Chapter 9

Supplemental Data 3: Raw figures main analyses

Generic quality of life in untreated Cushing syndrome patients.

Test
Author Year name Population ES (95% CI)
Cross-sectional
Abraham 2013 SF-36: PCS 66 L 2 34.60 (31.85, 37.35
Abraham 2013 SF-36: MCS 66 hd 40.90 (37.76, 44.04
Johnson 2003 SF-36: PCS 42 37.50(33.72, 41.28
Johnson 2003 SF-36: MCS 42 37.90 (34.27, 41.53
Johnson 2003 SF-36: PF 42 36.60 (32.94, 40.26
Johnson 2003 SF-36: RP 42 36.10 (32.05, 40.15
Johnson 2003 SF-36: BP 42 & 40.80 (37.29, 44.31
Johnson 2003 SF-36: GH 42 : 36.40 (33.16, 39.64
Johnson 2003 SF-36: SF 42 35.00(31.10, 38.90
Johnson 2003 SF-36: RE 42 t 38.80 (34.51, 43.09
Johnson 2003 SF-36: MH 42 38.40 (35.07, 41.73
Johnson 2003 SF-36: VT 42 * 35.40 (31.83, 38.97
Van der Pas 2012 NHP: energy 17 —_—— 68.00 (48.22, 87.78
Van der Pas 2012 NHP: pain 17 —f— 16.30 (4.04, 28.56
Van der Pas 2012 NHP: emotional reaction 17 = 29.50(19.28, 39.7
Van der Pas 2012 NHP: sleep 17 —pe— 38.70 (23.20, 54.20'
Van der Pas 2012 NHP: physical ability 17 —— 32.50 (20.00, 45.00
Van der Pas 2012 NHP: social isolation 17 == 17.10 (3.74, 30.46
Van der Pas 2012 NHP: overall score 17 —— 33.70 (19.44, 47.9
Van der Pas 2012 SF-36: PF 17 —— 54.40 (42.47,66.33
Van der Pas 2012 SF-36: RP 17 —_—— 33.60 .82, 52.38
Van der Pas 2012 SF-36: BP 17 —— 75.30 .08, 86.52
Van der Pas 2012 SF-36: GH 17 - 45.60 (36.24, 54.96
Van der Pas 2012 SF-36: SF 17 i 59.40 .85, 71.95
Van der Pas 2012 SF-36: RE 17 60.40 (41.01, 79.79'
Van der Pas 2012 SF-36: CH 17 —— 25.00(11.26. 38.74'
Longitudinal
Dorn 1997 SCL-90-R: general severity 3 * 66.52 :89,69.15
Dorn 1997 SCL-90-R: positive symptom distress 33 63.14 (60.50, 65.78
Dorn 1997 SCL-80-R: positive symptom total 33 64.38 (61.67, 67.09
Dorn 1997 SCL-90-R: somatizafion r 33 4 63.86 (61.43, 66.29
Dorn 1997 SCL-90-R: obsessive-compulsive 33 665.29 (61.97, 68.61
Dorn 1997 SCL-90-R: interpersonal sensitivity ~ 33 64.00 (60.89, 67.11
Dorn 1997 SCL-90-R: depression 33 66.33 (63.66, 69.00°
Dorn 1997 SCL-90-R: anxiety 33 65.00 (61.50, 68.50'
Dorn 1997 SCL-90-R: hostility 33 * 58.71 (55.74, 61.68
Dorn 1997 SCL-90-R: phobic anxiety 33 z 56.43 (53.20, 59.66
Dorn 1997 SCL-90-R: paranoid ideation 33 56.00 (52.24, 59.76
Dorn 1997 SCL-90-R: é)sychotimsm 33 * 67.86 (65.89, 69.83
Fleseriu 2012 SF-36: PC 50 * 34.90 (31.85, 37.95
Fleseriu 2012 SF-36: MCS 50 * 40.00 (35.98, 44.02
lacobone 2012 SF-36: PCS 20 L3 50.90 (47.70, 54.
lacobone 2012 SF-36: MCS 20 + 43.80 (38.63, 48.97
Lindsay 2006 SF-36: PCS 23 L ] 32.60 (28.31, 36.89
Lindsay 2006 SF-36: MCS 23 e 38.80 (33.69, 43.91
Lindsay 2006 SF-36: PF 23 & 28.30 (23.80, 32.80
Lindsay 2006 SF-36: RP 23 L ] 31.80 (27.55, 36.05
Lindsay 2006 SF-36: BP 23 & 41.90 (37.24, 46.56
Lindsay 2006 SF-36: GH 23 & 34.40 (30.97, 37.83
Lindsay 2006 SF-36: SF 23 L 29.80 (23.79, 35.81
Lindsay 2006 SF-36: RE 23 + 36.60 (31.25, 41.95
Lindsay 2006 SF-36: MH 23 +* 39.70 (35.16, 44.24
Lindsay 2006 SF-36: VT 23 L 36.40 (31.33, 41.47
Milian 2013 SF-36: PF 14 = o 9.60 (-0.88, 20.086)
Milian 2013 SF-36: RP 14 —_—— 21.60 (4.84, 38.3
Milian 2013 SF-36: BP 14 — 24.90(10.23, 39.57)
Milian 2013 SF-36: GH 14 x. 12.10 (3.20, 21.00
Milian 2013 SF-36: SF 14 1 12.40 (-1.22, 26.02)
Milian 2013 SF-36: RE 14 —— 22.10 (6.39, 37.81
Milian 2013 SF-36: MH 14 —— 13.00 (0.95, 25.05
Milian 2013 SF-36: VT 14 e 9.80 (-1.20, 20.80
Milian 2013 SCL-90-R: general severity 14 x 84.10 (72.05, 96.15
Milian 2013 SCL-90-R: positive symptom distress 14 84.60 (72.55,
Milian 2013 SCL-90-R: positive symptom total 14 o 69.40 (57.35, 81.45
Milian 2013 SCL-90-R: somatization 14 x 80.90 (68.85, 92.95'
Milian 2013 SCL-90-R: obsessive-compulsive 14 82.40 (70.88, 93.92
Milian 2013 SCL-80-R: interpersonal sensitivity 14 —#— 79.10 (67.05, 91.15
2013 SCL-90-R: depression 14 == 87.10(75.58, 98.62
2013 SCL-90-R: anxiety 14 -#= 83.10(72.62, 93.58
2013 SCL-90-R: hostility 14 - 77.60 (69.74, 85.46
2013 SCL-90-R: phobic anxiety 14 e 72.00 (56.29, 87.71
2013 SCL-90-R: paranoid ideation 14 —_—— 65.10 (48.86, 81.34
2013 SCL-90-R: psychoticism 14 —4#— 80.40(68.35,92.45
2013 WHOQoL-BREF: physical 17 —— 35.70 (25.34, 46.06
2013 WHOQoL-BREF: psychological 17 — 45.40 (36.46, 54.34
2013 WHOQol-BREF: social relationships 17 - 58.30 (46.27, 70.33
2013 WHOQol-BREF: environmental 17 ) - 73.60 (66.80, 80.40
2013 WHOQol-BREF: overall score 17 . 20.80 (13.53, 28.07
2012 EuroQolL y 59 L 63.00 (57.90, 68.10°
2007 SCL-90-R: depression 23 h 47.52 (43.51, 51.53
2007 SCL-90-R: anxiety 23 * 44.78 (41.60, 47.96
2007 SCL-90-R: obsessive-compulsive 23 i 49.91 (45.91, 53.91
2007 SCL-90-R: paranoid ideation 23 * 45.48 (41.71,49.25
2007 SCL-90-R: somatization 23 +* 54.48 (50.16, 58.80
2017 SF-36: PF 43 - 41.26 (31.31, 51.21
2017 SF-36: RP 43 - 21.34 (10.44, 32.24
2017 SF-36: BP 43 - 44.55 (36.15, 52.95
2017 SF-36: GH 43 36.17 (28.81, 43.53
2017 SF-36: SF 43 37.50 (28.06, 46.94
2017 SF-36: RE 43 37.50 (24.50, 50.50
2017 SF-36: MH 43 B 55.80 (48.46, 63.14
2017 SF-36: VT 43 - 24.30 (17.57, 31.03
| |
-98.6 0 98.6

Higher score represents lower quality of life: NHP, SCL-90-R
Partially overlapping populations: Milian 2013 and Milian 2013 (2)



ES (85% CI)

Test

Generic quality of life in treated Cushing syndrome patients.
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Higher score represents lower quality of life: EuroQoL-5D (all scales except VAS), GHQ-28, NHP, physical symptoms
checklist, PSI (except well-being), SCL-90(-R), SF-20, SIP, SRT

Partially overlapping populations: Milian 2013, Milian 2013 (2), and Milian 2014; Milian 2015 and Psaras 2011; Tiemensma
2011 and Van Aken 2005; Sonino 2006 and Sonino 2007

Generic quality of life in healthy controls.

Test
Author Year name Population ES (95% Cl)
Cross-sectional
Alcalar 2013 SF-36: PF 40 * 24.67 (23.73, 25.61)
Alcalar 2013 SF-36:RP 40 L 6.98 (6.49, 7.47)
Alcalar 2013 SF-36:BP 40 * 11.03 (8.01, 14.05)
Alcalar 2013 SF-36:GH 40 * 19.03 (18.08, 19.98)
Alcalar 2013 SF-36: SF 40 * 8.24 (7.52, 8,96)
Alcalar 2013 SF-36:RE 40 5.16 (4.75, 5.57)
Alcalar 2013 SF-36: MH 40 & 21.22 (19.84, 22 60)
Alcalar 2013 SF-36: VT 40 @ 16.08 (14.76, 17.40)
Psaras 2011 SF-36: PF 28 :: 52.20 (42.87, 61.53)
Psaras 2011 SF-36:RP 28 52.30 (43.30, 61.30)
Psaras 2011 SF-36:BP 28 == 45.40 (37.07, 53.73)
Psaras 2011 SF-36: GH 28 —— 64.10 (53.51, 74.69)
Psaras 2011 SF-36: SF 28 i 56.40 (46.44, 66.36)
Psaras 2011 SF-36:RE 28 g 57.90 (50.64, 65.16)
Psaras 2011 SF-36: MH 28 i 64.70 (54.14, 75.26)
Psaras 2011 SF-36: VT 28 B 56.70 (45.33, 68.07)
Psaras 2011 SCL-90-R: general severity 28 G 52.30 (43.52, 61.08)
Psaras 2011 SCL-90-R: positive symptom distress 28 e 44,90 (35.97, 53.83)
Psaras 2011 SCL-90-R: positive symptom total 28 x 53.70 (45.03, 62.37)
Psaras 2011 SCL-90-R: somatization 28 54.90 (44.08, 65.72)
Psaras 2011 SCL-90-R: obsessive-compulsive 28 —5— 56.40 (47.25, 65.55)
Psaras 2011 SCL-90-R: interpersonal sensitivity 28 == 51.70 (43.00, 60.40)
Psaras 2011 SCL-90-R: depression 28 - 49.20 (41.38, 57.02)
Psaras 2011 SCL-90-R: anxiety 28 —— 52.90 (43.75, 62.05)
Psaras 2011  SCL-90-R: hostility 28 i 38.30 (29.82, 46.78)
Psaras 2011 SCL-90-R: phobic anxiety 28 == 43.80 (34.02, 53.58)
Psaras 2011 SCL-90-R: paranoid ideation 28 —— 41.30 (31.26, 51.34)
Psaras 2011 SCL-90-R: psychoticism 28 4= 38.70 (30.66, 46.74)
Ritvonen 2015 15D 4040 0.93 (0.93, 0.93)
Sonino 2006 SRT 24 L 15.50 (13.30, 17.70)
Sonino 2007 PSI: stress 15 1.50 (0.74, 2.28)
Sonino 2007 PSI: distress 15 + 8.30 (5.87, 10.73)
Sonine 2007 PSI: abnormal iliness behaviour 15 0.50 (0.25, 0.75)
Sonine 2007 PSI: well-being 15 & 6.90 (5.79, 8.01)
Sonino 2007 SF-20: PF 15 1.60 (0.59, 2.61)
Sonino 2007 SF-20: role functioning 15 0.30 (-0.05, 0.65)
Sonino 2007 SF-20: SF 15 0.30 (0.05, 0.55)
Sonino 2007 SF-20: MH 15 5.10 (3.38, 6.82)
Sonino 2007 SF-20: health perceptions 15 * 7.50 (6.13, 8.87)
Sonino 2007 SF-20: pain 15 0.90 (0.34, 1.46)
Szczesniak 2017 WHOQoL-BREF: physical 65 * 60.48 (58.66, 62.30)
Szczesniak 2017  WHOQoL-BREF: psychological 85 L 69.28 (67.19, 71.37)
Szczesniak 2017 WHOQolL-BREF: social relationships 65 @ 79.40(76.51, 82.29)
Szczesniak 2017 WHOQoL-BREF: environmental 65 & 69.72 (66.88, 72.56)
Szczesniak 2017 GHQ-28 85 & 2.63 (178, 3.48)
Van Aken 2005 SF-36: PF 1063 * 79.00 (77.68, 80.32)
Van Aken 2005 SF-36:RP 1063 % 77.00 (74.78, 79.22)
Van Aken 2005 SF-36:BP 1063 # 80.00(78.50, 81.50)
Van Aken 2005 SF-36:GH 1063 * 69.00 (67.68, 70.32)
Van Aken 2005 SF-36: SF 1063 & B87.00(85.74, 88.26)
Van Aken 2005 SF-36: RE 1063 & 84.00(82.08, 85.92)
Van Aken 2005 SF-36:CH 1063 L 51.00 (49.86, 52.14)
Van Aken 2005 NHP: energy 1996 L 3 14.00 (12. 86 15.14)
Van Aken 2005 NHP: pain 1996 : 8.00(7.21,8.79)
Van Aken 2005 NHP: emotional reaction 1996 9.00 (8. 30 9. 70)
Van Aken 2005 NHP: sleep 1996 < 16.00 (14 90 17 10)
Van Aken 2005 NHP: physical ability 1996 L 3 7.00 (6.39, 7.61)
Van Aken 2005 NHP: social isolation 1996 < 6.00 (5. 30 6 70)
Van Aken 2005 NHP: overall score 1996 L 10.00 (9.14, 10.86)
Van der Pas 2012 NHP: energy 1996 L J 12.10(10.98, 13.22)
Vander Pas 2012 NHP: pain 1996 z 7.50 (6.69, 8. 31)
Vander Pas 2012 NHP: emotional reaction 1996 8.10 (7.39, 8.81)
Vander Pas 2012 NHP: sleep 1996 & 14.80 (13. ?D, 15.90)
Van der Pas 2012 NHP: physical ability 1996 L 3 8.50 (7.89, 9.11)
Van der Pas 2012 NHP: social isolation 1996 £ 5.30 (4.60, S 00)
Van der Pas 2012 NHP: overall score 1996 L 3 9.40 (8.54, 10.26)
Van der Pas 2012 SF-36: PF 1063 4 81.90(80.51, 83.29)
Van der Pas 2012 SF-36: RP 1063 79.40 (77. 27 81.53)
Van der Pas 2012 SF-36: BP 1063 79.50 (77.96, 81.04)
Van der Pas 2012 SF-36: GH 1063 + 72.70 (71.34, 74.06)
Van der Pas 2012 SF-36: SF 1063 # B6.90 (8567, 88.13)
Van der Pas 2012 SF-36: RE 1063 @ 84.10(82.16, 86.04)
| |
-88.3 0 88.3

