Chapter 9

Supplemental Data 4: Raw figures pituitary Cushing only

Generic quality of life in untreated Cushing disease patients.

Test
Author Year name Population ES (95% CI)
Cross-sectional
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 : 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)
Vander Pas 2012 NHP: pain 17 —p— 16.30 (4.04, 28.56)
Van der Pas 2012 NHP: emotional reaction 17 —tp— 29.50 (19.28, 39.72)
Van der Pas 2012 NHP: sleep 17 e 38.70 (23.20, 54.20)
Van der Pas 2012 NHP: physical ability 17 —p— 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 —p—— 33.70 (19.44, 47.96)
Van der Pas 2012 SF-36: PF 17 —— 54.40 (42.47, 66.33)
Vander Pas 2012 SF-36: RP 17 ——— 33.80 (14.82, 52.38)
Vander Pas 2012 SF-36: BP 17 —— 75.30 (64.08, 86.52)
Van der Pas 2012 SF-36: GH 17 —— 45.60 (36.24, 54.96)
Van der Pas 2012 SF-36: SF b4 59.40 (46.85, 71.95)
Van der Pas 2012 SF-36: RE 17 1 60.40 (41.01, 79.79)
Van der Pas 2012 SF-36: CH 17 —_— 25.00 (11.26, 38.74)
Longitudinal
Lindsay 2006 SF-36: PCS 23 > 32.60 (28.31, 36.89)
Lindsay 2008 SF-36. MCS 23 ] 38.80 (33.69, 43.91)
Lindsay 2006 SF-36: PF 23 - 28.30 (23.80, 32.80)
Lindsay 2006 SF-36: RP 23 E 31.80 (27.55, 36.05)
Lindsay 2006 SF-36. BP 23 - 41.90 (37.24, 46.56)
Lindsay 2006 SF-36: GH 23 L 3 34.40 (30.97, 37.83)
Lindsay 2006 SF-36: SF 23 e 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 2008 SF-38: VT 23 5= 36.40 (31.33, 41.47)
Milian 2013 SF-36: PF 14 i 9.60 (-0.88, 20.08)
Milian 2013 SF-36: RP 14 —_—— 21.60 (4.84, 38 36)
Milian 2013 SF-36:BP 14 —p— 24,90 (10.28, 39.57)
Milian 2013 SF-36: GH 14 i 12.10 (3.20, 21.00)
Milian 2013 SF-36: SF 14 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 o ol 9.80 (-1.20, 20.80)
Milian 2013 SCL-90-R: general severity 14 I 84.10 (72.05, 96.15)
Milian 2013 SCL-90-R: positive symptom distress 14 84.80 (72.55, 96.65)
Milian 2013 SCL-90-R: positive symptom total 14 —— 69.40 (57.35, 81.45)
Milian 2013 SCL-90-R: somatization 14 B 80.90 (68.85, 92.95)
Milian 2013 SCL-90-R: obsessive-compulsive 14 —— 82.40 (70.88, 93.92)
Milian 2013 SCL-90-R: interpersonal sensitivity 14 —— 79.10 (67.05, 91.15)
Milian 2013 SCL-90-R: depression 14 —— 87.10 (75.58, 98.62)
Milian 2013 SCL-90-R: anxiety 14 = 83.10 (72.62, 93.58)
Milian 2013 SCL-90-R. hostility 14 = 77.80 (69.74, 85.46)
Milian 2013 SCL-90-R: phobic anxiety 14 —_—— 72.00 (56.29, 87.71)
Milian 2013 SCL-90-R: paranoid ideation 14 —_—— 65.10 (48.86, 81.34)
Milian 2013 SCL-90-R: psychoticism 14 —— 80.40 (68.35, 92.45)
Milian (2) 2013 WHOQoL-BREF: physical 17 —— 35.70 (25.34, 46.06)
Milian (2) 2013 WHOQoL-BREF: psychclogical 17 —— 45.40 (36.46, 54.34)
Milian (2) 2013 WHOQoL-BREF: social relationships 17 —— 58.30 (46.27, 70.33)
Milian (2) 2013 WHOQoL-BREF: environmental 17 = 73.60 (66.80, 80.40)
Milian (2) 2013 WHOQoL-BREF: overall score 17 —f— 20.80 (13.53, 28.07)
Starkman 2007 SCL-90-R: depression 23 L 47.52 (43.51, 51.53)
Starkman 2007 SCL-80-R: anxiety 23 LY 44,78 (41.60, 47.96)
Starkman 2007 SCL-90-R: obsessive-compulsive 23 Y 49.91 (45.91, 53.91)
Starkman 2007 SCL-90-R: paranoid ideation 23 e 45.48 (41.71, 49.25)
Starkman 2007 SCL-980-R: somatization 23 E 3 54.48 (50.16, 58.80)
Ye 2017 SF-36: PF 43 = 41.26 (31.31, 51.21)
Ye 2017 SF-36: RP 43 —f— 21.34 (10.44, 32.24)
Ye 2017 SF-38: BP 43 —— 44 55 (36.15, 52.85)
Ye 2017 SF-36: GH 43 == 36.17 (28.81, 43.53)
Ye 2017 SF-36: SF 43 x 37.50 (28.06, 46.94)
Ye 2017 SF-36:RE 43 37.50 (24.50, 50.50)
Ye 2017 SF-36: MH 43 S 55.80 (48.46, 63.14)
Ye 2017 SF-36: VT 43 - 24.30 (1757, 31.03)
| |
986 0 986

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



Generic quality of life in treated Cushing disease patients.

