Chapter 9

Supplemental Data 6: Raw figures stratified by remission status and pituitary Cushing
only

Generic quality of life in treated Cushing disease patients (no remission).

Test
Author  Year name Paopulation ES (95% Cl)

Cross-sectional |
L J 18.63 (14.74, 22.52)

Alcalar 2013 SF-36: PF 8
Alcalar 2013 SF-36:RP 8 * 563 (4.25, 7.01)
Alcalar 2013 SF-36: BP 8 & 6.81(4.37, 9.25)
Alcalar 2013 SF-36: GH 8 | * 11.88 (9,33, 14.43)
Alcalar 2013 SF-36: SF 8 * 7.00 (5.52, 8.48)
Alcalar 2013 SF-36: RE 8 * 4.25(3.36, 5.14)
Alcalar 2013 SF-36: MH 8 - 20.00(15.91, 24.09)
Alcalar 2013 SF-36: VT 8 - 13.63 (10.06, 17.20)
Psaras 2011 SF-36: PF -] —_—f—— 37.60 (9.20, 66.00)
Psaras 2011 SF-36:RP 5 —_—— 2500 (4.75, 45.25)
Psaras 2011 SF-36: BP 5 —_—— 4460 (23.39, 65.81)
Psaras 2011 SF-36: GH 5 —_—— 39.70 (6.57, 72.83)
Psaras 2011 SF-36: SF 5 ——— 31.60(2.76, 60.44)
Psaras 2011 SF-36: RE B . 26.00(0.32, 51.68)
Psaras 2011 SF-36: MH 5 e—— re— 43.80(6.37, 81.23)
Psaras 2011 SF-36: VT 5 e e 47.20 (13.89, 80.51)
Psaras 2011 SCL-80-R: general severity 5 —_—re— 76.00 (58.82, 93.18)
Psaras 2011 SCL-80-R: positive symptom distress 5 A — 62.60 (32.80, 92.40)
Psaras 2011 SCL-90-R: positive symptom total 5 —_— 62.00 (28.43, 95.57)
Psaras 2011 SCL-80-R: somatization § ——p——— 57.20 (24 .42, 89.98)
Psaras 2011 SCL-80-R: obsessive-compulsive -] —p— 70,20 (35.84, 104.56)
Psaras 2011 SCL-80-R: interpersonal sensitivity 5 —_—— 60.20 (29.87, 90.53)
Psaras 2011 SCL-90-R: depression 5 ————  §5.20 (27 .68, 102.72)
Psaras 2011 SCL-80-R: anxiety 5 —_—— 4220 (10.12, 74 .28)
Psaras 2011 SCL-80-R: hostility 5 —_— 60.40 (36.30, 84.50)
Psaras 2011 SCL-80-R: phobic anxiety B _—l— 53.80 (24.26, 83.34)
Psaras 2011 SCL-80-R: paranoid ideation 5 —_—— 55.00 (31.07, 78.93)
Psaras 2011 SCL-90-R: psychoticism 5 —_—— 62.80 (37.82, 87.78)
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Higher score represents lower quality of life: SCL-90-R



Generic quality of life in treated Cushing disease patients (remission).

Test

Author Year name Population ES (95% Cl)y
Cross-sectional |
Alcalar 2013 32 * 21.88 (20.03, 23.73)
Alcalar 32 t ' 6.44 (5.77, 7.11)
Alcalar 32 8,19(7.18, 9.20)
Alcalar 32 & 17.01 (15,15, 18.87)
Alcalar 32 7.75(6.88, 8.62)
Alcalar » 5.10(4.69, 551)
Alcalar 32 20.09 (17. 93 22.25)
Alcalar 32 15.25 (1325 17.25)
Giebels k3l 14.30 (12.82, 15.78)
Giebels 3 > 9.60(8.05, 11.15)
Giebels 31 25.10 (22.04, 28.18)
Giebels 2014 SCL- ‘somatization 31 20.30 (18.19, 22.41)
Giebels 2014 SCL-90: obsessive-compulsive 31 ’ 15.30 (13.33, 17.27)
Giebels 2014 SCL-90: interpersonal sensitivity 31 ‘ 24.80 (20.36, 29.24)
Giebels 2014 SCL-90: hostility 3 7.20(6.32, 5 DB)
Giebels 2014 SCL-90: sleep 3 4.50(3.69,531)
Giebels 2014 SIP: home management 31 —_—— 50.60 (31. 87 69.33)
Giebels 2014  SIP: work 3 —— 01 G0 (38.66, 144.54)
Giebels 2014 SIP: recreation and pastimes ¥ -+— 42.30 (24.73, 59.87)
Giebels 2014 SIP: sleepirest 31 + 31.30 (16.20, 46.40)
Giebels 2014 SIP: alertness 31 ——— 65.30 (31.82, 98.78)
Giebels 2014 SIP: social interaction 3 g 46.80 (21.28, 72.32)
Heald 2004 GHQ-28 15 - 40.00 (32,16, 47 84)
Heald 2004 WHOQoL-BREF: physical 15 —4— 35.00 (25.18, 44.82)
Heald 2004 WHOQoL-BREF: psychological 15 * 42.00 (30.26, 53.74)
Eeald ggﬂ WHOQOL BREF: environmental 15 .*l 53.00 (43.18, 62.82)