Higher score represents lower quality of life: GHQ-28, NHP, PSI (except well-being), SCL-90-R, SF-20, SRT
Partially overlapping populations: Sonino 2006 and Sonino 2007



Generic quality of life in Cushing syndrome patients before versus after treatment.

Test

Author Year name SMD (95% Cl)
Longitudinal

Do 1997 SCL-90-R: general severity ——— -1.09 (-1.61, -0.57)
Dorn 1997 SCL-90-R: positive symptom distress e -0.78 (-1.28, -0.28)
Dorn 1997 SCL-90-R: positive symptom total —_—— -0.96 (-1.47, -0.45)
Dorn 1997 SCL-90-R: somatization —_—— -0.59 (-1.08, -0.10)
Dorn 1997 SCL-90-R: obsessive-compulsive s -0.78 (-1.28, -0.28)
Dorn 1997 SCL-90-R: interpersonal sensitivity il -0.89 (-1.40, -0.38)
Dorn 1997 SCL-90-R: depression —— -0.97 (-1.48, -0.46)
Dorn 1997 SCL-90-R: anxiety —_—— -0.98 (-1.49, -0.47)
Dorn 1997 SCL-90-R: hostility —_—— -0.76 (-1.26, -0.26)
Domn 1997 SCL-90-R: phobic anxiety ———— -0.62 (-1.11,-0.12)
Dorn 1997 SCL-90-R: paranoid ideation —_— -0.54 (-1.03, -0.05)
Dorn 1997 SCL-90-R: psychoticism —_—— -1.75 (-2.32,-1.18)
Fleseriu 2012 SF-36: PCS =l -0.39 (-0.78, 0.01)
Fleseriu 2012 SF-36: MCS e e -0.40 (-0.79, -0.00)
lacobone 2012 SF-36: PCS —_——— -0.79 (-1.44, -0.15)
lacobone 2012 SF-36: MCS —_—— -0.94 (-1.59, -0.28)
Lindsay 2006 SF-36: PCS —_— -1.13 (-1.76, -0.51)
Lindsay 2006 SF-36: MCS ———— -1.05 (-1.67, -0.43)
Lindsay 2006 SF-36: PF — e -1.56 (-2.23,-0.90)
Lindsay 2006 SF-36: RP ———— -1.20 (-1.83, -0.57)
Lindsay 2006 SF-36: BP —— -0.64 (-1.23, -0.05)
Lindsay 2006 SF-36: GH —_— -1.49 (-2.15, -0.84)
Lindsay 2006 SF-36: SF s -1.28 (-1.92, -0.65)
Lindsay 2006 SF-36: RE e -1.14 (-1.76, -0.51)
Lindsay 2006 SF-36: MH —_—— -1.13 (-1.76, -0.51)
Lindsay 2006 SF-36: VT —_—— -1.08 (-1.70, -0.46)
Milian 2013 SF-36: PF —_—— -1.18 (-1.99, -0.38)
Milian 2013 SF-36: RP —t— -0.60 (-1.35, 0.16)
Milian 2013 SF-36: BP —_— -0.67 (-1.43, 0.09)
Milian 2013 SF-36: GH —_—— -0.83 (-1.60, -0.05)
Milian 2013 SF-36: SF e - -1.08 (-1.88, -0.28)
Milian 2013 SF-36:RE e -0.66 (-1.42, 0.10)
Milian 2013 SF-36: MH e -1.32 (-2.14, -0.50)
Milian 2013 SF-36: VT ————— -0.82 (-1.59, -0.05)
Milian 2013 SCL-90-R: general severity —— -0.94 (-1.72, -0.16)
Milian 2013 SCL-90-R: positive symptom distress —_——— -1.17 (-1.98, -0.37)
Milian 2013 SCL-90-R: positive symptom total e -0.55 (-1.31, 0.20)
Milian 2013 SCL-90-R: somatization —— -0.99 (-1.78, -0.20)
Milian 2013 SCL-90-R: obsessive-compulsive —_—— -0.77 (-1.54, 0.00)
Milian 2013 SCL-90-R: interpersonal sensitivity —_—— -0.89 (-1.67, -0.11)
Milian 2013 SCL-90-R: depression —_—— -1.04 (-1.84, -0.25)
Milian 2013 SCL-90-R: anxiety —_——— -1.39 (-2.22, -0.56)
Milian 2013  SCL-90-R: hostility e — -0.98 (-1.77,-0.19)
Milian 2013 SCL-90-R: phobic anxiety —_—— -1.10 (-1.90, -0.30)
Milian 2013 SCL-90-R: paranoid ideation —le———es -0.62 (-1.37,0.14)
Milian 2013 SCL-90-R: psychoticism —_—— -1.31 (-2.13, -0.49)
Milian (2) 2013 WHOQoL-BREF: physical e -1.25 (-1.99, -0.52)
Milian (2) 2013 WHOQoL-BREF: psychological —_————— -0.86 (-1.57, -0.16)
Milian (2) 2013 WHOQoL-BREF: social relationships —_—— -0.92 (-1.63, -0.21)
Milian (2) 2013 WHOQoL-BREF: environmental $ -0.11 (-0.78, 0.56)
Milian (2) 2013 WHOQoL-BREF: overall score e e -1.74 (-2.54, -0.95)
Santos 2012 EuroQoL —— -0.59 (-0.98, -0.22)
Starkman 2007 SCL-90-R: depression —_— -1.03 (-1.65, -0.42)
Starkman 2007 SCL-90-R: anxiety —_—— -1.07 (-1.69, -0.45)
Starkman 2007 SCL-90-R: obsessive-compulsive —_——— -0.74 (-1.34, -0.15)
Starkman 2007 SCL-90-R: paranoid ideation —_———t -0.57 (-1.16, 0.02)
Starkman 2007 SCL-90-R: somatization —_—— -1.20 (-1.83, -0.57)
Ye 2017 SF-36: PF —_— -0.58 (-1.02, -0.15)
Ye 2017 SF-36:RP —p—— -0.73 (-1.186, -0.29)
Ye 2017 SF-36:BP —p— -0.54 (-0.97, -0.11)
Ye 2017 SF-36: GH —_—— -0.84 (-1.28, -0.40)
Ye 2017 SF-36: SF —l—— -0.89 (-1.34, -0.45)
Ye 2017 SF-36:RE —_—— -0.59 (-1.02, -0.15)
Ye 2017 SF-36: MH —_——t -0.38 (-0.80, 0.05)
Ye 2017 SF-36: VT —— -0.86 (-1.31, -0.42)

|
2.54 0 2.54
Treatment No treatment

Partially overlapping populations: Milian 2013 and Milian 2013 (2)



Generic quality of life in Cushing syndrome patients after treatment versus healthy controls.

Test
Author Year name SMD (95% Cl)
Cross-sectional
Alcalar 2013 SF-36: PF e -0.78 (-1.23, -0.32)
Alcalar 2013 SF-36:RP ——p— -0.39 (-0.84, 0.05)
Alcalar 2013 SF-36: BP —] -0.43 (-0.87, 0.01)
Alcalar 2013 SF-36: GH —— -0.69 (-1.14, -0.24)
Alcalar 2013 SF-36: SF S e -0.27 (-0.71, 0.17)
Alcalar 2013 SF-36:RE ] -0.19 (-0.63, 0.25)
Alcalar 2013 SF-36: MH e -0.21 (-0.65, 0.23)
Alcalar 2013 SF-36: VT ——— -0.23(-0.67, 0.21)
Psaras 2011 SF-36: PF e -0.41 (-0.96, 0.14)
Psaras 2011 SF-36:RP —_——— -0.80 (-1.36, -0.23)
Psaras 2011 SF-36:BP ——l—— -0.13(-0.68, 0.41)
Psaras 2011 SF-38: GH ——— -0.95 (-1.53, -0.38)
Psaras 2011 SF-36: SF —ip—— -0.81(-1.38, -0.24)
Psaras 2011 SF-36: RE _— -0.62 (-1.18, -0.06)
Psaras 2011 SF-36: MH —_—— -0.76 (-1.32, -0.19)
Psaras 2011 SF-36: VT —p——t -0.49 (-1.05, 0.06)
Psaras 2011  SCL-90-R: general severity —_—— -0.83 (-1.40, -0.26)
Psaras 2011 SCL-90-R: positive symptom distress — | -0.58 (-1.14, -0.02)
Psaras 2011 SCL-90-R: positive symptom total i -0.42 (-0.98, 0.13)
Psaras 2011 SCL-90-R: somatization el -0.29 (-0.84, 0.26)
Psaras 2011 SCL-90-R: obsessive-compulsive —_— -0.39 (-0.94, 0.16)
Psaras 2011 SCL-90-R: interpersonal sensitivity ——te -0.32 (-0.87, 0.23)
Psaras 2011 SCL-90-R: depression —_—— -0.69 (-1.25, -0.13)
Psaras 2011 SCL-90-R: anxiety —_——— -0.07 (-0.61, 0.48)
Psaras 2011 SCL-90-R: hostility —_—— -0.87 (-1.44, -0.30)
Psaras 2011 SCL-90-R: phobic anxiety ———i— -0.34 (-0.89, 0.21)
Psaras 2011 SCL-90-R: parancid ideation e -0.45 (-1.00, 0.10)
Psaras 2011 SCL-90-R: psychoticism e -0.88 (-145,-0.31)
Ritvonen 2015 15D —tp—] -0.43 (-0.86, -0.00)
Sonino 2008 SRT —_—— -1.26 (-1.88, -0.64)
Sonino 2007 PSI: stress —_—— -0.82 (-1.57, -0.08)
Sonino 2007 PSI: distress —_——t -0.62 (-1.35, 0.12)
Senina 2007 PSI: abnormal iliness behaviour —eee -0.41(-1.14, 0.31)
Sonino 2007 PSI: well-being —_— -1.01 (-1.77, -0.25)
Sonino 2007 SF-20: PF —_—— -1.52 (-2.34, -0.70)
Sonino 2007  SF-20: role functioning e ——— -1.61 (-2.44, -0.78)
Sonino 2007 SF-20: SF e -0.69 (-1.42, 0.05)
Scnino 2007 SF-20: MH ———— -0.54 (-1.27, 0.19)
Sonino 2007 SF-20: health perceptions —_—— -0.85 (-1.60, -0.10)
Sonino 2007 SF-20: pain _— -0.10 (-0.81, 0.62)
Szczesniak 2017  WHOQoL-BREF: physical —_—— -1.37 (-1.97, -0.77)
Szczesniak 2017 WHOQoL-BREF: psycholegical —_—— -1.54 (-2.15, -0.92)
Szczesniak 2017  WHOQoL-BREF: social relationships —_— -1.42 (-2.03, -0.82)
Szczesniak 2017  WHOQoL-BREF: environmental —— -0.58 (-1.14, -0.01)
Szczesniak 2017 GHQ-28 —p——— -1.49 (-2.09, -0.88)
Van Aken 2005 SF-36: PF —fp— -0.49 (-0.76, -0.23)
Van Aken 2005 SF-36: RP —p— -0.32 (-0.59, -0.06)
Van Aken 2005 SF-36:BP —— -0.28 (-0.54, -0.01)
Van Aken 2005 SF-36: GH i -0.68 (-0.94, -0.41)
VanAken 2005 SF-36: SF —— -0.66 (-0.92, -0.39)
Van Aken 2005 SF-36:RE —f— -0.52 (-0.79, -0.26)
Van Aken 2005 SF-36: CH — 0.05 (-0.21, 0.32)
Van Aken 2005 NHP: energy e -0.79 (-1.05, -0.53)
Van Aken 2005 NHP: pain —p— -0.44 (-0.70, -0.18)
Van Aken 2005 NHP: emotional reaction —— -0.73 (-0.99, -0.46)
Van Aken 2005 NHP: sleep —— -0.24 (-0.50, 0.02)
VanAken 2005 NHP: physical ability — -0.77 (-1.03, -0.51)
Van Aken 2005 NHP: social isolation —— -0.43 (-0.69, -0.17)
Van Aken 2005 NHP: overall score —tf— -0.54 (-0.80, -0.28)
| |
2.44 0 2.44

Healthy controls

Partially overlapping populations: Sonino 2006 and Sonino 2007

Treated Cushing syndrome



Author

Longitudinal
Milian (2)
Milian (2)
Milian (2)
Milian (2)
Milian (2)
Milian (2)
Milian (2)
Nelson

Santos

Disease specific quality of life in untreated Cushing syndrome patients.