Test
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Alar 20 P :" Faid b
calar 4 - .84, 8.
Alcalar 20 40 3 4 9234.54. 5 30}
Alcalar 20 40 & 20.08 (18.19, 21.97
Icalan 20 LI 40 14.93 (13.18, 16.68
i s 20 ; anxiety 14.30 (12.82, 15.78
Giebels 2014 - agoraphobia 960& .05, 11.15)
Giebel 2014 : depression & 25.10 (22.04, 28.16,
Giebels 2014 : somatization . I & 20.30 (18.19, 22.41
Giebels 2014 : obsessive-compulsive . 15.30 (13.33, 7
Giebels 2014 : interpersonal sensitivity * 2480 (20.36, 29.24
Giebels 2014 hostility 7.20(6.32, 8
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Giebels 014 SIP: social interaction —— 46.80 (21.28, 7
Heald 2004 GHQ-28 5 - 40.00 (32.16, 47.84
Heald 2004 WHOQoL-BREF: physical 5 e 35.00 (25.18, 44.82
Heald 2004 WHOQoL-BREF: psychological 5 —f— 42.00 (30.26, 53.74,
Heald 004 WHOQoL-BREF: environmental - - 53.00 (43.18, 62.82
Milian 2015 SF-36: PF 6 L ] 71.80 (67.88, 75.72
Milan 2012 SFas &P 7 P 88506131, 7020
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Psaras 20 SCL-90-R: general severity 4 —5— 73.20 (62.52, 83.88
Psaras 20 SCL-90-R: positive symptom distress 24 60.20 (48.68, 71.72
Psaras 20 SCL-90-R: positive symptom total 4 64.80 (53.16, 76.44
Psaras 0 SCL-90-R: somatization i 4 63.50 (51.62, 75.38
Psaras 20 SCL-90-R: obsessive-compulsive 4 67.10 (54.86, 79.34
Psaras 011 SCL-90-R: interpersonal sensitivity 24 —n 60.00 (48.60, 71.40!
Psaras 2011 SCL-90-R: depression 4 —i— 66.70 (54.78, 78.62
Psaras 2011 SCL-90-R: anxiet 4 =y 54.70 (42.94, 66.46
Psaras 0 SCL-90-R: hostili 4 * 59.80 (49.16, 70.44
Psaras 20 SCL-90-R: phobic anxiety 4 53.20 (41,68, 64.72
Psaras 20 SCL-90-R: paranoid ideation & 54.00 (42.32, 65.68
Psaras 0 SCL-90-R: psychaticism 4 = 62.00 (49.60, 74.40
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2017 WHOQoOL-BREF: physical 48.57 (42.04,55.10
2017 WHOQoL-BREF: psychological | 2.86 (44.11, 61.61
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Van Aken 005 NHP: emotional reaction 58 1.00 (13.28, 28.
Van Aken 005 NHP: sleep J 58 2.00 (13.76, 30.
Van Aken 2005 NHP: physical ability 58 8.00 (12.34, 23.
Van Aken 2005 NHP: social isolation 58 3.00 (6.82, 19.
Van Aken 2005 NHP: overall score 58 - 0.80 (13.18. 28.
Longitudinal
Lindgsay 2 23 E 45.80 (40.61, 50.99
Eindeay 3 "4 288614338 805
indsay 1 .20, 50.
Lindsa 2 3 i 45,90 (40.63, 51.17
Lindsa; 3 4860 (44 76, 52.44
Lindsay 2 3 4 48.10 (44.05, 52.15
Lindsay 2 3 . 46.70 (42.04, 51.36
Lindsay i 49.00 (45.69, 52.31
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Milian (2 2013 WHOQoL-BREF: social relationships 17 77.80 (70.15, 85.45
Milian (2 013 WHOQoL-BREF: environmental 7 75.30 (67.55, 83.05
Milian (2) 2013 WHOQoL-BREF: overall score 17 e 61.10 (47.36, 74.84
Milian 2014 SCL-90-R: general severity 7 b 55.30 27,57.33
Milian 2014 S : positive symptom distress 7. 54.10 91, 56.29
Milian 014 : positive symptom total 7. 54.3 17, 56.43
Milian 2014 : somatization : T 55.80 (53.56, 58.04
Milian 014 : obsessive-compulsive 7. 3 55. 77,5803
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Milian 2014 : depression 72 56.30 (54.27, 58.33
Milian 2014 R: anxie! 7 . 53.30 (51.31, 55.29,
Miln 5013 ' 7 §18012048 578
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Ye 017 4 —— 68.18 (57.18, 79.18
Ye 2017 4 63.64 (49.94, 77.34
Ye 2017 4. 65.55 (57.38, 73.72
Ye 2017 & e 48.18 (38.63. 57.73

-145 0 145

Higher score represents lower quality of life: GHQ-28, NHP, PSI (except well-being), SCL-90(-R), SF-20, SIP
Partially overlapping populations: Milian 2013, Milian 2013 (2), and Milian 2014; Milian 2015 and Psaras 2011



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

Test

Author Year name SMD (95% ClI)
Lengitudinal

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 —_—— -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 —— -1.28 (-1.92, -0.65)
Lindsay 2006 SF-36: RE ——— -1.14 (-1.76, -0.51)
Lindsay 2006 SF-36: MH —— -1.13 (-1.78, -0.51)
Lindsay 2006 SF-36: VT ———— -1.08 (-1.70, -0.46)
Milian 2013 SF-36: PF e e -1.18 (-1.99, -0.38)
Milian 2013 SF-36:RP e -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 —_— -1.08 (-1.88, -0.28)
Milian 2013 SF-36: RE —e——ca -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 —le— -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 B -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, -0.58)
Milian 2013 SCL-90-R: hostility —_— -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 B -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 f—— -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 —_—— -1.74 (-2.54, -0.95)
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 —_—— -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 —f— -0.73 (-1.18, -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 ——— -0.88 (-1.34, -0.45)
Ye 2017 SF-36: RE e -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 disease patients after treatment versus healthy controls.