'saras

Psaras 2011

Psaras 2011 2513, 51 47)

oo
P
=Y
a
858
Mmﬁ
a0
~
o
i
1]
=
=2,

Psaras 201 19 31.60(17.39, 45.81)
Psaras 2011 19 5 32,90 (18.20, 47.60)
Psaras 2011 19 —— 58.30 (46.02, 70.58)
Psaras 2011 19 —— 40.70 (27.30, 54.10)
Psaras 2011 19 —— 36.90 (22.74, 51.08)
Psaras 2011 : general severity 19 o= 67.40 (54.81, 79.99)
Psaras 2011 - positive symptom distress 19 —0— 58.70 (46.33, 71.07)
Psaras 2011 : positive symptom total 19 = 86.20 £54 24,78.186)
Psaras 2011 R: somatization 19 66.90 (54.44, 79.36)
Psaras 2011 bsessive-compulsive 19 65 40 (52,63, 78.17)
Psaras 2011 interpersonal sensitivity 19 90 (47.76, 72.04)
Psaras 2011 : depression 19 h*- 67 20 (55.46, 78.94)
Psaras 2011 - anxiety 19 61.70 (49.33, 74.07)
Psaras 201 : hostility 19 3 59.30 (47.43, 71.17)
Psaras 2011 phobic anxiety 19 52.80 (40. 39, 65.21)
Psaras 2011 : paranoid ideation 19 = 52.80 (39.49, 66.11)
Psaras 2011 - psychoticism 19 P 61,10 (46.94, 75.26)
Sonino 2007 PSI: stress 15 ’ 3.10(1.94, 4.26)
Sonino 2007 PSI: distress 15 * 11.90 (B 51 15.29)
Sonine 2007 PSI abnurmal illness behaviour 15 L 0.80(0.34, 1.26)
Sonino 2007 PSI: well-being 15 5.20 (4.74, 5‘56)
Sonino 2007 SF-20: PF 15 6.40 (4.38, 8.42)
Sonino 2007 SF-20: role functioning 15 2.50(1.59, 3.41)
Sonino 2007 SF-20: SF 18 k 1.30(0.29,2.31)
Sonino 2007 SF-20. MH 15 L 3 7.90(4.61, 11.19)
Sonino 2007 SF-20: health perceptions 18 " 12.30 (8.50, 16.10)
Sonino 2007 SF-20: pain 15 * 1,00 (0.49, 1.51)
Van Aken 2005 SF-36: PF 58 = 68.00 (60.54, 75.48)
Van Aken 2005 SF-36:RP 58 - 65.00 (54.45, 75.55)
Van Aken 2005 SF-36: BP 58 £ 73.00 (85.79, 80.21)
Van Aken 2005 SF-36: GH 58 - 54,00 (47 57, 60.43)
Van Aken 2005 SF-36: SF 58 * 73.00 (66.31, 79.89)
Van Aken 2005 SF-36:RE 58 e 67.00 (56.19, 77.81)
Van Aken 2005 SF-36: CH 58 e 52.00 (46 34, 57 66)
Van Aken 2005 NHP: energy 58 —— 35.00 (24.71, 45.29)
Van Aken 2005 NHP: pain 58 - 16.00 (9.31, 22.69)
Van Aken 2005 NHE: emcucnai reaction 58 b 21.00(13.28, 28.72)
Van Aken 2005 NHP: sleey 58 22.00(13.76, 30.24)
Van Aken 2005 NHP: physlca\ ability 58 -+ 18.00 (12 34, 23 88)
Van Aken 2005 NHP: social isclation 58 > 13.00 (6.82, 19.18)
Van Aken 2005 NHP: overall score 58 e 20.80(13. 18 28.42)
Longitudinal
Mili 2013 WHOQoL-BREF: physical 17 86.70 (53 72,79.68)
2013 WHOQoL-BREF: psychological 17 64.40 (52.56, 76.24)
2013 WHOQol-BREF: social relationships 17 - 77.80 (70.15, 85. 45)
2013 WHOQoL-BREF: enviranmental 17 75.30 (67.55, 83.05)
2013 WHOQoL-BREF: overall score 17 —p— 61.10 (47.36, 74.84)
2014 SCL-90-R: general severity 72 55.30 (53.27, 57.33)
2014 SCL-90-R: positive symptom distress 72 54.10 (51.91, 56.29)
2014 SCL-90-R: positive symptom total 72 54.30 (52,17, 56.43)
2014 SCL-90-R: somatization 72 55.80 (53.56, 58.04)
2014 SCL-90-R: obsessive-compulsive 72 3 55.90 (53.77, 58.03)
2014 SCL-90-R: interpersonal sensitivity 72 54.00 (51.97, 56.03)
2014 SCL-90-R: depression 72 7 56,30 (54.27, 58.33)
n 2014 SCL-90-R: anxiety 72 53.30 (51.31, 55.29)
Milian 2014 SCL-90-R: hostility 72 52.70 (50.46, 54.94)
Milian 2014 SCL-90-R: phobic anxiety 72 51.60 (49.45, 53.75)
Milian 2014 SCL-90-R: paranoid ideation 72 50.50 (48.31, 52.69)
Milian 2014 SCL-90-R: psychoticism 72 53.90 (51.82, 55.98)
Starkman 2007 SCL-90-R: depression 23 3 38.39 (35.23, 41.55)
Starkman 2007 SCL-90-R: anxiety 23 E A 37.39 (34.96, 39.82)
Starkman 2007 SCL-90-R: obsessive-compulsive 23 43 39 (40 28, 46.50)
Starkman 2007 SCL-90-R: paranoid ideation 23 48 (37.05,43.91)
Starkman 2007 SCL-90-R: somatization 23 * 45 52 (4541, 45.63)
| I
-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 (2) and Milian 2014



