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Supplementary Appendix 
Table S1: Study Characteristics
	Study
	Country
	Study design
	CT
	CM
	SU
	N (Rett syndrome patients)
	Age in years, mean (SD)*
	Male, n (%)
	Female, n (%)
	MECP2 mutations, n (%)
	Disease severity

	Pepe, 2024 [1] 
	Italy
	Retrospective cohort
	√
	√
	 
	51
	9.65 (5.9)
	4 (7.8%)
	47 (92.2%)
	38 (74.5%)
	NR

	May, 2024 [2]
	USA
	Retrospective cohort
	 
	√
	 
	5940
	20.0 (14.5)
	0
	5,940 (100%)
	NR
	NR

	Weeda, 2024 [3] 
	Netherlands
	Cross-sectional study
	√
	√
	√
	64
	6.11 (3.17)
	0
	64 (100%)
	NR
	NR

	Leoncini, 2024 [4] 
	Italy
	Clinical Trial
	 
	√
	 
	10
	18.3 (9)
	0
	10 (100%)
	10 (100%)
	CSS scores, mean (SD; range): 21.3 (5.2; 15 – 32)

	Zade, 2024[5] 
	Ireland
	Cross-sectional study
	 
	√
	 
	25
	20.9 (10.855)
	NR
	NR
	NR
	NR

	Peri, 2024 [6]
	Italy
	Retrospective cohort
	√
	√
	√
	11
	13 (6)
	NR
	NR
	6 (54%)
	NR

	Berger, 2024[7] 
	Israel
	Retrospective cohort
	 
	√
	√
	141
	Median 3.2 (IQR, 2.3 – 5.7)
	2 (1.4%)
	139 (98.6%)
	141 (100%)
	NR

	Huang, 2024[8] 
	Taiwan
	Cross-sectional study
	 
	√
	 
	29
	13.7 (10.2)
	1 (3.4%)
	28 (96.6%)
	NR
	CSS, mean (SD): 19.7 (7.7)

	Galán‑Olleros, 2024 [9]
	Spain
	Cross-sectional study
	 
	√
	 
	55
	10.22 (4.64)
	0
	55 (100%)
	55 (100%)
	NR

	Sideris, 2024[10] 
	Greece
	Cross-sectional study
	 
	√
	 
	11
	Mean 7 years
	NR
	NR
	NR
	NR

	Wong, 2024[11] 
	Taiwan
	Clinical Trial
	 
	√
	 
	35
	NR
	NR
	NR
	35 (100%)
	NR

	Yildiz, 2024 [12]
	Turkey
	Retrospective cohort
	 
	√
	 
	120
	Median 36.56 (Range: 0 – 192) months
	8 (6.67%)
	112 (93.3%)
	111 (92.5%)
	NR

	Vilvarajan, 2023[13]
	Australia
	Retrospective cohort
	 
	√
	√
	103
	NR
	0
	103 (100%)
	103 (100%)
	NR

	Hirano, 2023 [14]
	Japan
	Cross-sectional study
	 
	√
	 
	72
	Mean (95% CI): 12 years and 10 months (10 years and 4 months – 15 years and 3 months)
	0
	72 (100%)
	40 (55.56%)
	NR

	Downs, 2023 [15]
	Australia, Denmark, Israel
	Clinical Trial
	 
	√
	 
	38
	Median 18 years and 10 months (Range: 6 years and 11 months to 41 years and 1 month)
	1 (2.6%)
	37 (97.4%)
	NR
	NR

	Neul, 2023[16] 
	USA
	Clinical Trial
	 
	√
	√
	187
	10.9 (4.62)
	0
	162 (100%)
	NR
	RSBQ score, mean(SD) : 44.1 (11.76)

	
	
	
	
	
	
	
	
	
	
	
	CGI-S, mean(SD) : 4.9 (0.76)

	Gomathi, 2023[17] 
	India
	Cross-sectional study
	 
	√
	 
	20
	NR
	0
	20 (100%)
	NR
	NR

	Stone, 2023[18] 
	USA
	Retrospective cohort
	 
	√
	 
	220
	12.3 (2.7)
	3 (1.8%)
	216 (98.2%)
	NR
	NR

	Kay, 2023 [19]
	Multiple (country names not mentioned)
	Cross-sectional study
	√
	√
	 
	210
	Median 18 years and 2 months (Range: 6 – 51 years)
	NR
	NR
	210 (100%)
	NR

	Taylor, 2023[20] 
	USA
	Retrospective cohort
	 
	√
	 
	25
	17.97 (3.8)
	0
	25 (100%)
	NR
	NR

	Menachem, 2023 [21]
	Israel
	Retrospective cohort
	√
	√
	√
	100
	NR
	0
	100 (100%)
	NR
	NR