Test
Authar Year name SMD (95% Cl)
Cross-sectional
Alcalar 2013 SF-36: PF e -0.78 (-1.23, -0.32)
Alcalar 2013  SF-36:RP ——t -0.39 (-0.84, 0.05)
Alcalar 2013  SF-36:BP s -0.43 (-0.87, 0.01)
Alcalar 2013  SF-36: GH —_—— 0,69 (-1.14, -0.24)
Alcalar 2013  SF-36: SF e 027 (-0.71, 0.17)
Alcalar 2013  SF-38: RE e -0.19 (-0.63, 0.25)
Alcalar 2013 SF-36: MH —— -0.21 (-0.65, 0.23)
Alcalar 2013 SF-36: VT —t— -0.23 (-0.67, 0.21)
Psaras 2011 SF-36: PF —e—t= -0.41 (-0.96, 0.14)
Psaras 2011  SF-36:RP —— -0.80 (-1.36, -0.23)
Psaras 2011  SF-38: BP —— -0.13 (-0.68, 0.41)
Psaras 2011 SF-36: GH —_——— -0.95 (-1.53, -0.38)
Psaras 2011 SF-36: SF ———— -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 —_—— -0.49 (-1.05, 0.08)
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 —‘—- -0.42 (-0.98, 0.13)
Psaras 2011 SCL-90-R: sematization —_——— -0.29 (-0.84, 0.26)
Psaras 2011 SCL-90-R: obsessive-compulsive —_—— -0.39 (-0.94, 0.18)
Psaras 2011 SCL-90-R: interpersonal sensitivity ———t— -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 —_— -0.34 (-0.89, 0.21)
Psaras 2011 SCL-90-R: paranoid ideation = -0.45 (-1.00, 0.10)
Psaras 2011 SCL-90-R: psychoticism e -0.88 (-1.45, -0.31)
Ritvonen 2015 15D e ] -0.43 (-0.86, -0.00)
Sonine 2007  PSI: stress B ) -0.82 (-1,57, -0.08)
Sonino 2007  PSI: distress — -0.62 (-1.35, 0.12)
Sonino 2007  PSI: abnormal iliness behaviour ——d -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 fp—— -1.61(-2.44, -0.78)
Sonino 2007  SF-20: SF —p——— -0.69 (-1.42, 0.05)
Sonino 2007  SF-20: MH — e -0.54 (-1.27, 0.19)
Sonine 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: psychological —_— -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 —_——— -1.49 (-2.09, -0.88)
Van Aken 2005 SF-36: PF —— -0.49 (-0.76, -0.23)
Van Aken 2005 SF-36: RP e -0.32 (-0.59, -0.08)
Van Aken 2005 SF-36: BP —y—] -0.28 (-0.54, -0.01)
Van Aken 2005 SF-36: GH —t— -0.68 (-0.94, -0.41)
Van Aken 2005 SF-36: SF —— -0.66 (-0.92, -0.39)
Van Aken 2005 SF-36: RE —— -0.52 (-0.79, -0.28)
Van Aken 2005 SF-36:CH —— 005(-021,032)
Van Aken 2005  NHP: energy + 0.79 (-1.05, -0.53)
Van Aken 2005  NHP: pain —_—— -0.44 (-0.70, -0.18)
Van Aken 2005 NHP: emotional reaction —— -0.73 (-0.99, -0.46)
Van Aken 2005 NHP; sleep —‘—n -0.24 (-0.50, 0.02)
Van Aken 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 —— -0.54 (-0.80, -0.28)

| |

244 0 244

Healthy controls Treated Cushing disease



Author Year

Longitudinal

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

Nelson 2013

Disease specific quality of life in untreated Cushing disease patients.

Test

name

Population

Tuebingen CD-25: depression 17

Tuebingen CD-25: sexual activity 17

Tuebingen CD-25: environment 1r

Tuebingen CD-25: eating behaviour 17

Tuebingen CD-25: bodily restrictions 17

Tuebingen CD-25: cognition 17
Tuebingen CD-25: overall score i 4
CushingQolL 162

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)

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

70

Disease specific quality of life in treated Cushing disease patients.

Author  Year

Longitudinal

Huan 2014
Milian (2) 2013
Milian (2) 2013
Milian (2) 2013
Milian (2) 2013
Milian (2) 2013
Milian (2) 2013
Milian (2) 2013
Nelson 2013

Test

name

CushingQoL

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

Population

87
depression 17
sexual activity 17
environment 17
eating behaviour17
bodily restrictions!7
cognition 17
overall score 17

162

ES (95% CI)

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 (49.68, 51.52)

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

I
-60.7

60.7



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

Author Year

Longitudinal

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

Nelson 2013

Test

name

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

CushingQoL

depression
sexual activity

environment

eating behaviour ——4———

bodily restrictions

cognition

overall score

—_———

—

[ S —

—_—

—_—

R —

SMD (95% Cl)

-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)
-0.82 (-1.52, -0.12)
-0.72 (-1.42, -0.03)

-1.57 (-1.82, -1.32)

Author Year

Cross-sectional

Andela 2013
Andela 2013
Heald 2004

Tiemensma 2010

Van Aken 2005

2,12

Treatment

212

Quality of life: domain anxiety, in treated Cushing disease patients.