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

Test
Author Year name SMD (85% ClI)
Longitudinal
Milian (2) 2013 WHOQoL-BREF: physical —_— -1.25 (-1.99, -0.52)
Milian (2) 2013 WHOQoL-BREF: psychological e -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 ey -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)
T T
-2.54 0 2.54
Treatment No treatment

Generic quality of life in Cushing disease patients after treatment versus healthy controls (no remission)

Test
Author Year name SMD (95% ClI)
Cross-sectional
Alcalar 2013 SF-36: PF s -1.70 (-2.54, -0.87)
Alcalar 2013 SF-36: RP —— -0.82 (-1.60, -0.04)
Alcalar 2013 SF-36: BP —— -0.46 (-1.23, 0.30)
Alcalar 2013 SF-36: GH ———— -2.25 (-3.14, -1.36)
Alcalar 2013 SF-36: SF —_——— -0.54 (-1.31, 0.23)
Alcalar 2013 SF-36: RE —— -0.70 (-1.47, 0.08)
Alcalar 2013 SF-36: MH e 3 -0.26 (-1.02, 0.50)
Alcalar 2013 SF-36: VT —_——1 -0.56 (-1.32, 0.21)
Psaras 2011 SF-36: PF — -0.56 (-1.52, 0.41)
Psaras 2011 SF-36: RP —_— -1.13 (-2.12, -0.14)
Psaras 2011 SF-36: BP —_—— -0.04 (-0.99, 0.92)
Psaras 2011 SF-36: GH —_—— -0.81 (-1.79, 0.16)
Psaras 2011 SF-36: SF —_— -0.89 (-1.87, 0.08)
Psaras 2011 SF-36: RE —_— -1.51 (-2.53, -0.49)
Psaras 2011 SF-36: MH —_— -0.68 (-1.65, 0.29)
Psaras 2011 SF-36: VT —_— -0.30 (-1.25, 0.66)
Psaras 2011 SCL-90-R: general severity —_—— -1.02 (-2.01, -0.04)
Psaras 2011 SCL-90-R: positive symptom distress —_— -0.69 (-1.686, 0.28)
Psaras 2011 SCL-90-R: positive symptom total ——— -0.32 (-1.28, 0.63)
Psaras 2011 SCL-90-R: somatization —_— -0.08 (-1.03, 0.88)
Psaras 2011 SCL-90-R: obsessive-compulsive —_— -0.51 (-1.47, 0.45)
Psaras 2011 SCL-90-R: interpersonal sensitivity ———— -0.34 (-1.29, 0.62)
Psaras 2011 SCL-90-R: depression —_— -0.64 (-1.61, 0.32)
Psaras 2011 SCL-90-R: anxiety —_— 0.40 (-0.55, 1.36)
Psaras 2011 SCL-90-R: hostility —_— -0.94 (-1.92, 0.04)
Psaras 2011 SCL-90-R: phobic anxiety —_—— -0.36 (-1.32, 0.59)
Psaras 2011 SCL-90-R: paranoid ideation ——— -0.51 (-1.46, 0.45)
Psaras 2011 SCL-90-R: psychoticism —— -1.06 (-2.05, -0.07)
I I
-3.14 0 3.14

Healthy controls Treated Cushing syndrome



Generic quality of life in Cushing disease patients after treatment versus healthy controls (remission).