Year

2013

2013

2013

2013

2013

2013

2013

2013

2012

Test

name

Tuebingen CD-25:
Tuebingen CD-25:
Tuebingen CD-25:
Tuebingen CD-25:
Tuebingen CD-25:
Tuebingen CD-25:

Tuebingen CD-25:

CushingQol

CushingQoL

Population

depression 17
sexual activity 17
environment 17
eating behaviour 17

bodily restrictions 17

cognition 17

overall score 17
162
59

ES (95% CI)

30.60 (17.43, 43.77)
48.90 (34.45, 63.35)
45.10 (30.13, 60.07)
43.40 (32.66, 54.14)
52.40 (35.24, 69.56)
54.40 (38.81, 69.99)
43.60 (32.43, 54.77)
41.50 (40,64, 42.36)

43.50 (39.67, 47.33)

Higher score represents lower quality of life: Tuebingen CD-25

Author

Year

Cross-sectional

Milian
Milian
Milian
Milian
Milian
Milian
Milian
Milian
Papaian
Roset

Tiemensma

Longitudinal
Huan
Milian (2)
Milian (2)
Milian (2)
Milian (2)
Milian (2)
Milian (2)
Milian (2)
Nelson

Santos

2015
2015
2015
2015
2015
2015
2015
2015
2016
2013
2011

2014
2013
2013
2013
2013
2013
2013
2013
2013
2012

Test

name

Tuebingen CD-25:
Tuebingen CD-25:
Tuebingen CD-25:
Tuebingen CD-25:
Tuebingen CD-25:
Tuebingen CD-25:
Tuebingen CD-25:
CushingQoL
CushingQoL
CushingQol
CushingQol

CushingQol

Tuebingen CD-25:
Tuebingen CD-25:
Tuebingen CD-25:
Tuebingen CD-25
Tuebingen CD-25;
Tuebingen CD-25:
Tuebingen CD-25:
CushingQol

CushingQol

eating behaviour 176
badily restrictions 176

cognition 176
overall score 176
176
263
125
52
87
depression 17
sexual activity 17
environment 17

eating behaviour 17
bodily restrictions 17

cognition 17

overall score 17
162
59

-70

Population
depression 176
sexual activity 176
environment 176

-

70

-

Disease specific quality of life in treated Cushing syndrome patients.

ES (95% CI)

27.10 (23.75, 30.45)
34.80 (30.80, 38.80)
30.90 (27.53, 34.27)
22,60 (19.26, 25.94)
28.30 (24.47, 32.13)
40,20 (35.683, 44.77)
29.20 (26.47, 31.93)
58.10 (55.46, 60.74)
34.90 (32.39, 37.41)
52.92 (49.08, 56.76)
52.00 (47.11, 56.89)

56 60 (53.24, 59.96)
26.50 (14.85, 38.15)
34.40 (20.04, 48.76)
29.60 (18.05, 41.15)
17.30 (10.36, 24 24)
31.90 (19.07, 44.73)
29.40 (16.14, 42 66)
27.60 (17.81, 37.39)
50,60 (49 88, 51 52)
63.80 (58.88, 68.72)

Higher score represents lower quality of life: Tuebingen CD-25

-68.7

687



Disease specific quality of life in Cushing syndrome patients before versus after treatment.

Author Year

Longitudinal

Milian (2) 2013
Milian (2) 2013
Milian (2) 2013
Milian (2) 2013

Milian (2) 2013

Test

name

Tuebingen CD-25:
Tuebingen CD-25:
Tuebingen CD-25:

Tuebingen CD-25:

Tuebingen CD-25

depression
sexual activity

environment

eating behaviour —————v-—o-—

bodily restrictions

—eeeee

SMD (95% CI)

-0.16 (-0.83, 0.52)
-0.48 (-1.16, 0.20)
-0.55 (-1.24, 0.13)
-1.37 (-2.12, -0.62)

-0.64 (-1.33, 0.05)

Milian (2) 2013 Tuebingen CD-25: cognition -_—_— -0.82 (-1.52, -0.12)
Milian (2) 2013 Tuebingen CD-25: overall score e e -0.72 (-1.42, -0.03)
Nelson 2013 CushingQol sl -1.57 (-1.82, -1.32)
Santos 2012 CushingQolL iy -1.17 (-1.57, -0.78)
T T
-2.12 0 212
Treatment No treatment

Quality of life: domain anxiety, in untreated Cushing syndrome patients.

Test
Author Year name Population ES (95% CI)
Longitudinal
Dorn 1997  STAI: state 33 —+  60.09 (55.65, 64.53)
Dern 1997  STAI: trait 33 —+— 63.09(58.17, 68.01)
Flitsch 2000 STAL state 19 il 44.40 (37.65, 51.15)
T T
-68 0 68

Higher score represents lower quality of life: HADS, STAI



Quality of life

Author Year

Cross-sectional

Andela 2013
Andela 2013
Heald 2004

Tiemensma 2010

Van Aken 2005
Longitudinal

Dorn 1997
Dorn 1997
Flitsch 2000

Test

name

BAI
FQ

HADS: anxiety

: domain anxiety, in treated Cushing syndrome patients.

Population

25

25

MASQ-30: somatic arousal 51

HADS: anxiety

STAI: state
STAI: trait

STAI: state

58

33

33

ES (95% CI)

28.40 (26.17, 30.63)
24.50 (17.64, 31.36)
10.00 (8.03, 11.97)

17.40 (15.59, 19.21)

7.00 (5.71, 8.29)

52.26 (47.58, 56.94)
55.50 (51.44, 59.56)

40.60 (33.64, 47.56)

Higher score represents lower quality of life: BAI, FQ, HADS, MASQ-30, STAI
Partially overlapping populations: Andela 2013, Tiemensma 2010, and Van Aken 2005

Author Year

Cross-sectional

Andela 2013

Andela 2013

Tiemensma 2010

Van Aken 2005

Van der Pas 2012

Quality of life: domain anxiety, in healthy controls.

Test

name

BAI

FQ

T
-59.6

Population

25

25

MASQ-30: somatic arousal 51

HADS: anxiety

HADS: anxiety

2100

199

T
59.6

<

ES (95% CI)

24.00 (22.78, 25.22)

14.20 (10.28, 18.12)

13.10 (12.08, 14.12)

5.00 (4.83, 5.17)

5.10 (4.60, 5.60)

Higher score represents lower quality of life: BAI, FQ, HADS, MASQ-30
Partially overlapping populations: Andela 2013, Tiemensma 2010, and Van Aken 2005

-25.2

25.2



Quality of life: domain anxiety, in Cushing syndrome patients before versus after treatment.

Test

Author Year name SMD (95% ClI)
Longitudinal

Dorn 1997 STAI state -0.59 (-1.08, -0.09)
Dorn 1997 STAI: trait -+~ -0.57 (-1.07, -0.08)
Flitsch 2000 STAI: state + -0.25 (-0.89, 0.39)

T T
-1.08 0 1.08
Treatment No treatment

Quality of life: domain anxiety, in Cushing syndrome patients after treatment versus healthy controls.

Test

Author Year name SMD (95% CI)
Cross-sectional

Andela 2013 BAI e =0.96 (-1.55, -0.37)
Andela 2013 FQ —_—— -0.72 (-1.30, -0.15)
Tiemensma 2010 MASQ-30: somatic arousal —_—— -0.80 (-1.21, -0.40)
Van Aken 2005 HADS: anxiety - -0.50 (-0.76, -0.24)

I I

-1.55 0 158
Healthy controls Treated Cushing syndrome

Partially overlapping populations: Andela 2013, Tiemensma 2010, and Van Aken 2005

Quality of life: domain depression, in untreated Cushing syndrome patients.

Test
Author Year name Population ES (95% CI)
Longitudinal
Domn 1997 HRSD 33 — 7.32 (5.42,9.22)
Pivonello 2014  BDI-II 162 - 18.40 (16.77, 20.03)
I

T
-23.7 0] 23.7

Higher score represents lower quality of life: BDI-II, HADS, HRSD



Author

Quality of life

Cross-sectional

Alcalar
Andela
Andela
Heald
Tiemensma
Van Aken
Voigt
Longitudinal
Domn

Pivonello

: domain depression, in treated Cushing syndrome patients.

Test
Year name Population
2013 BDI 40
2013 MADRS 25
2013 IDS 25
2004 HADS: depression 15

2010 MASQ-30: positive affect 51

2005 HADS: depression 58
1985 HRSD 17
1997 HRSD =
2014 BDHI 162

*

ES (95% Cl)

14.02 (10.14, 17.90)
6.30 (4.14, 8.46)
46.80 (41.70, 51.90)
10.00 (8.03, 11.97)
25.70 (23.07, 28.33)
5.00 (3.71, 6.29)

4.20 (1,87, 6.53)

5.05 (2.55, 7.55)

13.00 (11.37, 14.63)

Higher score represents lower quality of life: BDI(-II), HADS, HRSD, IDS, MADRS
Partially overlapping populations: Andela 2013, Tiemensma 2010, and Van Aken 2005

Author

Quality of life: domain depression, in healthy controls.

Test

Year name

Cross-sectional

Alcalar

Andela

Andela

Tiemensma

Van Aken

Van der Pas 2012

2013 BDI

2013 MADRS

2013 IDS

Population

40

25

25

2010 MASQ-30: positive affect 51

2005 HADS: depression 2100

HADS: depression 199

51.9

ES (95% ClI)

9.41(6.97, 11.85)
1.40 (0.69, 2.11)
36.30 (34.03, 38.57)
32.10 (30.01, 34.19)
4.00 (3.87, 4.13)

3.40 (2.94, 3.86)

Higher score represents lower quality of life: BDI, HADS, IDS, MADRS
Partially overlapping populations: Andela 2013, Tiemensma 2010, and Van Aken 2005

T
-38.6




Quality of life: domain depression, in Cushing syndrome patients before versus after treatment.

Test
Author Year name SMD (95% Cl)
Longitudinal
Dorn 1997 HRSD + -0.35 (-0.84, 0.14)
Pivonello 2014 BDI-II —_— -0.51 (-0.73, -0.29)

I I
-.835 0 .835
Treatment No treatment

Quality of life: domain depression, in Cushing syndrome patients after treatment versus healthy controls.

Test

Author Year name SMD (95% Cl)
Cross-sectional

Alcalar 2013 BDI —_— -0.44 (-0.88, 0.00)
Andela 2013 MADRS —_— -1.20 (-1.80, -0.59)
Andela 2013 IDS _—— -1.04 (-1.64, -0.45)
Tiemensma 2010 MASQ-30: positive affect —_— -0.74 (-1.14, -0.34)
Van Aken 2005 HADS: depression —— -0.33 (-0.59, -0.06)

T T

-1.8 0 1.8
Healthy controls Treated Cushing syndrome

Partially overlapping populations: Andela 2013, Tiemensma 2010, and Van Aken 2005



Quality of life: domain fatigue, in treated Cushing syndrome patients.