Test

name

BAI
FQ

HADS: anxiety

MASQ-30: somatic arousal 5

HADS: anxiety

Population

25

25

15

-

58

ES (95% Cl)

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)

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

I
4786

0

476



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

Test

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

Andela 2013  BAl —_— -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)

T T

-1.55 0 1.5%
Healthy controls Treated Cushing disease

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

Quality of life: domain depression, in treated Cushing disease patients.

Test
Author Year name Population ES (95% Cl)
Cross-sectional
Alcalar 2013 BDI 40 —— 14.02 (10.14, 17.90)
Andela 2013 MADRS 25 - 6.30 (4.14, 8.46)
Andela 2013 IDS 25 —e— 46.80 (41.70, 51.90)
Heald 2004 HADS: depression 15 - 10.00 (8.03, 11.97)
Tiemensma 2010 MASQ-30: positive affect 51 - 25.70 (23.07, 28.33)
Van Aken 2005 HADS: depression 58 - 5.00 (3.71, 6.29)
Voigt 1985 HRSD 17 - 4.20 (1.87, 6.53)

I

I
-51.9 0 51.9

Higher score represents lower quality of life: BDI(-1I), HADS, HRSD, IDS, MADRS
Partially overlapping populations: Andela 2013, Tiemensma 2010, and Van Aken 2005



Quality of life: domain depression,

in Cushing disease patients after treatment versus healthy controls.

Test
Author Year name SMD (95% ClI)
Cross-sectional
Alcalar 2013 BDI -0.44 (-0.88, 0.00)
Andela 2013 MADRS et -1.20 (-1.80, -0.59)
Andela 2013 IDS e — -1.04 (-1.64, -0.45)

Tiemensma 2010

Van Aken 2005

MASQ-30: positive affect

HADS: depression

0.74 (-1.14, -0.34)

-0.33 (-0.59, -0.06)

T T
-1.8 0 1.8
Healthy controls Treated Cushing disease

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

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

Test
Author Year name Population ES (85% ClI)
Cross-sectional
Giebels 2014 Cis 31 == 28.50 (24.03, 32.97)
Heald 2004 FACT-F 15 - 17.00 (15.03, 18.97)
Van Aken 2005 MFI-20: general fatigue 58 L J 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 - 11.00 (9.46, 12.54)
Van Aken 2005 MFI-20: overall score 58 -+ 56.00 (52.99, 59.01)

T T

-59 0 58

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



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

Test
Author  Year  name Population ES (95% Cl)
Fluency (Longitudinal)
Hook 2007  Verbal fluency 27 L 16.89 (14.69, 19.09)
Mauri 1993  Word fluency 25 < 9.50 (8.48, 10.52)
I I 1
-90.3 0 90.3

Higher score represents worse cognitive function: TMT

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

Test

Author Year name Population ES (95% Cl)
Fluency (Longitudinal)

Hook 2007 Verbal fluency 27 * 21.22 (19.26, 23.18)
Mauri 1993 Word fluency 8 * 10.00 (8.13, 11.87)
TMT (Cross-sectional)

Psaras 2011 TMT:trail A 24 —_—— 50.40 (36.36, 64.44)
Tiemensma (2) 2010 TMT:trailA 74 - 24.00 (19.90, 28.10)
Tiemensma (2) 2010 TMT:trailB 74 —&—— 78.00 (60.23, 95.77)

I I
-95.8 0 956.8

Higher score represents worse cognitive function: TMT



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

Test

Author  Year name SMD (95% Cl)
Fluency (Longitudinal)
Hook 2007  Verbal fluency —_— -0.78 (-1.34, -0.23)
Mauri 1993  Word fluency -0.19 (-0.99, 0.61)

T T

-1.68 1.68

Treatment No treatment

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

Test

Author Year name SMD (95% Cl)
TMT (Cross-sectional)
Psaras 2011 TMT: trail A —_—— -0.11 (-0.66, 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)

I |

-1.28 0 1.28

Healthy controls

Treated Cushing disease

Cognitive function: attention, in treated Cushing disease patients.

Test

Author Year name

Substitution (Cross-sectional)

Population

ES (95% Cl)

Psaras 2011 DST 24 . 0.78 (0.66, 0.90)
Tiemensma (2) 2010 LDST 74 * 0.53 (0.50, 0.56)
I | I
-10.7 0 10.7

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

Test
Author Year name SMD (95% CI)
Substitution (Cross-sectional)
Psaras 2011 DST -0.21 (-0.76, 0.34)
Tiemensma (2) 2010 LDST —1 -0.31 (-0.63, 0.02)
T T
-1.02 0 1.02