Test
Author Year name SMD (95% Cl)
Cross-sectional
Alcalar 2013 SF-36: PF —_—— -0.66 (-1.14, -0.18)
Alcalar 2013 SF-36:RP R e ol -0.31(-0.78, 0.16)
Alcalar 2013 SF-36: BP —_— -0.38 (-0.85, 0.09)
Alcalar 2013 SF-36: GH —— -0.48 (-0.95, -0.00)
Alcalar 2013 SF-36: SF —_— -0.20 (-0.67, 0.26)
Alcalar 2013 SF-36:RE ——— -0.05 (-0.51, 0.42)
Alcalar 2013 SF-36: MH —— -0.21 (-0.68, 0.25)
Alcalar 2013 SF-36: VT —_— -0.17 (-0.63, 0.30)
Psaras 2011 SF-36: PF —_— -0.31(-0.90, 0.27)
Psaras 2011 SF-36: RP s e ] -0.43 (-1.01, 0.16)
Psaras 2011 SF-36: BP ——— -0.28 (-0.86, 0.31)
Psaras 2011 SF-36: GH —_— -1.09 (-1.71, -0.48)
Psaras 2011 SF-36: SF —_—— -0.80 (-1.41, -0.19)
Psaras 2011 SF-36: RE — 0.02 (-0.57, 0.60)
Psaras 2011 SF-36: MH —_—— -0.83 (-1.43, -0.22)
Psaras 2011 SF-36: VT B e -0.64 (-1.24, -0.04)
Psaras 2011 SCL-90-R: general severity r——ip— -0.59 (-1.19, 0.00)
Psaras 2011 SCL-90-R: positive symptom distress —_— -0.54 (-1.13, 0.05)
Psaras 2011 SCL-90-R: positive symptom total —— -0.51(-1.10, 0.09)
Psaras 2011 SCL-90-R: somatization ——t— -0.42 (-1.01, 0.17)
Psaras 2011 SCL-90-R: obsessive-compulsive b o -0.34 (-0.93, 0.24)
Psaras 2011 SCL-90-R: interpersonal sensitivity ——— -0.33 (-0.92, 0.26)
Psaras 2011 SCL-90-R: depression —_—— -0.77 (-1.38,-0.17)
Psaras 2011 SCL-90-R: anxiety —_——T -0.34 (-0.93, 0.25)
Psaras 2011 SCL-90-R: hostility —_——— -0.86 (-1.47, -0.25)
Psaras 2011 SCL-90-R: phaobic anxiety —_—eiee -0.33 (-0.92, 0.25)
Psaras 2011 SCL-90-R: paranoid ideation —_— = -0.41 (-1.00, 0.18)
Psaras 2011 SCL-90-R: psychoticism —_—— -0.86 (-1.47, -0.25)
Sonino 2007 PSI: stress —_—— -0.82 (-1.57, -0.08)
Sonino 2007 PSI: distress —_—— -0.62 (-1.35, 0.12)
Sonino 2007 PSl: abnormal illness behaviour ——— -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 —— -1.61(-2.44, -0.78)
Sonino 2007 SF-20: SF —_— -0.69 (-1.42, 0.05)
Sonino 2007 SF-20: MH —te -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)
Van Aken 2005 SF-36: PF —— -0.49 (-0.76, -0.23)
Van Aken 2005 SF-36: RP — -0.32 (-0.59, -0.06)
Van Aken 2005 SF-36: BP —— -0.28 (-0.54, -0.01)
Van Aken 2005 SF-36: GH —tp— -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, -0.26)
Van Aken 2005 SF-36: CH —— 0.05 (-0.21, 0.32)
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 —— -0.24 (-0.50, 0.02)
Van Aken 2005 NHP: physical ability . - -0.77 (-1.03, -0.51)
Van Aken 2005 NHP: social isolation e -0.43 (-0.69, -0.17)
Van Aken 2005 NHP: overall score —— -0.54 (-0.80. -0.28)
| 1
-2.44 0 244

Healthy controls Treated Cushing disease



Disease specific quality of life in treated Cushing disease patients (remission).