	Zade, 2023[22]
	UK and Ireland
	Cross-sectional study
	 
	√
	 
	20
	20.6 (11.748)
	NR
	NR
	NR
	NR

	Rodocanachi-Roidi, 2022[23]
	Italy
	Cross-sectional study
	 
	√
	 
	75
	With scoliosis: 14.5 (9.08)
	0
	75 (100%)
	NR
	NR

	
	
	
	
	
	
	
	Without scoliosis: 11.13 (8.92)
	
	
	
	

	Leoncini, 2022[24]
	Italy
	Cross-sectional study
	√
	√
	 
	66
	12.5 (7.4)
	0
	66 (100%)
	66 (100%)
	CSS, mean (SD) range: 24.0 (7.6) (12–44)

	Jacoby, 2022[25]
	Australia
	Cross-sectional study
	 
	√
	 
	72
	Median 11 years and 10 months (Range: 5 years and 2 months – 18 years and 11 months)
	0
	72 (100%)
	NR
	NR

	Peron, 2022[26]
	Italy
	Retrospective cohort
	 
	√
	 
	56
	Median 29 (Range: 19 – 49)
	0
	56 (100%)
	47 (84%)
	NR

	Buchanan, 2022[27]
	USA
	Clinical Trial
	√
	√
	 
	1732
	Period 2006 - 2015: 9.1 (8.8); 
	0
	1732 (100%)
	Period 2006 - 2015:
	CSS, mean (SD):

	
	
	
	
	
	
	
	Period 2015 - 2019: 15.2 (10.7)
	
	
	  Mild (R133C, R294X, R306C, and
C-terminal truncations): 348 (32.5%)
	   Period 2006 - 2015: 22.2 (7.8)

	
	
	
	
	
	
	
	 
 
 
 
 
 
 
 
 
 
 
 
	
	
	
	   Period 2015 - 2019: 23.8 (8.3)

	
	
	
	
	
	
	
	
	
	
	  Moderate (T158M and other
point mutations): 179 (16.7%)
	 
 
 
 
 
 
 
 
 
 
 

	
	
	
	
	
	
	
	
	
	
	  Severe (R106W, R168X, R255X, R270X, early truncations, large
deletions, and splice site): 544 (50.8%)
	

	
	
	
	
	
	
	
	
	
	
	Period 2015 - 2019:
	

	
	
	
	
	
	
	
	
	
	
	 Mild (R133C, R294X, R306C, and
C-terminal truncations): 232 (35%)
	

	
	
	
	
	
	
	
	
	
	
	  Moderate (T158M and other
point mutations): 113 (17%)
	

	
	
	
	
	
	
	
	
	
	
	  Severe (R106W, R168X, R255X, R270X, early truncations, large
deletions, and splice site): 317 (47.9%)
	

	Migliorelli, 2022[28]
	Spain
	Prospective cohort
	 
	√
	 
	30
	Mean: 11.48
	0
	30 (100%)
	NR
	NR

	Lai, 2022[29]
	Australia
	Cross-sectional study
	 
	√
	 
	216
	20.5 (9.5)
	0
	216 (100%)
	NR
	NR

	Bisgaard, 2021[30]
	Denmark
	Retrospective cohort
	 
	√
	 
	24
	34.3 (8.1)
	0
	24 (100%)
	24 (100%)
	RSGMS, mean (SD): 29.6 (11.5)

	Gualniera, 2021[31]
	UK
	Retrospective cohort
	√
	 
	 
	10
	11.87 (4.97)
	0
	10 (100%)
	NR
	NR

	Mendoza, 2021[32]
	Australia
	Retrospective cohort
	 
	√
	√
	210
	Median 18 years and 2 months (Range: 6 – 51 years)
	NR
	NR
	210 (100%)
	NR

	Gilbertson, 2021[33]
	Australia
	Cross-sectional study
	√
	√
	 
	74
	NR
	0
	74 (100%)
	NR
	NR

	Rozensztrauch, 2021[34]
	Poland
	Cross-sectional study
	 
	√
	 
	23
	7.22 (3.57)
	NR
	NR
	NR
	NR

	Wong, 2021[35]
	Taiwan
	Cross-sectional study
	 
	√
	 
	44
	17.03 (10.52)
	0
	44 (100%)
	44 (100%)
	CSS, median (range): 25 (5-41)

	Thapa, 2021[36]
	USA
	Cross-sectional study
	√
	√
	 
	44
	Mean: 12.4 (Range: 5.1 – 36.1)
	0
	44 (100%)
	43 (98%)
	CSS, mean (SD): 25 (7)

	Lai, 2021[37]
	USA, UK and Canada
	Cross-sectional study
	 
	√
	 
	216
	NR
	0
	216 (100%)
	NR
	NR

	Humphrey, 2021a[38]
	USA
	Cross-sectional study
	√
	√
	√
	77
	NR
	0
	77 (100%)
	NR
	NR