Healthy controls

Treated Cushing disease



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

%
Author Year  Population ES (95% ClI) Weight
SF-36: PF (Cross—sectional%
Johnson 2003 4 -+ 36.60 (32.94, 4026; 91.40
Van der Pas 2012 17 —— 54,40 (42.47,66.33 8.60
Subtotal (l-squared = 87.2%, p = 0.005) Lo 38.13 (34.63, 41.63) 100.00
SF-36: RP (Cross-sectional
Johnson 2003 4 -> 36.10 (32.05, 40.15) 95.55
Van der Pas 2012 17 ——— 33.60 (14.82, 52.38) 4.45
Subtotal (l-squared = 0.0%, p = 0.799) (o] 35.99 (32.03, 39.95) 100.00
SF-36: BP (Cross—secu'onag
Johnson 2003 4 - 40.80 (37.29, 44.31 91.09
Van der Pas 2012 17 —— 75.30 (64.08, 86.52 8.91
Subtotal (l-squared = 97.0%, p = 0.000) < 43.87 (40.52, 47.22 100.00
SF-36: GH (Cross-sedlonal)
Johnson 2003 L d 36.40 (33.16, 39.64) 89.33
Van der Pas 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-sectional)
Johnson 2003 42 - 35.00 (31.10, 38.90 91.19
Van der Pas 2012 17 e 59.40 (46.85, 71.95 8.81
Subtotal (l-squared = 92.4%, p = 0.000) < 37.15 (33.42, 40.88 100.00
SF-36: RE (Cross-sectional
Johnson 2003 4 - 38.80 (34.51, 43.09) 95.33
Van der Pas 2012 17 ——  60.40 (41.01, 79.79 467
Subtotal (l-squared =78.0%, p = 0.033) < 39.81 (35.62, 44.00; 100.00
SF-36: PF (Longltudlnal)
Lindsay 2006 23 - 28.30 (23.80, 32.80) 72.04
Milian 2013 14 e = 9.60 (-0.88, 20.08 13.26
Ye 2017 43 —— 41.26 (31.31, 51. 21; 14.70
Subtotal (l-squared = 89.3%, p = 0.000) o 27.72 (23.91, 31.54 100.00
SF-36: RP (Longnudlnal)
Lindsay 2006 -+ 31.80 227.55, 36.05) 82.21
Milian 2013 14 —— 21.60 (4.84, 38.36) 5.29
Ye 2017 43 --_ 21.34 (10.44, 32.24) 12.50
Subtotal (l-squared =51.0%, p =0.130) < 29.95 (26.10, 33.81) 100.00
SF-36: BP (Longltudmal)
Lindsay - 41.90 (37.24, 46.56) 71.00
Milian 2013 14 —_—— 2490 (10.23, 39.57 7.16
Ye 2017 43 e 44.55 (36.15, 52.95 21.83
Subtotal (l-squared = 63.2%, p = 0.066) < 41.26 (37.33,45.19 100.00
SF-36: GH (Longltudmal)
Lindsay 2006 -+ 34 .40 (30.97, 37. 83) 73.20
Milian 2013 14 —— 12.10 (3.20, 21.0 10.88
Ye 2017 43 —— 36.17 328 51 43. 53; 1592
Subtotal (l-squared = 91.0%, p = 0.000) o 3226 (29.32, 35.19 100.00
SF-36: SF (Longltudlnal)
Lindsay 2006 23 —— 29.80 (23.79, 35.81) 62.53
Milian 2013 14 —— 12.40 (-1.22, 26.02 12.17
Ye 2017 43 —— 37.50 (28.06, 46. ; 25.30
Subtotal (l-squared = 77.3%, p=0.012) < 29.63 (24.88, 34.38 100.00
SF-36: RE (Longnudlnal)
Lindsay 2006 - 36.60 (31.25, 41.95) 77.78
Milian 2013 14 —— 22.10 (6.39, 37.81) 9.03
Ye 2017 43 2— 37.50 (24.50, 50.50) 13.19
Subtotal (l-squared = 34.3%, p =0.218) 35.41 (30.69, 40.13) 100.00
SF-36: MH (Longltudmal)
Lindsay 2006 -~ 39.70 (35.16, 44.24) 65.65
Milian 2013 14 —— - 13.00 (0.95, 25.05) 8.31
Ye 2017 43 —— 55.80 (48.46, 63.14; 25.05
Subtotal (l-squared = 94.5%, p = 0.000) L] 41.25 (37.57,44.92 100.00
SF-36: VT (Long|tud|nal)
Lindsay - 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) 31.88
Subtotal (l-squared = 90.8%, p = 0.000) [+] 20.37 (25.57, 33.17) 100.00
| |
-86.5 0 86.5