Test

Author Year name Population ES (95% CI)
Longitudinal

Milian (2) 2013 Tuebingen CD-25: depression 17 — 26.50 (14.85, 38.15)
Milian (2) 2013 Tuebingen CD-25: sexual activity 17 —_— 34.40 (20.04, 48.76)
Milian (2) 2013 Tuebingen CD-25: environment 17 —— 29.60 (18.05, 41.15)
Milian (2) 2013 Tuebingen CD-25: eating behaviour 17 —_— 17.30 (10.38, 24.24)
Milian (2) 2013 Tuebingen CD-25: bodily restrictions 17 e 31.90 (19.07, 44.73)
Milian (2) 2013 Tuebingen CD-25: cognition 17 _ 29.40 (16.14, 42.66)
Milian (2) 2013 Tuebingen CD-25: overall score 17 —_— 27.60(17.81, 37.39)
Pivonello 2014 CushingQoL 26 —+— 54.10 (46.34, 61.86)

T

T
-61.9 0 61.9

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

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

Test

Author Year name SMD (95% Cl)
Longitudinal

Milian (2) 2013 Tuebingen CD-25: depression —_—— -0.16 (-0.83, 0.52)
Milian (2) 2013 Tuebingen CD-25: sexual activity —_—— -0.48 (-1.16, 0.20)
Milian (2) 2013 Tuebingen CD-25: environment —_—l -0.55 (-1.24, 0.13)
Milian (2) 2013 Tuebingen CD-25: eating behaviour —————4#———— -1.37 (-2.12, -0.62)
Milian (2) 2013 Tuebingen CD-25: bodily restrictions e —— -0.64 (-1.33, 0.05)
Milian (2) 2013 Tuebingen CD-25: cognition -_—8 -0.82 (-1.52, -0.12)
Milian (2) 2013 Tuebingen CD-25: overall score —_— -0.72 (-1.42, -0.03)
Pivonello 2014 CushingQoL —— -0.64 (-1.06, -0.22)

I

I
-2.12 0 212
Treatment No treatment



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

Test
Author Year name Population ES (95% CI)
Cross-sectional
Andela 2013 BAI 25 —+— 2840 (26.17,30.63)
Andela 2013 FQ 25 ——— 24.50 (17.64, 31.36)
Heald 2004 HADS: anxiety 15 - 10.00 (8.03, 11.97)

t

Tiemensma 2010 MASQ-30: somatic arousal 5 17.40 (15.59, 19.21)

Van Aken 2005 HADS: anxiety 58 - 7.00(5.71, 8.29)

T
-31.4 0 314

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

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

Test

Author Year name SMD (95% CI)
Cross-sectional
Andela 2013 BAl s S -0.96 (-1.55, -0.37)
Andela 2013 FQ e -0.72 (-1.30, -0.15)
Tiemensma 2010 MASQ-30: somatic arousal =~ ———#——o -0.80 (-1.21, -0.40)
Van Aken 2005 HADS: anxiety —— -0.50 (-0.76, -0.24)

T T

-1.55 0 1.85
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 (remission).

Test
Author Year name Population ES (95% CI)
Cross-sectional
Alcalar 2013 BDI 32 i 12.81 (8.39, 17.23)
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 . o 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 [

-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 (remission).

Test

Author Year name SMD (95% ClI)
Cross-sectional
Alcalar 2013 BDI —_— -0.33 (-0.80, 0.14)
Andela 2013 MADRS —_— -1.20 (-1.80, -0.59)
Andela 2013 IDS L -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 disease

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



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

Test
Author Year name Population ES (95% Cl)
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 - 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 motivation58 - 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 B9

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

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

Test
Author Year name Population ES (95% Cl)

Fluency (Longitudinal}

Hook 2007 Verbal fluency 27 * 21.22 (19.28, 23.18)
Mauri 1993 Word fluency 8 * 10.00 (8.13, 11.87)
TMT (Cross-sectional)
Psaras 2011 TMT: trail A 19 —_—— 57.90 (42.93, 72.87)
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)
T T
-95.8 0 95.8

Higher score represents worse cognitive function: TMT

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

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)

I T
-1.68 0 1.68

Treatment No treatment



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

Test

Author Year name SMD (95% CI)
TMT (Cross-sectional)
Psaras 2011 TMT: trail A S _Zama e -0.33 (-0.91, 0.26)
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 I

-1.28 0 1.28

Healthy controls ~ Treated Cushing disease

Cognitive function: attention, in treated Cushing disease patients (remission).