	Williams, 2021[39]
	Australia
	Cross-sectional study
	 
	√
	 
	62
	12 years (3 years and 11 months)
	0
	62 (100%)
	NR
	NR

	Humphrey, 2021b[40]
	USA
	Retrospective cohort
	√
	√
	√
	77
	NR
	0
	77 (100%)
	NR
	NR

	Rodriguez, 2020 [41]
	USA
	Prospective cohort
	 
	√
	 
	213
	NR
	NR
	NR
	222 (100%)
	NR

	Byiers, 2020[42]
	USA
	Cross-sectional study
	√
	√
	 
	30
	Median 13.2
	0
	30 (100%)
	25 (83%)
	NR

	Iakovidou, 2020[43]
	UK
	Retrospective cohort
	√
	√
	 
	10
	NR
	0
	10 (100%)
	4 (40%)
	NR

	Pari, 2020[44]
	Italy
	Prospective cohort
	 
	√
	√
	79
	NR
	 
	79 (100%)
	NR
	NR

	Sernheim, 2020[45]
	Sweden
	Cross-sectional study
	 
	√
	√
	10
	23.2 (4.8)
	0
	10 (100%)
	NR
	NR

	Saikusa, 2020[46]
	Japan
	Retrospective cohort
	 
	√
	 
	100
	14.5 (11.2)
	0
	100 (100%)
	88 (88%)
	NR

	Cutri-French, 2020[47]
	USA
	Retrospective cohort
	 
	√
	 
	763
	Typical: Median 13.5 years (IQR 7.2 – 20.9 years)
	Typical: 3 (1%)
	Typical: 529 (99%)
	44 (6%)
	CSS, median (IQR):

	
	
	
	
	
	
	
	Atypical: Median 9.8 years (IQR 4.3 – 23.5 years)
	Atypical: 1 (3%)
	Atypical: 38 (97%)
	
	Typical: 24 (19–31)

	
	
	
	
	
	
	
	 
	 
	 
	
	Atypical, 15 (10–22)

	Leven, 2020[48]
	Germany
	Prospective cohort
	 
	√
	 
	287
	Age <18: 9.66 (4.94)
	1 (0.4%)
	286 (99.6%)
	NR
	NR

	
	
	
	
	
	
	
	Age >18: 27.18 (6.56)
	
	
	
	

	Clark, 2020[49]
	USA
	Retrospective cohort
	√
	√
	 
	129
	Median 9.2 (Range: 5.0 – 13.8)
	0
	129 (100%)
	NR
	RSSS, median (range): 10 (8–13)

	Caffarelli, 2020[50]
	Italy
	Retrospective cohort
	 
	√
	 
	125
	More severe mutations (R106T,
R168X, R255X and R270X): 13.7 (8.3)
	0
	125 (100%)
	125 (100%)
	NR

	
	
	
	
	
	
	
	Less severe mutations (R133C, R294X,
R306C and T158 M): 13.9 (8.4)
	
	
	
	

	Henriksen, 2020[51]
	Norway
	Cross-sectional study
	√
	√
	√
	79
	23 (15)
	0
	79 (100%)
	74 (94%)
	RSSS, median(range): 13.12 (12.29–13.95)

	Di Pierro, 2020[52]
	Italy
	Clinical Trial
	 
	√
	 
	11
	NR
	NR
	NR
	26 (100%)
	NR

	Chou, 2019[53]
	Taiwan
	Prospective cohort
	 
	√
	 
	23
	NR
	NR
	NR
	23 (100%)
	NR

	Frullanti, 2019[54]
	Croatia, Denmark, France, Hungary, India, Israel, Italy, Romania, Serbia, Spain, UK, USA, Russia
	Cross-sectional study
	 
	√
	 
	1027
	NR
	NR
	NR
	949 (92.41%)
	NR

	Sarber, 2019[55]
	USA
	Retrospective cohort
	 
	√
	 
	13
	9.09 (4.94)
	2 (15.4%)
	11 (84.6%)
	11 (84.6%)
	NR

	Hirano, 2019[56]
	Japan
	Cross-sectional study
	 
	√
	 
	216
	Median: 15.5 (Range: 3.7 – 53.4)
	NR
	NR
	NR
	NR

	Caffarelli, 2019[57]
	Italy
	Prospective cohort
	 
	√
	 
	58
	Non – ambulatory: 5.1 (2.1)
	0
	58 (100%)
	55 (94.8%)
	NR

	
	
	
	
	
	
	
	Ambulatory: 5.9 (3.2)
	
	
	
	