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

%

Author Year Population ES (95% Cl) Weight
SF-36: PF (Cross-sectaonal)
Alcalar 2013 40 * 21.22 (19.52, 22.92 80.59
Milian 2015 176 - 71.80(67.88, 75.72 15.22
Van Aken 2005 58 =4 68.00 (60.54, 75.46 419
Subtotal (l-squared =99.7%, p = 0.000) ¢ 30.88 (29.35, 32.40 100.00
SF-36: RP (Cross-sectional)
Alcalar 2013 40 * 6.28 (5.68, 6. 98.77
Milian 2015 176 —— 55.70 (49.39, 62. } 0.91
Van Aken 2005 58 —&— 65.00 (54.45, 75.55 0.32
Subtotal (l-squared = 99.4%, p = 0.000) | # 6.92 (6.32, 7. 100.00
SF-36: BP {Cross~sect|onai)
Alcalar 2013 40 * 7.92 (6.97, 8. 94 17
Milian 2015 176 - 65.80 (61.31 4.20
Van Aken 2005 58 - 73.00(65.79 1.63
Subtotal (l-squared = 99.8%, p = 0.000) L] 11.41 (10.49 100.00
SF-36: GH (Cross-sectional)
Alcalar 2013 40 * 15.98 (14.29 75.87
Milian 2015 176 - 53.90 (50.52 18.91
Van Aken 2005 58 — 54.00 (47.57, 523
Subtotal (l-squared = 99.6%, p = 0.000) [ 25.14 (23.67 100.00
SF-36: SF (Cross-sectional)
Alcalar 013 40 * 7.60 (6.84, 8.36 95.53
Milian 2015 176 -+ 70.50 (66.38, 7. .62; 3.24
Van Aken 2005 58 == 73.00(66.31, 79. 1.23
Subtotal (l-squared = 99.8%, p = 0.000) | # 10.44 (9.70 100.00
SF-36: RE (Cross-sectlonal)
Alcalar 2013 40 * 4.92 (4.54, 5. 99.52
Milian 2015 176 —— 64.50 (58.10 ; 0.36
Van Aken 2005 58 —— 67.00 (56.19 0.13
Subtotal (l-squared = 99.6%, p = 0.000) ] 5.21 (4.83, 5. 100.00
SF-36: MH (Cross-sectlonal)
Alcalar 2013 40 * 20.08 (18.19 73.30
Milian 2015 176 -+ 62.50 (59.37 26.70
Subtotal (l-squared = 99.8%, p = 0.000) ] 1.41 (29.79 100.00
SF-36: VT (Cross—sect!onal)
Alcalar 2013 40 * 14.93 (13.18 73.69
Milian 2015 176 * 45.80 (42.87 26.31
Subtotal (l-squared = 99.7%, p = 0.000) ° 23.05 (21.55, 100.00
SF-36: PF (Longltudmal)
Lindsay 2006 23 -~ 4590 (41.20 79.85
Milian 2013 14 —— 41.90 (24.61 5.90
Ye 2017 43 —=—  51.87 (50.75 14.25
Subtotal (l-squared = 72.3%, p = 0.027) < 47.94 (43.74, 100.00
SF-36: RP (Lonézitudinai)
Lindsay 2006 23 - 45.90 (40.63 79.11
Milian 2013 14 — 39.50 (24.83, 54 10.22
Ye 2017 43 —— 52.27 (37.91 10.67
Subtotal (l-squared = 0.0%, p = 0.475) < 4593 (41.24 100.00
SF-36: BP (Longiiudinal)
Lindsay 2006 23 - 48.60 (44.76 72.64
Milian 2013 14 —r— 43.00 (29.38 578
Ye 2017 43 —— 58.45 (51.40 21.58
Subtotal (l-squared = 71.4%, p = 0.030) < 50.40 (47.13 100.00
SF-36: GH (Lor})gﬁitudina!)
Lindsay 20 23 - 48.10 (44.05 78.76
M|I|an 2013 14 —_—— 37.50 (16.55 2.94

2017 43 —— 58.27 (49.88 18.30
Subtotal (I-squared = 66.1%, p = 0.052) < 49.65 (46.06 100.00
SF-36: SF (Longitudinal)
Lindsay 2006 23 -+ 46.70 (42.04, 77.14
Milian 2013 14 ——— 40.50 (26.88 9.03
Ye 2017 43 —4— 068.18 (57.18 13.83
Subtotal (l-squared = 85.8%, p =0.001) [o] 49.11 (45.02 100.00
SF-36: RE (Lon(?itudinai)
Lindsay 006 23 -+ 49.00 (45.69, 52 91.32
Milian 2013 14 L o] 42.90 (25.61, 60 .35
Ye 2017 43 —9— 63.64 (49.94, 77 533
Subtotal (l-squared = 57.8%, p = 0.094) < 49.58 (46.41, 52 100.00
SF-36: MH (Lon%itudinal)
Lindsay 2006 23 -+ 51.40 (47.52, 55.28 78.71
Milian 2013 14 —_—— 52.10 (33.77, 70.43 353
Ye 2017 43 == 6555 (57.38, 73.72 17.76
Subtotal (l-squared = 78.8%, p = 0.009) Lo ] 53.94 (50.49, 57.38 100.00
SF-36: VT (Longitudinal)
Lindsay 2006 23 -+ 48.30 (44.42 82.05
Milian 2013 14 —— 32.00 (15.24 4.40
Ye 2017 43 T 48.18 (38.63 13.55
Subtotal (l-squared = 42.3%, p =0.177) 47.57 (44.05, 100.00

| 1
-80.2 0 802



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

%

Author  Year SMD (95% ClI) Weight
SF-36: PF (Longitudinal)

Lindsay 2006 sm— -1.56 (-2.23, -0.90) 2475
Milian 2013 e fr—— -1.18 (-1.99, -0.38) 16.73
Ye 2017 —_—— -0.58 (-1.02, -0.15) 58.52
Subtotal (I-squared = 68.5%, p = 0.042) L -0.93 (-1.26, -0.60) 100.00
SF-36: RP (Longitudinal)

Lindsay 2006 — -1.20 (-1.83,-0.57) 26.50
Milian 2013 —— -0.80 (-1.35, 0.16) 18.31
Ye 2017 —— -0.73 (-1.16, -0.29) 55.20
Subtotal (I-squared = 0.0%, p = 0.380) < -0.83 (-1.15, -0.50) 100.00
SF-36: BP (Longitudinal)

Lindsay 2006 —_— -0.64 (-1.23, -0.05) 28.53
Milian 2013 —_—— -0.67 (-1.43, 0.09) 17.26
Ye 2017 —— -0.54 (-0.97, -0.11) 54.21
Subtotal (I-squared = 0.0%, p = 0.936) L -0.59 (-0.91, -0.27) 100.00
SF-36: GH (Longitudinal)

Lindsay 2006 —_—— -1.49 (-2.15,-0.84)  25.41
Milian 2013 — e -0.83 (-1.60, -0.05) 18.29
Ye 2017 — -0.84 (-1.28, -0.40) 56.30
Subtotal (I-squared = 30.5%, p = 0.237) - -1.00 (-1.33,-0.67)  100.00
SF-36: SF (Longitudinal)

