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Figure 1: Mean time to diagnosis of all included studies.
Figure 2: Mean time to diagnosis according to sex (female, male).
Figure 3: Mean time to diagnosis according to age in pituitary CS (<18 years, >=18 years).

Figure 4: Mean time to diagnosis according to year of diagnosis in pituitary CS (before and after 2000).



Figure 1:

Overall time to diagnosis

Study N Weight Mean(95% Cl)
Welbourn 1969 (adrenal) 8 |—-—> 1% 64 [20, 109]
Welbourn 1969 (pituitary) 37 - 2% 42[28, 57]
McArthur 1979 (<18y) 27 - 2% 41[32, 49]
Bertagna 1981 22 = % 2% 29[20, 38]
Hotta 1985 (adrenal) 3 ] 1% 36 [14, 58]
Hotta 1985 (pituitary) 5 —_—— 1% 40[17, 63]
Sandler 1987 51 - 2% 55 [45, 65]
Magiakou 1994 (<18y) 10 F—— 2% 46 [31, 60]
Bochicchio 1995 668 Som 2% 53 [53. 53]
Magiakou 1997 (<18y) 31 HH 2% 26[19, 33]
Massoud 1997 (<18y) 12 = 2 2% 32[24, 41]
Robyn 1997 (<18y) 6 —a— 2% 31[16, 46]
Invitti 1998 (adrenal) 25 " 2% 1816, 20]
Invitti 1998 (ectopic) 80 u 2% 27[26, 28]
Invitti 1998 (pituitary) 288 | | 2% 29[29, 29]
Selvais 1998 (macroadenoma) 10 [ ] : 2% 8[4, 13]
Selvais 1998 (microadenoma) 1 HH 2% 18[12, 24]
Flitsch 2000 19 C—a— 1% 65 [42, 88]
Vella 2001 (ectopic) 4 HH 2% 15[8, 22]
Vella 2001 (pituitary) 12 —a— 2% 41[23, 59]
Faggiano 2003 25 —a— 2% 44[32, 55]
Giraldi 2003 (female) 233 n 2% 30 [30. 30]
Giraldi 2003 {male) 47 u 2% 26[25, 27]
Johannsson 2004 15 3 [ 2% 86[77. 96]
Salgado 2006 25 —— 2% 28[16, 40]
Bhansali 2007 12 HH 2% 18[11, 25)
Barahona 2009 55 - 2% 41[29, 53]
Oliveira 2010 (<18y) 15 —— 2% 36 [20, 52]
Bolland 2011 253 - 2% 32[28, 37]
Psaras 2011 33 : —— 2% 72[56, 88]
Valassi 2011 420 m 2% 28[24, 31]
Lodish 2012 (<18y) 57 - 2% 28[24, 32]
Lonser 2013 (<18y) 200 ‘. 2% 40 [36, 43]
van der Werff 2014 22 ——— 1% 61[34, 88]
Zilio 2014 84 R 2% 29[24, 34]
Aranda 2015 67 [ 2% 26[21, 31]
Ghazi 2015 15 HH - 2% 12[4, 20]
Kreitschmann 2015 176 - 2% 46 [37, 54]
Zielinski 2015 10 . 2% 20([11, 30]
Geer 2016 30 —a— 2% 38[26, 50]
Machado 2016 421 ) 2% 39[35, 43]
Shapiro 2016 (<18y) 39 HH 2% 28[23, 34]
Bansal 2017 230 ¢ 2% 29[25, 33]
Davi 2017 110 ] 2% 13[9, 17]
Johnston 2017 101 ] 2% 26[22, 30]
Sathyakumar 2017 21 - 2% 12[7. 16]
Brichard 2018 7 - 2% 26[22, 30]
Dogansen 2018 35 HH 2% 32[26, 38]
Elenkova 2018 520 | | 2% 29[27, 31]
Losa 2018 624 L om 2% 5652, 60]
Rubinstein 2018 172 S HH 2% 48 [40, 56]
RE Model ¢ 100% 34 [30, 38]
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Figure 2:

Time to diagnosis according to sex

Study N Weight Mean(95% Cl)
McArthur 1979 (<18y) 10 —a— 2% 44 [30, 59]
Bertagna 1981 18 - 2% 30 (19, 42]
Massoud 1997 (<18y) 5 - 2% 37 (25, 50)
Faggiano 2003 17 —.— 1% 47 [30, 63]
Giraldi 2003 233 ] 2% 30 (30, 30]
Salgado 2006 13 .- 2% 20[8, 31
Bhansali 2007 5 - 2% 169, 22
Barahona 2009 46 = 2% 4229, 55
Bolland 2011 175 - 2% 35(29, 40
Psaras 2011 25 T —a— 1% 67 [51, 84
Valassi 2011 342 [ ] 2% 32[29, 3]
van der Werff 2014 18 T —— 1% 82[49, 118
Zilio 2014 67 - 2% 29[23, 35
Aranda 2015 54 - 2% 26 (21, 30]
Ghazi 2015 6 - 2% 10[-4, 23
Kreitschmann 2015 137 -HE- 2% 47 [37, 57]
Zielinski 2015 7 - 2% 20[7, 33]
Machado 2016 326 - 2% 39[35, 43]
Shapiro 2016 {<18y) 14 - 2% 29 (20, 38]
Bansal 2017 168 » 2% 29 [25, 33
Davi 2017 65 - 2% 12[7, 18]
Johnston 2017 73 - 2% 27[21, 32
Sathyakumar 2017 6 " - 2% 8[5, 11
Brichard 2018 57 - 2% 28[23, 33
Dogansen 2018 28 - 2% 35 (28, 42)
Elenkova 2018 485 o 2% 29 (28, 32]
Losa 2018 506 I m 2% 56 [51, 60)
Rubinstein 2018 140 IHH 2% 47 (39, 55]

Female ® 33 [27, 38)
McArthur 1979 (<18y) 17 - 2% 39 [28, 49]
Bertagna 1981 4 - 2% 22[13, 31]
Massoud 1997 (<18y) 7 - 2% 29[19, 39)
Faggiano 2003 8 . 2% 38 (24, 51]
Giraldi 2003 47 [ % 2% 26 (25, 27]
Salgado 2006 12 e 1% 37 [17, 57]
Bhansali 2007 7 [ 2% 20[9, 31]
Barahona 2009 9 ——i 1% 35[6, 64
Bolland 2011 52 HEH 2% 28[19, 38)
Psaras 2011 8 — 1% 88 (43,133
Valassi 2011 78 [ 2% 29 (23, 35
van der Werff 2014 4 X HH 2% 73 (64, 82
Zilio 2014 17 HH 2% 29 (21, 37]
Aranda 2015 13 g 2% 26[15, 37]
Ghazi 2015 9 .- - 2% 144, 24
Kreitschmann 2015 29 —— 1% 42 [25, 58]
Zielinski 2015 3 - 2% 21[8, 34
Machado 2016 95 T 2% 40 (33, 47)
Shapiro 2016 (<18y) 25 i 2% 28 [21, 35)
Bansal 2017 62 HH 2% 30[23, 37]
Davi 2017 45 Y - 2% 148, 20}
Johnston 2017 28 - 2% 2418, 31
Sathyakumar 2017 15 - 2% 13[7. 19
Brichard 2018 14 - 2% 17[9, 25
Dogansen 2018 7 - 2% 23[13, 33
Elenkova 2018 998 o 2% 28 (22, 34
Losa 2018 118 b 2% 56 (48, 64
Rubinstein 2018 32 1% 53[32, 74]

Male 31 [26, 36]

RE Model  (group difference p=0.66) 100% 32 (28, 35]
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Figure 3:

Time to diagnosis according to age in pituitary CS

Study N Weight Mean(95% Cl)
McArthur 1979 (<18y) 27 - 3% 41[32, 49]
Magiakou 1994 (<18y) 10 — 2% 46[31, 60]
Magiakou 1997 (<18y) 23 - 3% 27[21, 33]
Massoud 1997 (<18y) 12 - 3% 32[24, 41]
Robyn 1997 (<18y) 6 — 2% 31[16, 46
Oliveira 2010 (18y) 15 ——i 2% 36[20, 52]
Lodish 2012 (<18y) 57 - 3% 28[24, 32]
Lonser 2013 (<18y) 200 ‘" 3% 40[36, 43]
Shapiro 2016 (<18y) 39 e 3% 28[23, 34]