Test
Author Year name Population ES (95% CI)
Substitution (Cross-sectional)
Psaras 2011 DST 19 * 0.87 (0.73, 1.01)
Tiemensma (2) 2010 LDST 74 . 0.53 (0.50, 0.56)
| | I
-10.7 0 107

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

Test

Author Year name
Substitution (Cross-sectional)
Psaras 2011 DST

Tiemensma (2) 2010 LDST

SMD (95% Cl)

0.11 (-0.48, 0.69)
-0.31 (-0.63, 0.02)

I
-1.02 0
Healthy controls Treated Cushing disease

T
1.02



Quality of life: SF-36, in treated Cushing disease patients (no remission).
%

Author  Year Population ES (95% CI) Weight
SF-36: PF (Cross-sectional)

Alcalar 2013 8 ) 18.63 (14.74, 22.52) 98.16
Psaras 2011 5 ——— 37.60 (9.20, 66.00) 1.84
Subtotal (I-squared = 40.6%, p = 0.195) < 18.98 (15.13, 22.83) 100.00
SF-36: RP (Cross-sectional)

Alcalar 2013 8 * 5.63 (4.25,7.01) 99.54
Psaras 2011 5 e —— 25.00 (4.75,45.25) 0.46
Subtotal (I-squared = 71.4%, p = 0.061) | 0 5.72 (4.34,7.10) 100.00
SF-36: BP (Cross-sectional)

Alcalar 2013 8 * 6.81 (4.37, 9.25) 98.69
Psaras 2011 5 —— 44.60 (23.39, 65.81) 1.31
Subtotal (I-squared = 91.7%, p = 0.001) I () 7.30 (4.88,9.73) 100.00
SF-36: GH (Cross-sectional)

Alcalar 2013 8 * 11.88 (9.33, 14.43)  99.41
Psaras 2011 5 —peee 3070 (6.57,72.83) 0.59
Subtotal (l-squared =62.9%, p = 0.101) l [+ 12.04 (9.50, 14.59) 100.00
SF-36: SF (Cross-sectional)

Alcalar 2013 8 * 7.00 (5.52, 8.48) 99.74
Psaras 2011 5 —— 31.60 (2.76, 60.44) 0.26
Subtotal (I-squared = 64.1%, p = 0.095) l [\ 7.06 (5.58, 8.55) 100.00
SF-36: RE (Cross-sectional)

Alcalar 2013 8 £ 4.25 (3.36, 5.14) 99.88
Psaras 2011 5 —_—— 26.00 (0.32, 51.68) 0.12
Subtotal (I-squared = 63.7%, p = 0.097) ] 4.28 (3.39, 5.16) 100.00

SF-36: MH (Cross-sectional)
Alcalar 2013 8 - 20.00 (15.91, 24.09) 98.82
Psaras 2011 5 B 43.80(6.37, 81.23) 1.18
Subtotal (I-squared = 34.9%, p = 0.215) O 20.28 (16.22, 24.34)  100.00
-+
—_—
o

SF-36: VT (Cross-sectional)

Alcalar 2013 8

Psaras 2011 5

Subtotal (l-squared = 74.1%, p = 0.050)

13.63 (10.06, 17.20) 98.87
47.20 (13.89, 80.51) 1.13
14.01 (10.46, 17.56) 100.00

-81.2 0 81.2



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

%

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

Alcalar 2013 32 * 21.88 (20.03, 23.73) 92.82
Psaras 2011 19 —— 43.30 (28.51, 58.09) 1.46
Van Aken 2005 58 —4— 68.00(60.54, 75.46) 5.73
Subtotal (l-squared = 98.6%, p = 0.000) 0 24.83 (23.05, 26.62) 100.00
SF-36: RP (Cross-sectional)

Alcalar 2013 32 * 6.44 (5.77,7.11) 99.41
Psaras 2011 19 —_—— 40.10 (24.72, 55.48) 0.19
Van Aken 2005 58 —4&4— 65.00(54.45, 75.55) 0.40
Subtotal (l-squared = 98.5%, p = 0.000) (] 6.74 (6.07, 7.40) 100.00
SF-36: BP (Cross-sectional)

Alcalar 2013 32 * 8.19 (7.18, 9.20) 97.50
Psaras 2011 19 —— 38.30 (25.13, 51.47) 0.57
Van Aken 2005 58 —#— 73.00(65.79, 80.21) 1.82
Subtotal (l-squared = 99.4%, p = 0.000) [] 9.61 (8.61, 10.61) 100.00
SF-36: GH (Cross-sectional)

