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Introduction: The aim of this study was to systematically ¢ Patients with UAI had lower prevalence of SCS
review the literature for studies that have investigated compared with those with BAI [OR (95% CI) 0.51 (0.32;
possible differences in prevalence of subclinical Cushing’s 0.81), I* = 55%].

syndrome (SCS) and related clinical implications between nitareral | Eilatera Odds Ratio Odds Ratio

. . . . Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
patients with unilateral (UAI) and bilateral adrenal
incidentalomas (BAI) and to meta-analyze the best Vassiatou 2014 ‘0 224 26 74 205% 040022072

. . vassiliadi 2011 16 13 17 1 15 8% 0.20[0.09 0.44]
eVIdence avallable_ Yener 2014 27 14 1: 28 0.58[0.26, 1.32]

Total (95% CI) 258 100.0% 0.51 [0.32, 0.81]
Total events 199 92
Heterogeneity Tau® = 0.18; Chi* = 11.16, df = 5 (P = 0.05); I° = 55% o1 o1 ] 1o 100

Methods: Electronic databases PubMed, MEDLINE and restiorowerall ffect & = 2 87/ = 0.00% ~ Favours Bilateral  Favours Unilateral
EMBASE were systematically searched. Maimn study

outcome was the prevalence of SCS in patients with UAI ¢ The mass diameter of UAI did not differ from BAI (the
and BAI. Secondary outcomes were the prevalence of size of the largest lesion) [SMD (95% CI) -0.40 (-0.97;
obesity, diabetes, glucose intolerance, hypertension, 0.17), = 91%].

dyslipidemia and osteoporosis in patients with UAI and itateral T Biatera Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

BAI. Random effects odds ratios (OR) or standardized Vordli 2013 25 11 173 42 16 3B 00% 1410178 -10%

. - Olsen 2012 2 1 115 21 1 31 244% -0.10[-0.50, 0.30]
mean differences (SMD) and 95% confidence intervals e NI EF IR R i e
(CI) were calculated. Meta-analysis was conducted using Total (5% C 583 162 1000% -0401-097,017

Heterogeneity, Tau® = 0.30; Chi* = 32.04, df = 3 (P < 0.00001)1 I = 91%

-1

ReVI eW Manager (ReVMan 5 . 3). Test for overall effect; 2 = L2B (P = 0.17) B Favours E:ilaterali_]Fauﬂurs Uni.lateral

Results: | | . | ¢ The prevalence of obesity [SMD (95% CI) 0.06 (-0.10;
¢ Six studies were included 1n the meta-analysis involving 0.22). I2 = 0%], diabetes [OR (95% CI) 0.78 (0.51: 1.21)

1 _ 74%] and dyslipidemia [OR (95% CI) 0.93 (0.49; 1.78), I?
R tetherhtl [ = 49% did not differ between UAI and BAI.

(n=153) (n=6)

Unilateral Bilateral Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
> : Androulakis 2011 289 1l2.8 113 287 >.4 26 18.8% 0.02 [-0.36, 0.29]
Records after duplicates removed Marelli 2013 287 52 175 273 49 38 214%  027[-0.08, 0.62]
(11 = “'1-_-1) Yassilatou 2014 20 5.7 224 3205 5.¢ 74 3B.3%  -0.09[-035 0.17]
~ Yassiliadi 2011 30.5 ;7 131 295 §.¢ 1 21.5% 0.15 [-0.20, 0.50]

Identified

Total (95% CI) 643 189 100.0% 0.06 [-0.10, 0.22]
Heterogeneity, Tau® = =291, df =32 =041 IF = 0%
Records screened Records Test for overall effect: Z = 0.72 (P = 0.47)

(n=54) excluded
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Favours Bilateral Favours Unilateral

Screened

(n = 4”-) Unilateral Bilateral Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Morelli 20132 44 175 5 28  25.8% 126 [0.54, 2.95]

Full_text ﬂIthlﬂS FUH-TeK'[ EllTlClE“’S Vassilatou 2014 45 224 2. ;e 51.63% 063 [0.35, 1.16]

sessed vassiliadi 2011 20 121 3 1 22.7% 0.74 [0.30, 1.84]
ASSES5C excluded

for Ellglblllt} {"'11 _ 8) Total (95% CI) 530 0% 0.78 [0.51, 1.21]

‘— 1A Total events 105 3
{.._11 o 14) Heterogeneity, Tau® = 0.00: Chi* = 1.68, df = 2 (P

Test for owverall effect: £ = 1.10(F = 0.27]

Eligible

0.1 ' 10
Favours Bilateral Fawvours Unilateral

Studies included 1n qualitative synthesis Unilateral Bilateral Odds Ratio Odds Ratio
('I] = 6') Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
' ' Morelli 2013 100 175 22 38 32.2% 0.97 [0.48, 1.97]
Vassilatou 2014 134 224 54 74 35.6% 0.55 [0.31, 0.98]
Vassiliadi 2011 g3 121 19 41 32.2% 2.00 [0.99, 4.07]

Included

Total (95% CI) 530 0% 1.00 [0.47, 2.12]
| | Total events 215

(n=06) Heterogeneity: Tau? = 0.32; Chi?

Test for averall effect: 7 = Q.00 (P

Studies mncluded 1n quantitative synthesis

0.1 ' 10
Favours Bilateral Favours Unilateral

Unilateral Bilateral Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Morelli 2013 77 175 14 28 44.5% 1.25 [0.65, 2.78]

Vassilatou 2014 146 224 54 74 555% 0.69 [0.39, 1.24]

Total (95% CI) 399 112 100.0% 0.93 [0.49, 1.78]
Total events 223 58

Heterogeneity: Tau® = 0.11; Chi* = 1.97, df = 1 (P = 0.16); I° = 49%

Test for owverall effect; Z = 0.21 (P = 0.83]
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2014 Yener =2 of the following 'Z B.0%)
Abnormal 1 mg DST, lugh UFC, low ACTH

2014 Vassilatou ~ Abnormal L DDST plus one more: abnormal mudmght F,  66/298 (22.1%)
low ACTH. lngh UFC. low for age DHEA-S

2013 Morelh =2 of the following: 317215 (23.9%)  41/173 (23.4%)  10/38 (26.3%) . . . . . .
Abnormal 1 me DST, ligh UFC. low ACTE Conclusions: Patients with BAI present a hi1 gher

2012 Olsen Abnormal 1 mg DST and low ACTH 40/146 274%) 27/115(23.0%) 13/31 (42.0%) 0.041
2011 Androulakis Abnormal LDDST 63/149 (42.3%)  48/113 (42.5%) 15/36 41.7%) =005 | £ SCS d ' 1th UAI 1th
k (cut off based on mean +2 5D values 1n controls) ﬁ ﬁ ﬁ preva enc e 0 C Omp are tO patl ents Wlt 2 Wlt Out
6. 2011 Vassihady Abnormal I DDST plus one more: 33/172(19.2%) 16/131(12.2%) 17/41(415%) 0.001 . . t . . . . t.
abnormal muidmght F. low ACTH, high UFC y d ff 1 d 1 1 pl
ACTH: adrenocorticotropic hormone; DHEA-S: dehydroepiandrosterone sulphate; D5T: dexamethasone suppression test; F: cortisol; LDDST: low-dose an 1 erences ln re a e C lnlca lm 1ca 10ns.
dexamethasone suppression test; SCS: subclimcal Cushing syndrome; SD: standard deviations; UFC: urinary free cortisol
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