Lindsay 2006 —— -1.28 (-1.92, -0.65) 27.02
Milian 2013 ——— -1.08 (-1.88, -0.28) 17.28
Ye 2017 —— -0.89 (-1.34, -0.45) 5971
Subtotal (I-squared = 0.0%, p = 0.610) o -1.03 (-1.36,-0.70)  100.00
SF-36: RE (Longitudinal)

Lindsay 2006 —— -1.14 (-1.76, -0.51) 26.55
Milian 2013 e o -0.66 (-1.42, 0.10) 17.85
Ye 2017 —_—— -0.59 (-1.02, -0.15) 55.60
Subtotal (I-squared = 4.7%, p = 0.350) L = -0.75 (-1.07, -0.42) 100.00
SF-36: MH (Longitudinal)

Lindsay 2006 —— -1.13 (-1.76, -0.51) 26.88
Milian 2013 —_— -1.32 (-2.14, -0.50) 15.47
Ye 2017 ——t -0.38 (-0.80, 0.05) 57.64
Subtotal (I-squared = 67.9%, p = 0.044) > -0.72 (-1.05, -0.40) 100.00
SF-36: VT (Longitudinal)

Lindsay 2006 —_— -1.08 (-1.70, -0.46) 27.71
Milian 2013 ——— -0.82 (-1.59, -0.05) 17.81
Ye 2017 i — -0.86 (-1.31, -0.42) 54.47
Subtotal (I-squared = 0.0%, p = 0.830) L -1 -0.92 (-1.24, -0.59) 100.00

| I
-2.23 0 2.23

Treatment No treatment



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

Author Year

SF-36: PF (Cross-sectional)

Alcalar 2013 ——

Psaras 2011 —_—
Van Aken 2005 ——
Subtotal (l-squared = 0.0%, p = 0.495) <>

SF-36: RP (Cross-sectional)

Alcalar 2013 —_—l—
Psaras 2011 s —

Van Aken 2005 ——
Subtotal (l-squared = 9.4%, p = 0.332) >
SF-36: BP (Cross-sectional)

Alcalar 2013 —_—
Psaras 201 s 3 e
Van Aken 2005 ——
Subtotal (I-squared = 0.0%, p = 0.702) <>
SF-36: GH (Cross-sectional)

Alcalar 2013 s
Psaras 2011 —p—

Van Aken 2005 ——

Subtotal (I-squared = 0.0%, p = 0.686) >

SF-36: SF (Cross-sectional)

Alcalar 2013 ——1
Psaras 2011 ———

Van Aken 2005 ——

Subtotal (I-squared = 30.8%, p = 0.236) >

SF-36: RE (Cross-sectional)

Alcalar 2013 —
Psaras 2011 —_—
Van Aken 2005 ———
Subtotal (l-squared = 0.0%, p = 0.371) <>
SF-36: MH (Cross-sectional)

Alcalar 2013 ———p
Psaras 2011 —_—
Subtotal (l-squared = 54.7%, p = 0.137) )
SF-36: VT (Cross-sectional)

Alcalar 2013 +-
Psaras 2011 ——t-
Subtotal (I-squared = 0.0%, p = 0.467) e

SMD (95% Cl)

0.78 (-1.23, -0.32)
0.41 (-0.96, 0.14)
-0.49 (-0.76, -0.23)
-0.54 (-0.75, -0.33)

0.84, 0.05)
1.36, -0.23)
0.59, -0.06)
062, -0.19)

-0.43 (-0.87, 0.01)
-0.13 (-0.68, 0.41)
-0.28 (-0.54, -0.01)
-0.29 (-0.50, -0.08)

4,-0.24)
3, -0.38)
4, -0.41)
3, -0.50)

71,0.17)
38, -0.24)
92, -0.39)
80, -0.38)

Soso

-0.19 (-0.63, 0.25)
-0.62 (-1.18, -0.08)
052 (-0.79, -0.26)
-0.46 (-0.67, -0.25)

-0.21 (-0.85, 0.23)
-0.76 (-1.32, -0.19)
-0.42 (-0.77, -0.07)

-0.23 (-0.67, 0.21)
-0.49 (-1.05, 0.06)
-0.33 (-0.68, 0.01)

%
Weight

21.61
14.73
63.66
100.00

22.69
13.82
63.49
100.00

22.37
14.76
62.86
100.00

22.23
13.63
64.13
100.00

23.00
13.83
63.17
100.00

22.92
14.18
62.90
100.00

62.30
37.70
100.00

61.32
38.68
100.00

|
-1.53

Healthy controls

1
0 1.53

Treated Cushing disease



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

%

Author Year Population ES (95% CI) Weight
SCL-90-R: somatization (Longitudinal)

Milian 2013 14 —4$— 80.90 (68.85, 92.95) 11.37
Starkman 2007 23 - 54.48 (50.16, 58.80) 88.63
Subtotal (l-squared =93.9%, p = 0.000) O 57.48 (53.42, 61.55) 100.00
SCL-90-R: obsessive-compulsive (Longitudinal)

Milian 2013 14 ——4— 82.40(70.88, 93.92) 10.74
Starkman 2007 23 - 49.91 (45.91, 53.91) 89.26
Subtotal (l-squared = 96.3%, p = 0.000) Lo 53.40 (49.62, 57.17) 100.00
SCL-90-R: depression (Longitudinal)

Milian 2013 14 —— 387.10 (75.58, 98.62) 10.80
Starkman 2007 23 -+ 47.52 (43.51, 51.53) 89.20
Subtotal (I-squared = 97.5%, p = 0.000) Lo 51.79 (48.01, 55.58) 100.00