Alcalar 2013 32 * 17.01 (15.15, 18.87) 90.85
Psaras 2011 19 — 31.60(17.39, 45.81) 1.56
Van Aken 2005 58 - 54.00 (47.57, 60.43) 7.60
Subtotal (l-squared = 98.3%, p = 0.000) [} 20.05 (18.27, 21.82) 100.00
SF-36: SF (Cross-sectional)

Alcalar 2013 32 * 7.75 (6.88, 8.62) 97.99
Psaras 2011 19 —— 32.90 (18.20, 47.60) 0.35
Van Aken 2005 58 —#— 73.00(66.31, 79.69) 1.67
Subtotal (l-squared = 99.5%, p = 0.000) (] 8.93 (8.06, 9.79) 100.00
SF-36: RE (Cross-sectional)

Alcalar 2013 32 * 5.10 (4.69, 56.51) 99.74
Psaras 2011 19 — 58.30 (46.02, 70.58) 0.1
Van Aken 2005 58 —&— 67.00(56.19, 77.81) 0.15
Subtotal (l-squared = 99.0%, p = 0.000) ] 5.25 (4.84, 5.66) 100.00
SF-36: MH (Cross-sectional)

Alcalar 2013 32 * 20.09 (17.93, 22.25) 97.46
Psaras 2011 19 e 40.70 (27.30, 54.10) 2.54
Subtotal (l-squared = 88.7%, p = 0.003) 0 20.61(18.48, 22.75) 100.00

SF-36: VT (Cross-sectional)

Alcalar 2013 32

Psaras 2011 19

Subtotal (l-squared = 88.6%, p = 0.003)

15.25 (13.25, 17.25) 98.04
— 36.90 (22.74, 51.06) 1.96
15.67 (13.69, 17.66) 100.00

L+ T 2

|
-80.2 0 80.2



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

%

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

Alcalar 2013 — -1.70 (-2.54, -0.87) 57.01
Psaras 2011 —_—— -0.56 (-1.52, 0.41) 42.99
Subtotal (l-squared = 67.9%, p = 0.078) - -1.21 (-1.84, -0.58) 100.00
SF-36: RP (Cross-sectional)

Alcalar 2013 i — -0.82 (-1.60, -0.04) 61.97
Psaras 2011 —— -1.13 (-2.12, -0.14) 38.03
Subtotal (l-squared = 0.0%, p = 0.628) . ——— -0.94 (-1.55, -0.33) 100.00
SF-36: BP (Cross-sectional)

Alcalar 2013 —_—— -0.46 (-1.23, 0.30) 60.74
Psaras 2011 —_—— -0.04 (-0.99, 0.92) 39.26
Subtotal (l-squared = 0.0%, p = 0.491) <:& -0.30 (-0.89, 0.30) 100.00
SF-36: GH (Cross-sectional)

Alcalar 2013 —_—— -2.25 (-3.14, -1.36) 54.59
Psaras 2011 e B o -0.81 (-1.79, 0.16) 45.41
Subtotal (l-squared = 78.1%, p = 0.033) - -1.60 (-2.25, -0.94) 100.00
SF-36: SF (Cross-sectional)

Alcalar 2013 —— -0.54 (-1.31, 0.23) 61.88
Psaras 2011 —_— -0.89 (-1.87, 0.08) 38.12
Subtotal (l-squared = 0.0%, p = 0.575) - -0.67 (-1.28, -0.07) 100.00
SF-36: RE (Cross-sectional)

Alcalar 2013 — -0.70 (-1.47, 0.08) 63.71
Psaras 2011 —— -1.51 (-2.53, -0.49) 36.29
Subtotal (l-squared = 35.5%, p = 0.213) E - -0.99 (-1.61, -0.38) 100.00
SF-36: MH (Cross-sectional)

Alcalar 2013 —_— -0.26 (-1.02, 0.50) 61.74
Psaras 2011 —_—— -0.68 (-1.65, 0.29) 38.26
Subtotal (l-squared = 0.0%, p = 0.502) Cl' -0.42 (-1.02, 0.18) 100.00
SF-36: VT (Cross-sectional)

Alcalar 2013 — -0.56 (-1.32, 0.21) 60.73
Psaras 2011 —_—l > -0.30 (-1.25, 0.66) 39.27
Subtotal (l-squared = 0.0%, p = 0.681) - -0.46 (-1.05, 0.14) 100.00

| [
-3.14 0 3.14

Healthy controls Treated Cushing syndrome



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

%

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

Alcalar 2013 —— -0.66 (-1.14,-0.18)  20.37
Psaras 2011 —— -0.31 (-0.90, 0.27) 13.52
Van Aken 2005 —— -0.49 (-0.76, -0.23) 66.11
Subtotal (I-squared = 0.0%, p = 0.657) > -0.50 (-0.72, -0.29)  100.00
SF-36: RP (Cross-sectional)