Test
Author Year name Population ES (95% Cl)
Cross-sectional
Giebels 2014 Cls 3 —-— 28.50 (24.03, 32.97)
Heald 2004 FACT-F 15 -+ 17.00 (15.03, 18.97)
Papakokkinou 2015 MFS 51 - 13.50 (11.47, 15.53)
Van Aken 2005 MFI-20: general fatigue 58 - 13.00 (11,71, 14.29)
Van Aken 2005 MFI-20: physical fatigue 58 +* 12.00 (10.71, 13.29)
Van Aken 2005 MFI-20: reduced activity 58 * 10.00 (8.71, 11.29)
Van Aken 2005 MFI-20: reduced motivation 58 * 10.00 (8.71, 11.29)
Van Aken 2005 MFI-20: mental fatigue 58 L 11.00 (9.48, 12.54)
Van Aken 2005 MFI-20: overall score 58 -+ 56.00 (52.99, 59.01)
| I
-58 0 58

Higher score represents lower quality of life: CIS, MFI-20, MFS

Quality of life: domain fatigue, in healthy controls.

Test
Author Year name Population ES (95% Cl)
Cross-sectional
Papakokkinou 2015 MFS 51 * 7.80 (6.46, 9.14)
Van Aken 2005 MFI-20: general fatigue 139 - 10.00 (9.17, 10.83)
Van Aken 2005  MFI-20: physical fatigue 139 - 9.00 (8.17, 9.83)
Van Aken 2005 MFI-20: reduced activity 139 - 9.00 (8.17, 9.83)
Van Aken 2005 MFI-20: reduced motivation 139 L 8.00 (7.34, 8.66)
Van Aken 2005 MFI-20: mental fatigue 139 - 8.00(7.17, 8.83)
Van Aken 2005 MFI-20: overall score 139 - 44.00 (42.20, 45.80)
Van der Pas 2012 MFI-20: general fatigue 139 L 9.90 (9.04, 10.76)
Van der Pas 2012 MFI-20: physical fatigue 139 - 8.80(7.99, 9.61)
Van der Pas 2012 MFI-20: reduced activity 139 - 8.70 (7.94, 9.46)
Van der Pas 2012 MFI-20: reduced motivation 139 - 8.20 (7.54, 8.86)
Van der Pas 2012 MFI-20: mental fatigue 139 * 8.30 (7.50, 9.10)
Van der Pas 2012 MFI-20: overall score 139 - 43.90 (42.15, 45.65)
T I
45.8 Q 45.8

Higher score represents lower quality of life: MFI-20, MFS



Quality of life: domain fatigue, in Cushing syndrome patients after treatment versus healthy controls.

Test

Author Year name SMD (95% CI)
Cross-sectional

Papakokkinou 2015 MFS —_— -0.91 (-1.32, -0.50)
Van Aken 2005 MFI-20: general fatigue —_—— -0.60 (-0.91, -0.29)
Van Aken 2005 MFI-20: physical fatigue e -0.60 (-0.91, -0.29)
Van Aken 2005 MFI-20: reduced activity —— -0.20 (-0.51, 0.11)
Van Aken 2005 MFI-20: reduced motivation —_— -0.46 (-0.77, -0.15)
Van Aken 2005 MFI-20: mental fatigue —_—— -0.56 (-0.88, -0.25)
Van Aken 2005 MFI-20: overall score (—0— -1.08 (-1.41, -0.76)

I I

-1.41 0 141
Healthy controls Treated Cushing syndrome

Cognitive function: intelligence, in untreated Cushing syndrome patients.

Author Year Population ES (95% Cl)

WAIS-R (Longitudinal)
Dorn 2000 33 =+ 100.00 (95.16, 104.84)

Forget 2016 18 = 9350 (89.07, 97.93)

Similarities (Longitudinal)
Forget 2016 18 * 18.10 (15.51, 20.69)
Mauri 1993 25 * 13.40 (12.38, 14.42)
RPM (Longitudinal)
Forget 2016 18 —-— 42.70 (36.14, 49.26)

Mauri 1993 25 * 26.20 (24.48, 27.92)

| |
-105 0 105



Cognitive function: intelligence, in treated Cushing syndrome patients.

Author Year Population

WAIS-R (Longitudinal)
Dorn 2000 33
Forget 2016 18
Similarities (Longitudinal)
Forget 2016 18
Mauri 1993 8
RPM (Longitudinal)
Forget 2016 18
Mauri 1993 8

ES (95% Cl)

¢

101.50 (96.38, 106.62)

- 102.50 (96.26, 108.74)

18.50 (16.24, 20.76)
14.60 (13.08, 16.12)

45.30 (40.54, 50.06)
29.00 (26.23, 31.77)

|
-109

|
109

Cognitive function: intelligence, in healthy controls.

Author Year Population

WAIS-R (Longitudinal)
Dorn 2000 17

Forget 2016 18

Similarities (Longitudinal)
Forget 2016 18

Mauri 1993 25

RPM (Longitudinal)
Forget 2016 18

Mauri 1993 25

ES (95% ClI)

106.50 (98.85, 114.15)

¥ %

105.70 (99.51, 111.89)

22.10 (20.11, 24.09)

14.00 (12.71, 15.29)

48.40 (43.64, 53.16)

26.90 (25.41, 28.39)

-114

114



Cognitive function: intelligence, in Cushing syndrome patients before versus after treatment.

Author Year SMD (95% Cl)

WAIS-R (Longitudinal)
Dorn 2000 . -0.10 (-0.59, 0.38)
Forget 2016 e o -0.77 (-1.45, -0.09)
Similarities (Longitudinal)

Forget 2016 —_— -0.08 (-0.73, 0.58)

Mauri 1993 -0.48 (-1.28, 0.33)

RPM (Longitudinal)

Forget 2016 ——— -0.21 (-0.86, 0.45)
Mauri 1993 + -0.65 (-1.46, 0.16)
I T
-1.46 0 1.46
Treatment No treatment

Cognitive function: intelligence, in Cushing syndrome patients after treatment versus healthy controls.

Author Year SMD (95% CI)

WAIS-R (Longitudinal)

Dorn 2000 -_—— -0.33 (-0.91, 0.26)

Forget 2016 - -0.24 (-0.89, 0.42)

Similarities (Longitudinal)

Forget 2016 * -0.78 (-1.46, -0.10)

Mauri 1993

0.19 (-0.60, 0.99)

L 4

RPM (Longitudinal)

Forget 2016 -0.30 (-0.96, 0.36)

4

Mauri 1883 + 0.55 (-0.26, 1.35)

T T
-1.46 0 146

Healthy controls Treated Cushing syndrome

Cognitive function: executive functioning, in untreated Cushing syndrome patients.

Test
Author Year name Population ES (95% CI)
TMT (Longitudinal)
Forget 2016 TMT: trail A 18 - 28.40 (22.90, 33.90)
Forget 2016 TMT: trail B 18 —— 62.50 (52.38, 72.62)
Mauri 1993 TMT: trail A 25 - 45.40 (42.30, 48.50)
Mauri 1993 TMT: trail B 25 =+ 75.80(70.43, 81.17)

Fluency (Longitudinal)

Hook 2007 Verbal fluency 27 + 16.89 (14.69, 19.09)
Mauri 1993 Word fluency 25 * 9.50 (8.48, 10.52)
T I
-81.2 0 81.2

Higher score represents worse cognitive function: TMT



Cognitive function: executive functioning, in treated Cushing syndrome patients.

Test
Author Year name Population ES (95% CI)
TMT (Longitudinal)
Forget 2016 TMT:tral A 18 * 24.80 (21.08, 28.54)
Forget 2016 TMT: trailB 18 -+ 51.00 (43.79, 58.21)
Mauri 1993 TMT:trailA 8 + 4210 (36.14, 48.06)
Mauri 1993 TMT:trailB 8 * 64.50 (56.88, 72.12)
Fluency (Longitudinal)
Hook 2007 Verbal fluency 27 * 21.22 (19.26, 23.18)
!Vlauri 1993 Word fluency 8 * 10.00 (8.13, 11.87)
TMT (Cross-sectional)
Papakokkinou 2015 TMT: trailA 51 > 30.00 (23.17, 36.83)
Papakokkinou 2015 TMT:trailB 51 - 71.00 (51.49, 90.51)
Papakokkinou 2015 TMT:trailC 51 — 80.00 (49.26, 110.74)
Papakokkinou 2015 TMT:trailD 51 —&—— 165.00(109.37, 220.63'
Psaras 2011 TMT: trail A 24 - 50.40 (36.36, 64.44)
Tiemensma (2) 2010 TMT: trail A 74 * 24.00 (19.90, 28.10)
Tiemensma (2) 2010 TMT:trailB 74 - 78.00 (60.23, 95.77)
Fluency (Cross-sectional)
Ragnarsson 2014 FAS 53 - 45.00 (33.77, 56.23)
Tiemensma (2) 2010 FAS 74 * 33.10 (29.73, 36.47)
I |
-221 0 221

Higher score represents worse cognitive function: TMT

Cognitive function: executive functioning, in healthy controls.

Test
Author Year name Population ES (95% CI)
TMT (Longitudinal)
Forget 2016 TMT:tral A 18 * 23.80(19.73, 27.87)
Forget 2016 TMT:trailB 18 - 45.50 (36.35, 54.65)
Mauri 1993 TMT:trall A 25 * 42.30 (39.16, 45.44)
Mauri 1993 TMT: trailB 25 * 69.90 (65.43, 74.37)
TMT (Cross-sectional)
Papakokkinou 2015 TMT:trail A 51 -+ 27.00 (20.66, 33.34)
Papakokkinou 2015 TMT:trailB 51 —— 65.00 (42.55, 87.45)
Papakokkinou 2015 TMT:trailC 51 —_—— 62.00 (37.60, 86.40)
Papakokkinou 2015 TMT:trailD 51 —— 124,00 (71.80, 176.20)
Psaras 2011 TMT: trail A 28 - 46.30 (32.52, 60.08)
Tiemensma (2) 2010 TMT:trail A 74 * 24.00 (18.53, 29.47)
Tiemensma (2) 2010 TMT:trailB 74 - 72.00 (59.70. 84.30)
Fluency (Cross-sectional)
Ragnarsson 2014 FAS 53 - 57.00 (47.71, 66.29)
Tiemensma (2) 2010 FAS 74 * 36.20 (33.17, 39.23)
| |
-176 0 176

Higher score represents worse cognitive function: TMT



Cognitive function: executive functioning, in Cushing syndrome patients before versus after treatment.

Test
Author Year name SMD (95% Cl)
TMT (Longitudinal)
Forget 2016  TMT: trail A ——— -0.35 (-1.01, 0.31)
Forget 2016  TMT: trail B —_— -0.60 (-1.27, 0.06)
Mauri 1993 TMT: trail A + -0.41 (-1.21,0.39)

Mauri 1993  TMT: trail B

4+

-0.86 (-1.68, -0.04)

Fluency (Longitudinal)
Hook 2007  Verbal fluency —_— -0.78 (-1.34,-0.23)

¢

Mauri 1993  Word fluency -0.19 (-0.99, 0.61)

-1.68 0 1.68
Treatment No treatment

Cognitive function: executive functioning, in Cushing syndrome patients after treatment versus healthy controls.

Test
Author Year name SMD (95% Cl)
TMT (Longitudinal)
Forget 2016  TMT: trail A + -0.12 (-0.77, 0.54)
Forget 2016 TMT: trail B - -0.31 (-0.97, 0.35)
Mauri 1993  TMT: trail A —- 0.02 (-0.77, 0.82)
Mauri 1993 TMT: trail B + 0.48 (-0.33, 1.28)
TMT (Cross-sectional)
Papakokkinou 2015  TMT: trail A —_— -0.12 (-0.51, 0.26)
Papakokkinou 2015 TMT: trail B —— -0.08 (-0.47, 0.31)
Papakokkinou 2015 TMT: trail C —_— -0.18 (-0.57, 0.21)
Papakokkinou 2015 TMT: trail D —_—T -0.21 (-0.60, 0.18)
Psaras 2011 TMT: trail A — e -0.11 (-0.686, 0.43)
Tiemensma (2) 2010 TMT: trail A —_—— 0.00 (-0.32, 0.32)
Tiemensma (2) 2010 TMT: trail B —_—— -0.09 (-0.41, 0.23)
Fluency (Cross-sectional)
Ragnarsson 2014 FAS —_—— -0.31 (-0.70, 0.07)
Tiemensma (2) 2010 FAS — -0.22 (-0.54, 0.10)

| |

-1.28

o

1.28

Healthy controls Treated Cushing syndrome



Cognitive function: attention, in untreated Cushing syndrome patients.

Test

Author  Year name

Substitution (Longitudinal)
Forget 2016 DSST

Mauri 1993 DSST

Digit span (Longitudinal)
Forget 2016  Digit span

Mauri 1983 Digit span

Population

18

25

18

25

ES (95% Cl)

0.55 (0.49, 0.61)

0.41(0.35, 0.47)

—+) 13.50 (12.02, 14.98)

9.10 (8.59, 9.61)

-]

Cognitive function: attention, in treated Cushing syndrome patients.