<18 years * 33 [29, 38]
Welbourn 1969 37 | 2% 42[28, 57)
Hotta 1985 5 —— 2% 40[17, 63]
Sandler 1987 51 e~ 2% 55[45, 65]
Bochicchio 1995 668 T om 3% 53[53, 53]
Invitti 1998 288 n: 3% 29[29, 29]
Selvais 1998 (macroadenoma) 10 . :5 3% 8[4, 13]
Selvais 1998 (microadenoma) 1 HH - 3% 18[12, 24]
Flitsch 2000 19 C—— 2% 65 [42, 88]
Vella 2001 12 f——i 2% 41[23, 59]
Faggiano 2003 25 P 2% 44[32, 55
Giraldi 2003 (female) 233 n: 3% 30 (30, 30]
Giraldi 2003 (male) 47 m: 3% 26[25, 27]
Johannsson 2004 15 5 _— 3% 86[77. 96
Barahona 2009 44 Fm— 2% 44[30, 58]
Bolland 2011 167 B 3% 35[29, 40]
Psaras 2011 33 L —— 2% 72[56, 88]
Valassi 2011 291 ™ 3% 35[31, 39]
van der Werff 2014 22 L —p 1% 81 [54, 108]
Zilio 2014 84 v 3% 29[24, 34]
Aranda 2015 57 T 3% 29[24, 34]
Kreitschmann 2015 176 S 3% 46[37, 54]
Zielinski 2015 10 [ 3% 20[11, 30]
Geer 2016 30 —— 2% 38[26, 50]
Machado 2016 372 m 3% 42(38, 46]
Bansal 2017 230 - 3% 29[25, 33]
Johnston 2017 101 [ 3% 26[22, 30]
Brichard 2018 71 - 3% 26[22, 30]
Dogansen 2018 17 HEC 3% 29[23, 35]
Elenkova 2018 348 ™ 3% 36(33, 39]
Losa 2018 624 Com 3% 5652, 60]
Rubinstein 2018 122 - 3% 49 [40, 58]

>=18 years k3 39 [33, 45]
RE Model (group difference p=0.37) S 100% 38 [33, 43]
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Figure 4:

Time to diagnosis according to year of diagnosis in pituitary CS

Study N Weight Mean(95% Cl)
Welbourn 1969 37 —a— 3% 4228, 57]
McArthur 1979 (<18y) 27 — 4% 4132, 49]
Hotta 1985 5 —_ 2% 40[17, 63]
Sandler 1987 51 Do 4% 55 [45, 65]
Magiakou 1994 (<18y) 10 —a— 3% 46 [31, 60]
Bochicchio 1995 668 . 4% 5353, 53]
Magiakou 1997 (<18y) 23 HEH 4% 2721, 33]
Massoud 1997 (<18y) 12 - 4% 32 [24, 41]
Robyn 1997 (<18y) 6 —— 3% 31[16, 46]
Invitti 1998 288 - 4% 29 [29, 29]
Selvais 1998 (macroadenoma) 10 HEH : 4% 8[4,13]
Selvais 1998 (microadenoma) 11 HH 4% 18[12, 24]
Losa 2018 199 : - 4% 67 [58, 75]
Rubinstein 2018 19 —y 3% 38[17,59]

<2000 - 37 [29, 46]
Flitsch 2000 19 ———— 2% 65 [42, 88]
Faggiano 2003 25 —— 4% 4432, 55]
Valassi 2011 291 HH 4% 35][31, 39]
Zilio 2014 84 HEH 4% 29 [24, 34]
Kreitschmann 2015 176 —— 4% 46 [37, 54]
Zielinski 2015 10 —— 4% 20[11, 30]
Geer 2015 30 —a— 4% 3826, 50]
Johnston 2017 101 HRH 4% 26 [22, 30]
Dogansen 2018 17 HEH 4% 29[23, 35]
Elenkova 2018 144 HEH 4% 3125, 36]
Losa 2018 425 HEH 4% 51 [47, 55]
Rubinstein 2018 103 —— 4% 52 [42, 62]

>2000 < 37 [31, 44]
RE Model (group difference p=0.93) <% 100% 37 [32, 43]
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