SCL-90-R: anxiety (Longitudinal)
Milian 2013 14 —4— 83.10(72.62, 93.58) 8.45
Starkman 2007 23 44.78 (41.60, 47.96) 91.55
Subtotal (I-squared = 97.9%, p = 0.000) 48.02 (44.97, 51.07) 100.00

*

¢
SCL-90-R: paranoid ideation (Longitudinal)
Milian 2013 14 - 65.10 (48.86, 81.34) B.12
Starkman 2007 23 + 45.48 (41.71, 49.25) 94.88
Subtotal (l-squared =81.2%, p = 0.021) (o] 46.48 (42.81, 50.16) 100.00

I |
-98.6 0 98.6

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

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

%

Author Year  Population ES (95% ClI) Weight
SCL-90-R: somatization (Longitudinal)
Milian 2014 72 * 55.80 (53.56, 58.04; 0.26
Starkman 2007 23 * 45.52 (45.41, 45.63 99.74
Subtotal (I-squared = 98.8%, p = 0.000) 1 45.55 (45.43, 45.66) 100.00
SCL-90-R: obsessive-compulsive (Longitudinal)
Milian 2014 72 * 55.90 (53.77, 58.03 68.17
Starkman 2007 23 * 43.39 (40.28, 46.50 31.83
Subtotal (I-squared = 97.6%, p = 0.000) 0 51.92 (50.16, 53.67 100.00
SCL-90-R: depression (Longitudinal)
Milian 014 72 * 56.30 (54.27, 58.33) 70.72
Starkman 2007 23 -+ 38.39 (35.23, 41.55; 29.28
Subtotal (I-squared = 98.9%, p = 0.000) L] 51.06 (49.35, 562.77 100.00
SCL-90-R: anxiety (Longttudinal)
Milian 2014 7 * 53.30(51.31, 55.29 59.89
Starkman 2007 23 * 37.39 (34.96, 39.82 40.11
Subtotal (I-squared = 99.0%, p = 0.000) ¢ 46.92 (45.38, 48.46 100.00
SCL-90-R: paranoid ideation (Longitudinal)
Milian 2014 72 * 50.50 (48.31, 52.69 70.94
Starkman 2007 23 -+ 40.48 (37.05, 43.91 29.06
Subtotal (I-squared = 95.7%, p = 0.000) o 47.59 (45.74, 49 44 100.00
| |
-83.9 0 83.9

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



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

%

Author Year SMD (95% Cl) Weight
SCL-90-R: somatization (Longitudinal)
Milian 2013 —_— -0.99 (-1.78, -0.20) 38.98
Starkman 2007 —— -1.20 (-1.83, -0.57) 61.02
Subtotal (l-squared = 0.0%, p = 0.685) e -1.12(-1.61,-0.63)  100.00
SCL-80-R: obsessive-compulsive (Longitudinal)
Milian 2013 g -0.77 (-1.54, 0.00) 37.69
Starkman 2007 —_— -0.74 (-1.34, -0.15) 62.31
Subtotal (I-squared = 0.0%, p = 0.964) ] 0.75 (-1.22, -0.28) 100.00
SCL-80-R: depression (Longitudinal)
Milian 2013 —_—— -1.04 (-1.84, -0.25) 37.70
Starkman 2007 — -1.03(-1.85,-0.42) 62.30
Subtotal (l-squared = 0.0%, p = 0.985) -_— -1.04(-1.52,-0.55)  100.00
SCL-90-R: anxiety (Longitudinal)
Milian 2013 — -1.39(-2.22, -0.56) 35.68
Starkman 2007 —_— -1.07 (-1.69, -0.45) 64.32
Subtotal (l-squared = 0.0%, p = 0.540) _ -1.18 (-1.68, -0.69) 100.00
SCL-90-R: paranoid ideation (Longitudinal)
Milian 2013 == -0.62 (-1.37, 0.14) 37.64
Starkman 2007 ————t -0.57 (-1.16, 0.02) 62.36
Subtotal (l-squared = 0.0%, p = 0.922) —_— -0.59 (-1.05, -0.12) 100.00
|
-2.22 2:22
Treatment No treatment
Quality of life: GHQ-28, in treated Cushing disease patients.
%
Author Year Population ES (95% ClI) 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
-47.8

Higher score represents lower quality of life: GHQ-28



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

%
Author Year Population ES (95% ClI) Weight

WHCQoL-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

Szczesniak 2017 15

Subtotal (l-squared = 52.7%, p = 0.146)

42.00 (30.26, 53.74) 35.73
52.86 (44.11, 61.61) 64.27
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 (I-squared = 57.5%, p = 0.125) < 59.12 (53.19, 65.05) 100.00

-85.5 0 85.5

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

%

Author Year Population ES (95% Cl) Weight

Longitudinal

Huan 2014 87 -+ 56.60(53.24,59.96) 7.02

Nelson 2013 162 . 50.60 (49.68, 51.52) 92.98

Subtotal (l-squared = 91.2%, p = 0.001) ° 51.02 (50.13,51.91)  100.00
T T

-60.7 0 60.7



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

%
Author Year Population ES (95% ClI) 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) O 6.49 (5.41, 7.57) 100.00

HADS: anxiety (Cross-sectional)

Heald 2004 15 —— 10.00 (8.03, 11.97) 29.83
Van Aken 2005 58 - 7.00 (5.71, 8.29) 7017
Subtotal (I-squared = 83.9%, p = 0.013) 0 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) O 15.34 (13.58, 17.11)  100.00
| |
227 0 227

Higher score represents lower quality of life: HADS