Test

Author Year name

Substitution (Longitudinal)
Forget 2016 DSST
Mauri 1993 DSST

Digit span (Longitudinal)
Forget 2016 Digit span
Mauri 1993 Digit span

Substitution (Cross-sectional)
Psaras 2011 DST

Ragnarsson 2014 Digit symbol coding

Tiemensma (2) 2010 LDST

Digit span (Cross-sectional)
Ragnarsson 2014 Digit span
Tiemensma (2) 2010 Digit span

Population

18

18

24
53
74

53
74

L

ES (95% CI)

0.65 (0.58, 0.72)
0.52 (0.39, 0.65)

—%— 1560 (13.47, 17.73)
9.90 (9.14, 10.66)

0.78 (0.66, 0.90)
0.55 (0.47, 0.63)
0.53 (0.50, 0.56)

——> 16.00 (12.58, 19.42)
9.90 (9.47, 10.33)

-19.4

19.4



Cognitive function: attention, in healthy controls.

Test
Author Year name Population ES (95% Cl)
Substitution (Longitudinal)
Forget 2016 DSST 18 * 0.67 (0.61, 0.73)
Mauri 1993 DSST 25 * 0.53 (0.48, 0.58)
Digit span (Longitudinal)
Forget 2016 Digit span 18 = 14.60 (13.03, 16.17)
Mauri 1993 Digit span 25 9,60 (9.05, 10.15)
Substitution (Cross-sectional)
Psaras 2011 DST 28 . 0.84 (0.74, 0.94)
Ragnarsson 2014 Digit symbol coding 53 |O 0.62 (0.53, 0.71)
Tiemensma (2) 2010 LDST 74 - 0.57 (0.54, 0.60)
Digit span (Cross-sectional)
Ragnarsson 2014 Digit span 53 ——— 18.00 (14.58, 21.42)
Tiemensma (2) 2010 Digit span 74 10.30 (9.89, 10.71)

I T
-215 0 21.5

Cognitive function: attention, in Cushing syndrome patients before versus after treatment.

Test

Author Year name

Substitution (Longitudinal)
Forget 2016  DSST

Mauri 1993 DSST
Digit span (Longitudinal)
Forget 2016  Digit span

Mauri 1993  Digit span

L

*

SMD (95% Cl)

-0.71 (-1.39, -0.04)

-0.66 (-1.47, 0.16)

-0.53 (-1.20, 0.14)

-0.64 (-1.45, 0.18)

-1.47
Treatment

No treatment



Cognitive function: attention, in Cushing syndrome patients after treatment versus healthy controls.

Test

Author Year name
Substitution (Longitudinal)
2016 DSST

1993 DSST

Forget

Mauri
Digit span (Longitudinal)

2016 Digit span
1993 Digit span

Forget
Mauri

Substitution (Cross-sectional)

t ]

SMD (95% ClI)

-0.14 (-0.79, 0.52)
-0.07 (-0.87, 0.72)

0.25 (-0.41, 0.90)
0.22 (-0.57, 1.02)

Psaras 2011 DST + -0.21 (-0.76, 0.34)
Ragnarsson 2014 Digit symbol coding ——— -0.22 (-0.60, 0.16)
Tiemensma (2) 2010 LDST —_— -0.31 (-0.63, 0.02)
Digit span (Cross-sectional)

Ragnarsson 2014 Digit span —— s -0.16 (-0.54, 0.22)
Tiemensma (2) 2010 Digit span T -0.22 (-0.54, 0.11)

I I
-1.02 0 1.02

Healthy controls

Treated Cushing syndrome



Quality of life: SF-36, in untreated Cushing syndrome patients.

%

Author Year Population ES (95% ClI) Weight
SF-36: PCS (Cross- secnonal)
Abraham 2013 66 * 34.60 (31.85, 37.35 65.39
Johnson 2003 42 - 37.50 (33.72, 41.28 3461
Subtotal (l-squared = 32.4%, p = 0.224) o 35.60 (33.38, 37.83 100.00
SF-36: MCS (Crcss-sectlonal)
Abraham 2013 6 hd 40.90 (37.76, 44.04 57.25
Johnson 200 -+ 37.90 (34. 27 41.53 4275
Subtotal (t-squared 33 5% p =0.220) o 39.62 (37.24, 41.99 100.00
SF-36: PF (Cross-secllonal) E
Johnson 2003 -+ 36.60 (32.94, 40.26 91.40
Van der Pas 2012 17 —— 54.40 (42.47, 66.33 8.60
Subtotal (I-squared = 87.2%, p = 0.005) < 38.13 (34.63, 41.63 100.00
SF-36: RP (Cross-: secnonal)
Johnson 2003 - 36 10 (32.05, 40.15 95 55
VanderPas 2012 — 3.60 (14.82, 52.38
Subtotal (l-squared = 0. 0% p =0.799) < 35 99 (32.03, 39.95 100 00
SF-36: BP (Cross- sectlonal)
Johnson 2003 -+ 40.80 37 29 44 31 91.09
Vander Pas 201 = - 75.30 8.91
Subtotal (r-squared 97 0% p =0.000) [+ 43.87 40 52 47 22 100.00
SF-36: GH (Cross-sectional) =
Johnson 2003 42 +* 36.40 (33.16, 39.64 89.33
VanderPas 2012 17 —— 45.60 (36.24, 54.96 10.67
Subtotal (l-squared = 69.8%, p = 0.069) [+ 37.38 (34.32, 40.44 100.00
SF-36: SF (Cross- secilonal) _
Johnson 2003 - 35.00 (31.10, 38.90 91.19
VanderPas 2012 17 — 59.40 (46.85, 71.95 8.81
Subtotal (l-squared = 92.4%, p = 0.000) L+ 37.15 (33.42, 40.88 100.00
SF-36: RE (Cross-: sectsonal)
Johnson 2003 - 38.80 (34.51, 43.09 95 33
VanderPas 2012 17 —#—— 6040 (41.01,79.79
Subtotal (I-squared = 78.0%, p = 0.033) Lo 39.81 (35.62, 44.00 100 00
SF-36: PCS (Longitudinal&
Fleseriu 2012 5 R d 34.90 (31.85, 37.95 41.44
lacobone 2012 20 > 50.90 (47.70, 54.10 37.64
Lindsay 2006 23 - 32.60 (28.31, 36.89 20.92
Subtotal (l-squared = 97.0%, p = 0.000) 0 40.44 (38.48, 42.40 100.00
SF-36: MCS (Lon(?itudinalg
Fleseriu 2012 9 - 40.00 (35.98, 44.02 44 .98
lacobone 2012 20 -~ 43.80 (38.63, 48.97 27,17
Lindsay 2006 23 - 38.80 (33.69. 43.91 27.84
Subtotal (I-squared = 1.4%, p = 0.363) < 40.70 (38.00, 43.39 100.00
SF-36: PF (Lon%itudinal)
Lindsay 006 23 : - 28 30 g3 .80, 32 80) 72.04
Mlllan 2013 14 —— 2) 13.26
2017 43 - 41 26 3. 31 51 1 14.70
Subtotal (l-squared = 89.3%, p = 0.000) Lo ] 27.72 (23.91, 31.54 100.00
SF-36: RP(LonaitudinaIE
Lindsay 006 3 - 31.80 (27.55, 36.05)  82.21
Milian 2013 14 —_—— 21.60 (4.84, 38. 36) 5.29
Ye 2017 43 —— 21.34 (10.44, 32.2 12.50
Subtotal (l-squared = 51.0%, p =0.130) < 29.95 (26.10, 33. 81 100.00
SF-36: BP (Lon%itudinal)
Lindsay 006 23 - 41.90 (37.24, 46.56 71.00
Milian 2013 14 ——— 24.90 (10.23, 39.57 7.16
Ye 2017 43 —p— 44 .55 (36.15, 52.95 21.83
Subtotal (l-squared = 63.2%, p = 0.066) o 41.26 (37.33, 45.19 100.00
SF-36: GH (Lonaitudinal& :
Lindsay 3 - 34.40 (30.97, 37.83) 73.20
Milian 2013 14 - 12.10 (3.20, 21.00 10.88
Ye 201 —— 36.17 (28.81, 43.5! 15.92
Subtotal (r-squared 91 0% p =0.000) o 32.26 (29.32, 35.19 100.00
SF-36: SF (Longitudinal)
Lindsay 006 23 bal 29.80 (23.79, 35.81) 62.53
Milian 2013 14 = 12.40 (-1.22, 26.02 12.17
Ye 2017 43 ——p— 37.50 (28.06, 48. 25.30
Subtotal (l-squared =77.3%, p =0.012) < 29.63 (24.88, 34.38 100.00
SF-36: RE (Lon%itudinalL
Lindsay 006 23 - 36.60 (31.25,41.95) 77.78
Milian 2013 14 — 22.10 (6.39, 37.81 9.03
Ye 2017 3— 37.50 (24. 50 50.5 13.19
Subtotal (l-squared = 34 3% p=0.218) 35.41 (30.69, 40.13 100.00
SF-36: MH (Longltudlnal%
Lindsay 006 3 - 39.70 (35.16, 44.24)  65.65
Mlllan 2013 14 —— 13.00 (0.95, 25.05) 9.31
2017 43 = 55.80 (48.46, 63.14 25,05
Subtotal (l-squared = 94.5%, p = 0.000) < 41.25 (37.57, 44.92 100.00
SF-36: VT (Longitudinal)
Lindsay 006 23 ; - 36.40 (31.33, 41.47)  56.21
Milian 2013 14 —— 9.80 (-1.20, 20.80 11.93
Ye 2017 43 - 24.30 (17.57, 31.03 31.86
Subtotal (l-squared = 90.8%, p = 0.000) [ 2 29.37 (25.57, 33.17 100.00
I |
-86.5 0 86.5



Quality of life: SF-36, in treated Cushing syndrome patients.

%
Author Year  Population ES (95% CI i
i ———— ] ¢ ) Hepnt

SF-36: PF (Cross-sectional)
Alcalar 2013 40 21.22 (19.52, 22.92 31.30
Lindsay 2006 343 45.50 (44.28, 46.72, 61.16
Milian 2015 76 _! 71.80 (67.88, 75.72 5.91
Van Aken 2005 58 68.00 (60.54, 75.46 1.63
Subtotal (l-squared = 99.6%, p = 0.000) [ ] 39.82 (38.87, 40.77 100.00
SF-36: RP (Cross-sectional)
Alcalar 201 40 6.28 ASASB, 6.54!2 80.96
Lindsay 2008 343 l_ 4570 (44 42, 46.98)  18.03
Milian 201 176 55.70 (49.39, 62.01 0.74
Van Aken 200 58 —p—  65.00 (54.45, 75.55 0.27
Subtotal (l-squared = 99.9%, p = 0.000) ] 13.91 (13.37, 14.45 100.00
SF-36: BP (Cross-sectional)
Alcalar 2013 40 7.92 (6.97, 8.87 61.39
Lindsay 2006 343 47 40 (46.14, 48.66 34.81
Milian 2015 176 - 65.80 (61.31, 70.29 274
Van Aken 2005 58 —$— 73.00(65.79, 80.21 1.06
Subtotal (l-squared = 99.9%, p = 0.000) L] 23.94 (23.20, 24.68 100.00
SF-36: GH (Cross-sectional)
Alcalar 2013 40 15.98 (14.29, 17.67, 34.52
Lindsay 2006 343 44.20 (42.86, 45.54 54.50
Milian 2015 176 53.90 (50.52, 57.28 8.60
Van Aken 2005 58 54.00 (47.57, 680.43 2.38
Subtotal (l-squared = 99.6%, p = 0.000) L] 35.53 (34.53, 36.52 100.00
SF-36: SF (Cross-sectional)
Alcalar 2013 40 7‘836&84. 8.36& 70.28
Lindsay 2006 343 . 47.20 (45.96, 48.44 26.43
Milian 2015 176 # 70.50(66.38, 74.62 2.38
Van Aken 2005 58 -$- 73.00(66.31, 79.69 0.90
Subtotal (l-squared = 99.9%, p = 0.000) [ ] 20.16 (19.52, 20.79 100.00
SF-36: RE (Cross-sectional)
Alcalar 2013 40 4.92 (4.54, 5.%& 91.81
Lindsay 2006 343 3 4560 (44.28, 46.92 7.75
Milian 2015 176 - 64.50 (58.10, 70.90 0.33
Van Aken 2005 58 —ag— 67.00(56.19, 77.81 0.12
Subtotal (l-squared =99.9%, p = 0.000) ] 8.34 (7.97,8.71) 100.00
SF-36: MH (Cross-sectional)
Alcalar 2013 40 . 20.08 (18.19, 21.97 26.18
Lindsay 47.30 (46.09, 48.51 64.28
Milian 2015 176 62.50 (59.37, 65.63 9.54
Subtotal (l-squared = 99.7%, p = 0.000) 4162 (40 66, 42 .59 100.00

