considered (Kaplan-Meier)
;Tgéuge%i[;ed newly- Single baseline
in H orrF:ﬂ 0 diagnosed measurement not
et al 200% prognostic when

adjusted for
prognostic factors
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Newly-diagnosed
GBM (trial
patients)

Change in YKL-
40: OS: HR 1.5;
95% C11.1-2.0;
p=0.01

PFS: HR 0.93; 95%
C10.7-1.2; p=0.51

Anaplastic glioma:

Change in YKL-
40: OS: HR 1.4;
95% CI 1.1-1.9;
p=0.01

(Multivariate
analysis)

Anaplastic
astrocytoma:

Change in YKL-
40: OS: HR 1.5;
95% CI11.1-2.1;
p=0.008

(Univariate
analysis)
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Tanwar et | 45 (GBM); No cut-off No survival Commercial
al. (2002) | 20 (Glioma end-point ELISA
[22] [-111) (Metra/Later
named Quidel
Biosystems)
van Linde | 47 (GBM) Postoperative | PFS (time ELISA Y KL-40 not
et al. (median 21 between (Sunred associated with
(2016) days from surgery and Biological PFS p=0.54 (Cox
[23] surgery until | disease Technology regression analysis)
sampling), progression), Co)
after OS (time
chemoradiati | between
on, after surgery and
completion of | death)
adjuvant
treatment
phase

Studies measuring serum/plasma IL-6 or YKL-40 in patients with glioma. AA, anaplastic astrocytoma; DFS, disease-free survival; GBM,
glioblastoma; HGG, high-grade glioma, LGG, low-grade glioma; OS: overall survival; PFS: progression-free survival
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