Alcalar 2013 — -0.31 (-0.78, 0.16) 21.04
Psaras 2011 —_—— -0.43 (-1.01,0.16) 13.26
Van Aken 2005 —— -0.32 (-0.59, -0.06) 65.71
Subtotal (I-squared = 0.0%, p = 0.946) L -0.33(-0.55,-0.12)  100.00
SF-36: BP (Cross-sectional)

Alcalar 2013 —— -0.38 (-0.85, 0.09) 20.90
Psaras 2011 —_— -0.28 (-0.86, 0.31) 13.41
Van Aken 2005 —— -0.28 (-0.54,-0.01) 65.69
Subtotal (I-squared = 0.0%, p = 0.935) > -0.30 (-0.51,-0.08)  100.00
SF-36: GH (Cross-sectional)

Alcalar 2013 —_—— -0.48 (-0.95, -0.00) 21.20
Psaras 2011 —— -1.09 (-1.71,-0.46) 12.08
Van Aken 2005 —— -0.68 (-0.94, -0.41) 66.72
Subtotal (I-squared = 15.7%, p = 0.305) <> -0.68 (-0.90, -0.47)  100.00
SF-36: SF (Cross-sectional)

Alcalar 2013 —— -0.20 (-0.67, 0.26) 21.42
Psaras 2011 e — -0.80 (-1.41,-0.19) 12.68
Van Aken 2005 —— -0.66 (-0.92, -0.39) 65.90
Subtotal (I-squared = 40.4%, p = 0.187) > -0.58 (-0. 79, -0.36) 100.00
SF-36: RE (Cross-sectional)

Alcalar 2013 —_—— -0.05 (-0.51,042) 21.28
Psaras 2011 — 0.02 (-0.57, 0.60) 13.52
Van Aken 2005 —— -0.52 (-0.79,-0.26) 65.25
Subtotal (I-squared = 58.0%, p = 0.092) <> -0.35 (-0.56,-0.13)  100.00
SF-36: MH (Cross-sectional)

Alcalar 2013 —_——— -0.21 (-0.68, 0.25) 62.91
Psaras 2011 e ——— -0.83 (-1.43,-0.22) 37.09
Subtotal (I-squared = 59.6%, p=0.116) === -0.44 (-0.81,-0.07)  100.00
SF-36: VT (Cross-sectional)

Alcalar 2013 — -0.17 (-0.63, 0.30) 62.20
Psaras 2011 —— -0.64 (-1.24,-0.04) 37.80
Subtotal (I-squared = 33.0%, p = 0.222) - -0.34 (-0.71, 0.02) 100.00

| |
-1.71 0 1.71

Healthy controls ~ Treated Cushing disease

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

%

Author Year Population ES (95% Cl) Weight
SCL-90-R: somatlzaimn (Longwtudmal)
Milian 2014 55.80 (53.56, 58.04) 0.26
Starkman 2007 23 * 45.52 (45.41, 45.63) 99.74
Subtotal (l-squared = 98.8%, p = 0.000) 1 45.55 (45.43, 45.66) 100.00
SCL-90-R: obsessive-compulsive (Longitudinal)
Milian 2014 55.90 (53.77, 58.03) 68.17
Starkman 2007 23 -+ 43.39 (40.28, 46.50) 31.83
Subtotal (l-squared = 97.6%, p = 0.000) 51.92 (50.16, 53.67) 100.00
SCL-90-R: depressmn (Longnudlnai)
Milian 56.30 (54.27, 58.33) 70.72
Starkman 2007 23 38.39 (35.23, 41.55) 29.28
Subtotal (l-squared = 98.9%, p = 0.000) ] 51.06 (49.35, 52.77) 100.00
SCL-90-R: anmety (Longltudlnal)
Milian 201 53.30 (51.31, 55.29) 59.89
Starkman 2007 23 37.39 (34.96, 39.82) 40.11
Subtotal (l-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 (l-squared = 95.7%, p = 0.000) o 47.50 (45.74, 40.44) 100.00

! I

-80

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




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

%
Author Year Population ES (95% Cl) Weight

HADS: depression (Cross-sectional)

Heald 2004 15 —— 10.00 (8.03, 11.97)  29.83
Van Aken 2005 58 - 5.00 (3.71, 6.29) 7017
Subtotal (l-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) 70.17
Subtotal (I-squared = 83.9%, p = 0.013) O 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 (l-squared = 94.8%, p = 0.000) O 15.34 (13.58, 17.11)  100.00
| |
07 0 227

Higher score represents lower quality of life: HADS