F-36: VT (Cross-sectional)
Alcalar 2013 40 14.93 (13.18, 16.68 32.52
Lind: 2006 343 46.50 (45.17, 47.83 .87
Milian 2015 176 45.80 (42.87,48.73 11.61
Subtotal (l-squared = 99.8%, p = 0.000) 36.15(35.16, 37.15 100.00
SF-36: PCS (L inal)
Fleseriu 2012 50 39.10(36.11, 42.09, 45.29
lacobone 2012 20 56.70 (53.50, 59.90 39.65
Lindsay 2006 23 45.80 (40.61, 50.99 15.06
Subtotal (l-squared = 96.8%, p = 0.000) 47.09 (45.07, 49.10 100.00
SF-36: MCS (I..ongitud'ml)
Fleseriu 201 50 45.40 (41.94, 48.86 41.80
lacobone 2012 20 54.10 (49.67, 58.53 2561
Lindsay 2006 23 50.50 (46.58, 54.42 32.60
Subtotal (I-squared = 79.5%, p = 0.008) 4929 (47.05, 5153 100.00
SF-36: PF (I._ongrnmdinalh
Hawn 2002 1 65.00 (52.99, 77.01 10.89
Lindsay 2006 23 45.90 (41.20, 50.60° 7115
Milian 2013 14 41.90 (24.61, 59.19' 526
Ye 2017 43 61.87 (50.75, 72.99 12.70
Subtotal (l-squared = 78.8%, p = 0.003) < 49.80 (45.83, 53.76 100.00
SF-36: RP (Lon&imdina;&
Hawn 2002 39.00(18.67, 59.33 5.05
Lindsay 2006 2 45.90 (40.83, 51.17. 75.11
Milian 2013 39.50 (24.83, 54.17 9.70
Ye 2017 43 52.27 (37.91, 66.63 10.13
Subtotal (l-squared = 0.0%, p=0.591) 45.58 (41.01, 50.14 100.00
SF-36: BP itudinal
Hawn (LO{?‘&)Z 1L 52.00 (39.99, 64.01 6.92
Lindsay 2006 23 48.60 (44.76, 52.44 6762
Milian 2013 14 43.00 (29.38, 56.62 5.38
Ye 2017 43 58.45 (51.40, 65.50 20.09
Subtotal (l-squared = 57.5%, p = 0.070) 50.51 (47.35, 53.67 100.00
SF-36: GH (Lor&itudinai
Hawn 2002 1 44.00 (32.45, 55.55 8.81
Lindsay 2006 23 48.10 (44.05, 52.15 71.82
Milian 2013 14 37.50 (16.55, 58.45 268
Ye 17 43 58.27 (49.88, 66.66 16.69
Subtotal (l-squared = 55.5%, p = 0.080) 49.15 (45.72, 52.58 100.00
SF-36: SF (Lon&mdiml%
Hawn 2002 1 53.00 (38.68, 67.32 755
Lindsay 2006 23 46.70 (42.04, 51.38' 7132
Milian 2013 14 40,50 (26.88, 54.12. 8.35
Ye 2017 43 68.18 (57.18, 79.18' 12.79
Subtotal (l-squared = 79.1%, p = 0.002) < 49.41 (45.47, 53.34 100.00
SF-36: RE (Lon&itumnal&
Hawn 2002 1 3.00 (22.21, 63.79 2.26
Lindsay 2006 23 49,00 (45.69, 52.31 89.25
Milian 2013 14 2.90 (25.61, 60.19 3.27
Ye 2017 43 63.64 (49.94, 77.34 521
Subtotal (l-squared =41.3%, p =0.164) L+3 49.43 (46.30, 52.55 100.00
SF-36: MH (Lor&ﬂudinalg
Hawn 2002 1 58.00 (48.30, 67.70 11.20
Lindsay 2006 23 51.40 (47.52, 55.28' 69.90
Milian 2013 14 52.10 (33.77, 70.43 313
Ye 2017 43 65.55 (57.38, 73.72. 15.77
Subtotal (I-squared =70.1%, p = 0.018) < 54.39 (51.15, 57.64 100.00
SF-36: VT itudinal
Hawn (%2 1)8 30.00 (18.91, 41.09 9.14
Lindsay 2006 23 48.30 (44 42, 52.18 74.55
Milian 2013 14 32.00(15.24, 48.76 4.00
Ye 2017 43 48.18 (38.83, 57.73 12.31
Subtotal (l-squared = 75.5%, p = 0.007) 45.96 (42.61, 49.31 100.00

T T
-80.2 802



Quality of life: SF-36, in healthy controls.

Author Year Population ES (95% ClI) Weight
SF-36: PF (Cross-sectional)
Alcalar 2013 40 2467 (23.73, 25.61 50.83
Psaras 2011 28 52.20 (42.87,61.53) 0.51
Van Aken 2005 1063 %  79.00(77.68,80.32) 2562
Vander Pas 2012 1063 4 81.90(80.51,83.29) 23.04
Subtotal (I-squared = 100.0%, p = 0.000) 51.92 (51.25,52.59) 100.00
SF-36: RP (Cross-sectional)
Alcalar 2013 40 6.98 (6.49, 7.47 90.57
Psaras 2011 28 52.30 (43.30,61.30) 0.27
Van Aken 2005 1063 & 77.00(74.78,79.22) 439
Van der Pas 2012 ® 7940 (77.27,81.53 g7
Subtotal (l-squared = 100 0% p = 0.000) 13.63 (13.16, 14.09)  100.00
SF-36: BP (Cross-sect:onal)
Alcalar 2013 40 11.03 (8.01, 14.05 11.08
Psaras 2011 28 45.40 (37.07, 53.7 1.46
Van Aken 2005 1063 % 80.00(78.50, 81.50) 44.77
Vander Pas 2012 1063 ® 7950(77.96,81.04) 42.70
Subtotal (l-squared = 998.8%, p = 0.000) [} 71.64 (70.64, 72.65) 100.00
SF-36: GH (Cross-sectional)
Alcalar 2013 40 19.03 (18.08, 19.98) 49.55
Psaras 2011 28 —— 64.10 (53.51, 74.69 0.40
Van Aken 2005 1063 * 69.00 (67.68, 70.32 25.81
Vander Pas 2012 1063 * 72.70 (71.34, 74.08 24.24
Subtotal (l-squared = 99.9%, p = 0.000) 45.12 (44.45,45.79) 100.00
SF-36: SF (Cross- sectlonal)
Alcalar 2013 8.24 (7.52, 8.96 59.68
Psaras 2011 28 —— 56.40 (46.44, 66.36 .31
Van Aken 2005 1063 + 87.00(85.74,88.26) 19.52
Van der Pas 2012 # 86.90 (85.67, 88.13 .49
Subtotal (I-squared = 100 0% p = 0.000) 39.88 (39.32, 40.44) 100.00
SF-36: RE (Cross—sectlonal)
Alcalar 2013 40 5.16 (4.75, 5.573 91.63
Psaras 2011 28 57.90 (50.64, 65.16) 0.29
Van Aken 2005 1063 4+ 84.00(82.08,8592) 4.08
Vander Pas 2012 1063 % 84.10(82.16,86.04) 4.01
Subtotal (l-squared = 100.0%, p = 0.000) 11.69 (11.30, 12.08) 100.00
SF-36: MH (Cross- sectlonal)
Alcalar 2013 40 21.22 (19.84,22.60) 98.32
Psaras 2011 28 —_—— 64.70 (54.14, 75.26) 1.68
Subtotal (l-squared = 98.4%, p = 0.000) 21.95 (20.58, 23.32 100.00
SF-36: VT (Cross-sectional)
Alcalar 2013 40 16.08 (14.76, 17.40) 98.67
Psaras 2011 28 —— 56.70 (45.33,68.07) 1.33
Subtotal (l-squared = 97.9%, p = 0.000) | 16.62 (15.31, 17.93)  100.00
| | |
-88.3 0 88.3



Quality of life: SF-36, in Cushing syndrome patients before versus after treatment.

Author Year

SF-36: PCS (Longitudinal)

Fleseriu 2012 —
lacobone 2012 e pmm—
Lindsay 2006

Subtotal (l-squared = 52.4%, p = 0.122) L
SF-36: MCS (Longitudinal)

Fleseriu 2012 ——
lacobone 2012 —_———
Lindsay 2006 —_—G—
Subtotal (l-squared = 48.6%, p = 0.143) L
SF-36: PF (Longitudinal)

Lindsay 2006 P e—

Milian 2013 —_—

Ye 2017 —
Subtotal (l-squared = 68.5%, p = 0.042) L
SF-36: RP (Longitudinal)

Lindsay 2006 —l—
Milian 2013 ——
Ye 2017 —_——
Subtotal (I-squared = 0.0%, p = 0.380) o
SF-36: BP (Longitudinal)

Lindsay 2006 —_—
Milian 2013 o~
Ye 2017 ——
Subtotal (l-squared = 0.0%, p = 0.936) L
SF-36: GH (Longitudinal)

Lindsay 2006 —_——

Milian 2013 — ey
Ye 2017 —_——
Subtotal (l-squared = 30.5%, p = 0.237) <<
SF-36: SF (Longitudinal)

Lindsay 2006 —_—

Milian 2013 e
Ye 2017

Subtotal (l-squared =0.0%, p = 0.610) L
SF-36: RE (Longitudinal)

Lindsay 2006 —_——
Milian 2013 ——
Ye 2017 ——
Subtotal (I-squared = 4.7%, p = 0.350) L
SF-36: MH (Longitudinal)

Lindsay 2006 ——
Milian 2013 ——

Ye 2017 ——
Subtotal (l-squared = 67.9%, p = 0.044) <
SF-36: VT (Longitudinal)

Lindsay 2006 —_——
Milian 2013 S e
Ye 2017 ——
Subtotal (I-squared = 0.0%, p = 0.830) L ]

SMD (95% Cl)
-0.39 (-0.78, 0.01)
-0.79 (-1.44, -0.15)
-1.13(-1.76, -0.51)
-0.64 (-0.94, -0.34)
-0.40 (-0.79, -0.00)
-0.94 (-1.59, -0.28)
-1.05 (-1.67, -0.43)
-0.66 (-0.96, -0.36)
-1.56 (-2.23, -0.90)
-1.18 (-1.99, -0.38)
-0.58 (-1.02, -0.15)
-0.93 (-1.26, -0.60)
-1.20 (-1.83, -0.57)
-0.60 (-1.35, 0.16)
-0.73 (-1.16, -0.29)
-0.83 (-1.15, -0.50)
-0.64 (-1.23, -0.05)
-0.67 (-1.43, 0.09)
-0.54 (-0.97, -0.11)
-0.59 (-0.91, -0.27)
-1.49 (-2.15, -0.84)
-0.83 (-1.80, -0.05)
-0.84 (-1.28, -0.40)
-1.00 (-1.33, -0.67)
-1.28 (-1.92, -0.65)
-1.08 (-1.88, -0.28)
-0.89 (-1.34, -0.45)
-1.03 (-1.36, -0.70)

-1.14 (-1.76, -0.51)
-0.66 (-1.42, 0.10)
-0.59 (-1.02, -0.15)
-0.75 (-1.07, -0.42)

-1.13 (-1.76, -0.51)
-1.32 (-2.14, -0.50)
-0.38 (-0.80, 0.05)
-0.72 (-1.05, -0.40)

-1.08 (-1.70, -0.46)
-0.82 (-1.59, -0.05)
-0.86 (-1.31, -0.42)
-0.92 (-1.24, -0.59)

%
Weight

56.25
2117
22.58
100.00

56.31
20.60
23.10
100.00

24.75
16.73
58.52
100.00

26.50
18.31
55.20
100.00

28.53
17.26
54.21
100.00

2541
18.29
56.30
100.00

27.02
17.28
55.71
100.00

26.55
17.85
55.60
100.00

26.88
15.47
57.64
100.00

2r K
17.81
5447
100.00

-2.23

Treatment

No treatment

2.23



Quality of life: SF-36, in Cushing syndrome patients after treatment versus healthy controls.

Author Year SMD (95% Cl) Weight
SF-36: PF (Cross-sectional)

Alcalar 2013 —— -0.78 (-1.23,-0.32) 21.61
Psaras 2011 —aul—1 -0.41(-0.96, 0.14) 14.73
Van Aken 2005 ——— -0.49 (-0.76, -0.2 63.66
Subtotal (I-squared = 0.0%, p = 0.495) L -0.54 (-0.75, -0.33) 100.00
SF-36: RP (Cross—sectsonal)

Alcalar 013 ——t -0.39 (-0.84, 0.05) 22.69
Psaras 2011 —— -0.80 (-1.36, -0.2 13.82
Van Aken 2005 —— -0.32 (-0.59, -0.06) 63.49
Subtotal (I-squared = 9.4%, p = 0.332) L -0.40 (-0.62, -0.19) 100.00
SF-36: BP (Cross-sectional)

Alcalar 2013 —p— -0.43 (-0.87, 0.01 2237
Psaras 2011 —— -0.13 (-0.68, 0.41 14.76
Van Aken 2005 3 -0.28 (-0.54, -0.0 62.86
Subtotal (I-squared = 0.0%, p = 0.702) -0.29 (-0.50, -0.08) 100.00
SF-36: GH (Cross sectional)

Alcalar 2013 —— -0.69 (-1.14,-0.24) 22.23
Psaras 2011 —— -0.95(-1.53,-0.38) 13.63
Van Aken 2005 ——— -0.68 (-0.94, -0.41) 64.13
Subtotal (I-squared = 0.0%, p = 0.686) - -0.72 (-0.93, -0.50) 100.00
SF-36: SF (Cross-sectional)

Alcalar 2013 —_— -0.27 (-0.71,0.17)  23.00
Psaras 2011 —p— -0.81(-1.38,-0.24) 13.83
Van Aken 2005 g -0.66 (-0.92,-0.39) 63.17
Subtotal (I-squared = 30.8%, p = 0.236) -0.59 (-0.80, -0.38) 100.00
SF-36: RE (Cross-sectional)

Alcalar 2013 ——t— -0.19 (-0.63, 0.25) 22.92
Psaras 2011 L -0.62 (-1.18, -0.0 14.18
Van Aken 2005 —— -0.52 (-0.79, -0.26 2.90
Subtotal (I-squared = 0.0%, p = 0.371) > -0.46 (-0.67, -0.25) 100.00
SF-36: MH (Cross-secltonal)

Alcalar 013 —_—— -0.21 (-0.65, 0. 23 62.30
Psaras 2011 —— -0.76 (-1.32, -01 37.70
Subtotal (I-squared = 54.7%, p = 0.137) _ -0.42 (-0.77, -0.07) 100.00
SF-36: VT (Cross-sectional)

Alcalar 013 ———t— -0.23 (-0.67, 0.21 61.32
Psaras 2011 —_— -0.49 (-1.05, 0.06 38.68
Subtotal (I-squared = 0.0%, p = 0.467) e -0.33 (-0.68, 0.01 100.00

| |
-1.94 0 1.94

Healthy controls

Treated Cushing syndrome



Quality of life: SCL-90-R, in untreated Cushing syndrome patients.

Author Year Population
SCL-90-R: general severity (Longitudinal)
Dorn 1997 33

Milian 2013 14

Subtotal (I-squared = 87.2%, p = 0.005)

SCL-90-R: positive symptom distress (Longitudinal)
Dorn 1897 33

Milian 2013 14

Subtotal (I-squared =91.4%, p =0.001)

SCL-90-R: positive symptom total (Longitudinal)
Dorn 1997 33

Milian 2013 14

Subtotal (l-squared = 0.0%, p = 0.426)

SCL-90-R: somatization (Longitudinal)
Dorn 1997 33
Milian 2013 14
Starkman 2007 23
Subtotal (l-squared = 91.4%, p = 0.000)

SCL-90-R: obsessive-compulsive (Longitudinal)
Dorn 1897 33

Milian 2013 14

Starkman 2007 23

Subtotal (l-squared = 95.9%, p = 0.000)

SCL-90-R: interpersonal sensitivity (Longitudinal)
Dorn 1997 33

Milian 2013 14

Subtotal (l-squared = 82.3%, p = 0.017)

SCL-90-R: depression (Longitudinal)
Dorn 1997

Milian 2013 14

Starkman 2007 23

Subtotal (I-squared = 97.4%, p = 0.000)

SCL-90-R: anxiety (Longitudinal)
Dorn 1997 33
Milian 2013 14
Starkman 2007 23
Subtotal (I-squared = 98.0%, p = 0.000)

SCL-90-R: hostility (Longitudinal)

Dorn 1887 33

Milian 2013 14

Subtotal (I-squared = 94.9%, p = 0.000)

SCL-80-R: phobic anxiety (Longitudinal)
Dorn 1997 33
Milian 2013 14
Subtotal (I-squared = 72.4%, p = 0.057)

SCL-90-R: paranoid ideation (Longitudinal)
Dorn 1997 33

Milian 2013 14

Starkman 2007 23

Subtotal (I-squared = 88.8%, p = 0.000)

SCL-90-R: psychoticism (Longitudinal)
Dorn 1997 33
Milian 2013 14
Subtotal (l-squared = 75.3%, p = 0.044)

ES (95% Cl)

66.52 (63.89, 69.15)
84.10 (72.05, 96.15)
67.32 (64.75, 69.89)

63.14 (60.50, 65.78)
84.60 (72.55, 96.65)
64.12 (61.54, 66.70)

64.38 (61.67, 67.09)
69.40 (57.35, 81.45)
64.62 (61.98, 67.26)

63.86 (61.43, 66.29)
80.90 (68.85, 92.95)
54.48 (50.16, 58.80)
62.18 (60.10, 64.27)

65.29 (61.97, 68.61)
82.40 (70.88, 93.92)
49.91 (45.91, 53.91)
60.11 (57.61, 62.60)

64.00 (60.89, 67.11)
79.10 (67.05, 91.15)
64.94 (61.93, 67.95)

66.33 (63.66, 69.00)
87.10 (75.58, 98.62)
47.52 (4351, 51.53)
61.49 (59.31. 63.68)

65.00 (61.50, 68.50)
83.10 (72.62, 93.58)
44.78 (41.60, 47.96)
55.34 (53.05, 57.64)

58.71 (55.74, 61.68)
77.60 (69.74, 85.46)
61.07 (58.29, 63.85)

56.43 (53.20, 59.66)
72.00 (56.29, 87.71)
57.06 (53.89, 60.23)

56.00 (52.24, 59.76)
65.10 (48.86, 81.34)
4548 (41.71, 49.25)
51.13 (48.50, 53.76)

67.86 (65.89, 69.83)
80.40 (68.35, 92.45)
68.19 (66.25, 70.12)

%
Weight

95.45
4.55
100.00

95.42
4.58
100.00

95.20
4.80
100.00

73.66
2.99
23.34
100.00

56.41
4.68
38.91
100.00

93.76
6.24
100.00

66.71
3.59
29.70
100.00

43.14
4.81
52.05
100.00

87.51
12.49
100.00

95.94
4.06
100.00

48.85
2.62
48.53
100.00

97.41
2.59
100.00

|
-98.6

Higher score represents lower quality of life: SCL-90-R

98.6



Quality of life: SCL-90-R, in treated Cushing syndrome patients.

Author Year  Population

SCL-90-R: general seventy (Longitudinal)
Dorn 1997

Milian 2014 2

Subtotal (I-squared = 0.0%, p = 0.980)

gCL -90-R: posmve symgtom distress (Longitudinal)
orn

Milian 2014 72

Subtotal (I-squared = 64.1%, p = 0.095)

SCL-90-R: posmve symptom total (Longitudinal)
Dorn 1997

Milian 2014 72

Subtotal (I-squared = 0.0%, p = 0.965)

SCL-90-R: somauzatlon (Longltudlnal)
Dorn 1997

Milian 2014 72

Starkman 2007

Subtotal (l-squared = 98 7%, p = 0.000)

SCL-90-R: obsessive-compulsive (Longitudinal)
Dorn 1997 33

Milian 2014 72

Starkman 2007

Subtotal (I-squared = 95 6%, p = 0.000)

SCL-90-R: integ)ersonal sensitivity (Longitudinal)
Dorn

Milian 2014 T2

Subtotal (I-squared = 0.0%, p = 0.984)

SCL 90-R: depressmn éLongltudlnal)
Dorn
Milian 2014 72
Starkman 2007 23
Subtotal (l-squared = 97.8%, p = 0.000)

SCL-90-R: anxiety (Lon%itudinal)
Dorn 1997 3

Milian 2014 72

Starkman 2007 23

Subtotal (I-squared = 98.1%, p = 0.000)

SCL-90-R: hoshht; (Longnudmal)
Dorn

Milian 2014 72

Subtotal (I-squared = 0.0%, p = 0.591)

SCL-90-R: hobicanxie Longitudinal
Dorn y 1997 ‘GY( y )
Milian 2014

Subtotal (l-squared = 00% p=0.789)

gCL -90-R: paranmd |deat|on (Longitudinal)
orn

Milian 2014 72

Starkman 2007 23

Subtotal (I-squared = 91.8%, p = 0.000)

SCL-90-R: psycho‘ﬂmsm (Longitudinal)
Dorn 1997

Milian 2014

Subtotal (I-squared = 00% p =0.980)

o¢t o%y oo

-

ES (95% Cl)

55.24 (50.98, 59.50)
55.30 (53.27, 57.33
55.29 (53.45, 57.12

HBOD

54.05 (49.65, 58.45
54.00 ;51.97, 56.03
54.01 (52.16, 55.85)

55.48
56.30

50.78, 60.18
54.27, 58.33

53.30 (51.31, 55.29
37.39 (34.96, 39.82
47.67 (46.22, 49.12)

53.67 {49 31, 58.03)

51.57 (48.11, 55.03
52.70 (50.46, 54.94
52.37 (50.49, 54.25

51.14 (48.55, 53.73)
51.60 249.45. 53.75
51.41 (49.76, 53.06

50.00
50.50
40.48
48.05

46.22, 53.78
48.31, 52.69
37.05, 43.91
46.39, 49.71

53.90 (51.82, 55.98

53.95 ;50.65, ST.ZSE
52.16, 55.67

%
Weight

18.56
81.44
100.00

|
-83.9

Higher score represents lower quality of life: SCL-90-R




Quality of life: SCL-90-R, in Cushing syndrome patients before versus after treatment.

Author Year

SCL-90-R: general severity (Longitudinal)
Dorn 1997

Milian 2013

Subtotal (I-squared = 0.0%, p = 0.760)

SCL-90-R: posmve symptom distress (Longitudinal)
997

Darn
Milian 2013
Subtotal (I-squared = 0.0%, p = 0.420)

SCL-90-R: posmve symptom total (Longitudinal)

Dorn
Milian 2013
Subtotal (l-squared = 0.0%, p = 0.386)

SCL-90-R: somatization (Longitudinal)
Darn 1987
Milian 2013
Starkman 2007
Subtotal (l-squared = 16.2%, p = 0.303)

SCL-90-R: o%%essive—compulsive (Longitudinal)
7
—_—

Dorn

Milian 2013

Starkman 2007

Subtotal (l-squared = 0.0%, p = 0.995)

SCL-90-R: |néerpersona| sensitivity (Longitudinal)

Darn
Milian 2013
Subtotal (l-squared = 0.0%, p = 0.996)

SCL-90-R: depression (Longitudinal)
Dorn 1997
Milian 2013
Starkman 2007
Subtotal (I-squared = 0.0%, p = 0.982)

SCL-90-R: anxiety (Longitudinal)
Dorn 1887

Milian 2013 ———

Starkman 2007
Subtotal (l-squared = 0.0%, p = 0.708)

SCL-90-R: hostllzty (Longitudinal)
Dorn 1997
Milian 2013
Subtotal (l-squared = 0.0%, p = 0.637)

SCL-90-R: phoblc anxiety (Longitudinal)
Dorn 1997

Milian 2013

Subtotal (I-squared = 2.9%, p = 0.310)

SCL-90-R: paranoid ideation (Longitudinal)

Dorn 1997
Milian 2013
Starkman 2007
Subtotal (l-squared = 0.0%, p = 0.988)

SCL-90-R: psychoticism (Longitudinal)
Dorn 99
Milian 201

Subtotal (I-squared 0.0%, p = 0.393) =—"—"—">=

SMD (95% Cl)

—_—

—_———

%
Weight

72.34
27.66
100.00

) 47.32

19.83
32.85
100.00

67.56
32.44
100.00

-2.32




Quality of life: GHQ-28, in treated Cushing syndrome patients.

%

Author Year Population ES (95% CI) Weight

Cross-sectional
Heald 2004 15 ——— 40.00 (32.16, 47.84) 21.04
Szczesniak 2017 15 - 9.53 (5.48, 13.58) 78.96
Subtotal (I-squared = 97.8%, p = 0.000) <> 15.94 (12.34, 19.54)  100.00
T T
478 0 47.8

Higher score represents lower quality of life: GHQ-28

Quality of life: WHOQoL-BREF, in treated Cushing syndrome patients.

%

Author Year Population ES (95% Cl) Weight
WHOQoL-BREF: physical (Cross-sectional)

Heald 2004 15 —— 35.00 (25.18, 44.82) 30.66
Szczesniak 2017 15 - 48.57 (42.04, 55.10) 69.34
Subtotal (I-squared = 80.3%, p = 0.024) < 44.41 (38.97, 49.85) 100.00

WHOQoL-BREF: psychological (Cross-sectional)
Heald 2004 15 —— 42.00 (30.26, 53.74) 3573
Szczesniak 2017 15 52.86 (44.11, 61.61) 64.27
Subtotal (I-squared = 52.7%, p = 0.146) 48.98 (41.96, 56.00) 100.00

-

<
WHOQoL-BREF: environmental (Cross-sectional)
Heald 2004 15 —— 53.00 (43.18, 62.82) 36.47
Szczesniak 2017 15 —— 62.64 (55.20, 70.08) 63.53
Subtotal (l-squared = 57.5%, p = 0.125) < 59.12 (53.19, 65.05) 100.00

T 1
-85.5 0 85.5



Quality of life: NHP, in healthy controls.

%

Author Year Population ES (95% ClI) Weight
NHP: energy (Cross-sectional)
Van Aken 2005 1996 - 14.00 (12.86, 15.14) 49.03
Van der Pas 2012 1996 - 12.10(10.98, 13.22) 50.97
Subtotal (I-squared = 81.6%, p = 0.020) O 13.03 (12.23, 13.83) 100.00
NHP: pain (Cross-sectional)
Van Aken 2005 1996 +> 8.00 (7.21, 8.79) 51.10
Vander Pas 2012 1996 -+ 7.50 (6.69, 8.31) 48.90
Subtotal (I-squared = 0.0%, p = 0.385) 0 7.76 (7.19, 8.32) 100.00
NHP: emational reaction (Cross-sectional)
Van Aken 2005 1996 + 9.00 (8.30, 9.70) 50.62
Vander Pas 2012 1996 + 8.10(7.39, 8.81) 49.38
Subtotal (I-squared = 67.9%, p = 0.077) ¢ 8.56 (8.06, 9.05) 100.00
NHP: sleep (Cross-sectional)
Van Aken 2005 1996 > 16.00(14.90,17.10) 50.00
Vander Pas 2012 1996 - 14.80(13.70,15.90) 50.00
Subtotal (l-squared = 56.5%, p = 0.129) { 15.40(14.62,16.18) 100.00
NHP: physical ability (Cross-sectional)
Van Aken 2005 1996 - 7.00 (6.39, 7.61) 49.64
Vander Pas 2012 1996 L d 8.50 (7.89, 9.11) 50.36
Subtotal (I-squared = 91.3%, p = 0.001) 0 7.76 (7.32, 8.19) 100.00
NHP: social isolation (Cross-sectional)
Van Aken 2005 1996 - 6.00 (5.30, 6.70) 50.00
Vander Pas 2012 1996 * 5.30 (4.60, 6.00) 50.00
Subtotal (I-squared = 47.7%, p = 0.167) ¢ 565 (515,8.15) 100.00
NHP: overall score (Cross-sectional)
Van Aken 2005 1996 -+ 10.00 (9.14, 10.86)  50.00
Vander Pas 2012 1996 -+ 9.40 (8.54, 10.26) 50.00
Subtotal (I-squared = 0.0%, p = 0.336) (o) 9.70 (9.09, 10.31) 100.00
[ 1
-17.1 0 171

Higher score represents lower quality of life: NHP

Quality of life: CushingQoL, in untreated Cushing syndrome patients.

%

Author Year Population ES (95% CI) Weight

Longitudinal

Nelson 2013 162 . 41.50 (40.64, 42.36) 95.17

Santos 2012 59 —— 4350(39.67,47.33)  4.83

Subtotal (I-squared = 0.0%, p = 0.318) o 41.60 (40.76, 42.44) 100.00
T T

-50 0 50



Quality of life: CushingQolL, in treated Cushing syndrome patients.

Author Year

Cross-sectional

Milian 2015
Papoian 2016
Roset 2013

Tiemensma 2011

Population

176
263
125

52

Subtotal (I-squared = 98.2%, p = 0.000)

Longitudinal

Huan 2014
Nelson 2013
Santos 2012

87
162
59

Subtotal (l-squared = 94.5%, p = 0.000)

ES (95% ClI)

58.10 (55.46, 60.74)
34.90 (32.39, 37.41)
52.92 (49.08, 56.76)
52.00 (47.11, 56.89)
47 69 (46.13, 49.25)

56.60 (53.24, 59.96)
50.60 (49.68, 51.52)
63.80 (58.88, 68.72)

51.43 (50.55, 52.30)

%
Weight

34.81
38.53
16.49
10.17

100.00

6.80
90.03
3.17

100.00

T
-68.7

Quality of life: CushingQolL, in Cushing syndrome patients before versus after treatment.

Author Year

Longitudinal

Nelson 2013

Santos 2012

—_—

Subtotal (I-squared = 63.8%, p = 0.096) <>

SMD (95% Cl)

-1.57 (-1.82, -1.32)

-1.17 (-1.57, -0.78)

-1.45 (-1.66, -1.24)

%

Weight

71.14

28.86

100.00

T
-1.82
Treatment

No treatment

I
1.82



Quality of life: STAI, in untreated Cushing syndrome patients.

%

Author  Year Population ES (95% ClI) Weight
STAI state (Longitudinal)

Dorn 1997 33 - 60.09 (55.65,64.53) 69.77
Flitsch 2000 19 —a— 44.40 (37.65, 51.15) 30.23
Subtotal (l-squared = 93.1%, p = 0.000) O 55.35 (51.64, 59.06)  100.00

T T
-68 0 68
Higher score represents lower quality of life: STAI
Quality of life: STAI, in treated Cushing syndrome patients.
Y%

Author Year Population ES (95% ClI) Weight
STAI: state (Longitudinal)

Dorn 1997 33 —— 5226 (47.58, 56.94) 68.80
Flitsch 2000 19 — 40.60 (33.64, 47.56) 31.20
Subtotal (l-squared = 86.5%, p = 0.006) <> 48.62 (44.74, 52.51) 100.00

T T
-59.6 0 59.6
Higher score represents lower quality of life: STAI
Quality of life: STAI, in Cushing syndrome patients before versus after treatment.
%

Author  Year SMD (95% CI) Weight
STAI state (Longitudinal)

Domn 1997 -0.59 (-1.08, -0.09) 62.65
Flitsch 2000 * -0.25 (-0.89,0.39)  37.35
Subtotal (I-squared =0.0%, p = 0.414) <> -0.46 (-0.85, -0.07)  100.00

T
-1.08

Treatment

No treatment



Quality of life: HADS, in treated Cushing syndrome patients.

%

Author Year Population ES (95% CI) Weight

HADS: depression (Cross-sectional)

Heald 2004 15 o 10.00 (8.03, 11.97) 29.83
Van Aken 2005 58 - 5.00 (3.71, 6.29) 70.17
Subtotal (I-squared = 94.2%, p = 0.000) <> 6.49 (5.41, 7.57) 100.00

HADS: anxiety (Cross-sectional)

Heald 2004 15 — 10.00 (8.03, 11.97) 29.83
VanAken 2005 58 e 7.00 (5.71, 8.29) 7017
Subtotal (l-squared = 83.9%, p = 0.013) <> 7.89 (6.82, 8.97) 100.00

HADS: overall score (Cross-sectional)

Heald 2004 15 —— 20,00 (17.27, 22.73) 41.81
Van Aken 2005 58 —— 12.00 (9.68, 14.32) 58.19
Subtotal (I-squared = 94.8%, p = 0.000) <> 15.34 (13.58, 17.11) 100.00
T T
227 0 227

Higher score represents lower quality of life: HADS
Quality of life: HADS, in healthy controls.

%

Author Year Population ES (95% CI) Weight

HADS: depression (Cross-sectional)

Van Aken 2005 2100 . 4.00 (3.87, 4.13) 92.74
VanderPas 2012 199 i 3.40 (2.94, 3.86) 7.26
Subtotal (l-squared = 83.6%, p = 0.014) Q 3.96 (3.83, 4.08) 100.00

HADS: anxiety (Cross-sectional)

Van Aken 2005 2100 * 5.00 (4.83, 5.17) 89.53
Van der Pas 2012 199 - 5.10 (4.60, 5.60) 10.47
Subtotal (l-squared = 0.0%, p=0.711) o 5.01 (4.85, 5.17) 100.00
HADS: overall score (Cross-sectional)
Van Aken 2005 2100 * 8.00(7.83, 8.17) 96.32
Van der Pas 2012 199 —+— 8.40(7.52, 9.28) 3.68
Subtotal (I-squared = 0.0%, p = 0.379) o 8.01(7.85, 8.18) 100.00
T I
-9.28 0 9.28

Higher score represents lower quality of life: HADS



Quality of life: MFI-20, in healthy controls.

Author Year Population

MFI-20: general fatigue (Cross-sectional)
Van Aken 2005 139

Van der Pas 2012 139

Subtotal (l-squared = 0.0%, p = 0.870)

MFI-20: physical fatigue (Cross-sectional)
Van Aken 2005 139

Van der Pas 2012 139

Subtotal (I-squared = 0.0%, p = 0.736)

MFI-20: reduced activity (Cross-sectional)
Van Aken 2005 139

Van der Pas 2012 139

Subtotal (I-squared = 0.0%, p = 0.603)

MFI-20: reduced motivation (Cross-sectional)
Van Aken 2005 139

Van der Pas 2012 139

Subtotal (I-squared = 0.0%, p = 0.677)

MFI-20: mental fatigue (Cross-sectional)
Van Aken 2005 139

Van der Pas 2012 139

Subtotal (l-squared = 0.0%, p = 0.610)

MFI-20: overall score (Cross-sectional)
Van Aken 2005 139
Van der Pas 2012 139
Subtotal (l-squared = 0.0%, p = 0.938)

-9 ¢

-0 ¢

-9 ¢

%

ES (95% CI) Weight

10.00 (9.17, 10.83) 51.96
9.90 (9.04, 10.76)  48.04
9.95 (9.35, 10.55) 100.00

9.00(8.17,9.83)  48.99
8.80(7.99,9.61)  51.01
8.90 (8.32,9.48)  100.00

9.00 (8.17,9.83)  45.84
8.70(7.94,9.48)  54.16
8.84 (8.27,9.40)  100.00

8.00(7.34,8.66)  50.00
8.20 (7.54,8.86)  50.00
8.10(7.63,8.57)  100.00

8.00(7.17,8.83)  47.96
8.30 (7.50,9.10)  52.04
8.16 (7.58,8.73)  100.00

#* 44.00 (42.20, 45.80) 48.59
# 43.90 (42.15, 45.65) 51.41
Q 43.95(42.70, 45.20) 100.00

I
-45.8

Higher score represents lower quality of life: MFI-20

45.8

Cognitive function: DSST, in untreated Cushing syndrome patients.

Author Year

Population

Longitudinal

Forget 2016 18

Mauri 1993 25

Subtotal (l-squared = 90.0%, p = 0.002)

——

%

ES (95% CI) Weight
—+— (.55 (0.49, 0.61) 52.17
0.41 (0.35, 0.47) 47.83

<> 0.48 (0.44, 0.53) 100.00

T
61



Cognitive function: DSST, in treated Cushing syndrome patients.

%

Author Year Population ES (95% Cl) Weight
Longitudinal
Forget 2016 18 —=+— 065 (0.58,0.72) 78.31
Mauri 1993 8 —— 052039, 0:85) 21.69
Subtotal (I-squared = 65.9%, p = 0.087) <> 0.62 (0.56, 0.68) 100.00
T T
-719 0 719
Cognitive function: DSST, in healthy controls.
%
Author Year Population ES (95% CI) Weight
Longitudinal
Forget 2016 18 —+— (.67 (0.61, 0.73) 34.60
Mauri 1993 25 - 0.53 (0.48, 0.58) 65.40
Subtotal (I-squared = 91.5%, p = 0.001) O 0.58 (0.54, 0.62) 100.00
T T
- 135 0 - ]

Cognitive function: DSST, in Cushing syndrome patients before versus after treatment.

Author Year

Longitudinal

Forget 2016

Mauri 1993

Subtotal (I-squared = 0.0%, p = 0.919)

< >

SMD (95% Cl)

-0.71 (-1.39, -0.04)

-0.66 (-1.47, 0.16)

0.69(-1.21,-0.17)

%o

Weight

59.19

40.81

100.00

T
-1.47

Treatment

No treatment



Cognitive function: DSST, in Cushing syndrome patients after treatment versus healthy controls.

%

Author Year SMD (95% ClI) Weight
Longitudinal

Forget 2018 + -0.14 (-0.79, 0.52) 58.71
Mauri 1993 + -0.07 (-0.87, 0.72) 40.29
Subtotal (I-squared = 0.0%, p = 0.800) <> -0.11(-0.62, 0.39) 100.00

I I
-.868 0 .868
Healthy controls Treated Cushing syndrome

Cognitive function: FAS, in treated Cushing syndrome patients.

Author Year Population ES (95% Cl) Weight

Cross-sectional
Ragnarsson 2014 53 ——— 45.00 (33.77, 56.23) 8.28
Tiemensma (2) 2010 74 —— 33.10 (29.73, 36.47) 81.72
Subtotal (I-squared = 74.7%, p = 0.047) <> 34,08 (30.86, 37.31) 100.00
T T
-56.2 0 56.2

Cognitive function: FAS, in healthy controls.

Author Year Population ES (95% Cl) Weight

Cross-sectional

Ragnarsson 2014 53 —— 57.00 (47.71, 66.29) 9.82
Tiemensma (2) 2010 74 - 36.20 (33.17, 39.23) 90.38
Subtotal (I-squared = 94.3%, p = 0.000) O 38.20 (35.32, 41.08) 100.00

T
-66.3 0 66.3



Cognitive function: FAS, in Cushing syndrome patients after treatment versus healthy controls.

Author Year

Cross-sectional

Ragnarsson 2014

Tiemensma (2) 2010

Subtotal (l-squared = 0.0%, p = 0.715)

s

SMD (95% CI)

-0.31 (-0.70, 0.07)

-0.22 (-0.54, 0.10)

-0.26 (-0.51, -0.01)

%

Weight

41,58

58.42

100.00

0
Healthy controls

I
697
Treated Cushing syndrome