	Rose, 2019[58]
	USA
	Prospective cohort
	 
	√
	 
	28
	8.49 (2.09)
	0
	28 (100%)
	28 (100%)
	RSSS, mean (SD): 8.11 (2.23)

	Amaddeo, 2019[59]
	France
	Prospective cohort
	√
	√
	√
	17
	9.5 (2.8)
	0
	17 (100%)
	10 (59%)
	NR

	Motil, 2019[60]
	USA
	Retrospective cohort
	 
	√
	√
	Medical records = 46
	Medical records: Median, 21 years
	Medical records: 0
	Medical records: 46 (100%)
	Questionnaire: 258 (95%)
	NR

	
	
	
	
	
	
	Questionnaire: 271
	Questionnaire: Median, 11 (Range: 7 – 19) years
	Questionnaire: 5 (2%)
	Questionnaire: 266 (98%)
	
	

	Stallworth, 2019[61]
	USA
	Retrospective cohort
	 
	√
	 
	1074
	Mean: 9.54 (Range: 1.3 – 66.4)
	0
	1074 (100%)
	1014 (94%)
	NR

	Zengin-Akkuş, 2018[62]
	Turkey
	Case-reports/Case-series
	√
	√
	 
	16
	Median: 6.5 (Range: 2.5 – 22)
	0
	16 (100%)
	16 (100%)
	NR

	Mackay, 2018[63]
	USA, Canada, UK, Australia, China, Ireland, Switzerland
	Retrospective cohort
	 
	√
	√
	399
	Median 14 years and 6 months (Range: 2 – 57years)
	2 (0.5%)
	397 (99.5%)
	399 (100%)
	NR

	Tarquinio, 2018[64]
	USA
	Prospective cohort
	 
	√
	 
	Classical: 922, Atypical: 160
	Mean 10.2
	NR
	NR
	NR
	NR

	Hirano, 2018[65]
	Japan
	Cross-sectional study
	 
	√
	√
	216
	Mean 18.9
	NR
	NR
	NR
	NR

	Mancini, 2018[66]
	France
	Clinical Trial
	 
	√
	 
	34
	Median 10.5 (IQR: 8 – 12)
	0
	34 (100%)
	34 (100%)
	CSS, median (IQR): 25.5 (18.5–28)

	Lai, 2018[67]
	Australia
	Cross-sectional study
	 
	√
	 
	242
	NR
	NR
	NR
	NR
	NR

	Cocca, 2018[68]
	Italy
	Prospective cohort
	 
	√
	 
	56
	Mean 11.3
	0
	56 (100%)
	NR
	NR

	Boban, 2018[69]
	Seven nationalities (mostly from US and Australia)
	Cross-sectional study
	√
	√
	 
	364
	Mean 14 years and 4 months
	0
	364 (100%)
	364 (100%)
	NR

	Henriksen, 2018[70]
	Norway
	Cross-sectional study
	 
	√
	 
	70
	Median 21 years (IQR 14 – 34 years)
	0
	70 (100%)
	67 (96%)
	RSSS, mean:

	
	
	
	
	
	
	
	
	
	
	
	9.9 in seizure pattern group 1 (never seizures)

	
	
	
	
	
	
	
	
	
	
	
	12.6 in group 2 (seizure-free last five years)

	
	
	
	
	
	
	
	
	
	
	
	12.2 in group 3 (active seizures with remissions)

	
	
	
	
	
	
	
	
	
	
	
	13.8 in group 4 (active seizures without remissions)

	Wong, 2018[71]
	Australia
	Cross-sectional study
	 
	√
	√
	1216
	Median (Range)
	0
	1216 (100%)
	NR
	NR

	
	
	
	
	
	
	
	Questionnaire years
	
	
	
	

	
	
	
	
	
	
	
	2000: 13 (1 – 24)  
	
	
	
	

	
	
	
	
	
	
	
	2002: 13 (2 – 27)
	
	
	
	

	
	
	
	
	
	
	
	2004: 15 (2 – 29)
	
	
	
	

	
	
	
	
	
	
	
	2006: 15 (2 – 30)
	
	
	
	

	
	
	
	
	
	
	
	2009: 18 (2 – 34)
	
	
	
	

	
	
	
	
	
	
	
	2011: 17 (2 – 35)
	
	
	
	

	Tarquinio, 2017[72]
	USA
	Retrospective cohort
	 
	√
	 
	1183
	Median 2.7 years (IQR 2.0 – 4.1)
	50 (4.2%)
	1133 (95.8%)
	98 (8.3%)
	NR

	Vignoli, 2017[73]
	Italy
	Retrospective cohort
	√
	√
	 
	104
	Mean 13.9
	0
	104 (100%)
	89 (85.58%)
	NR

	Mezzedimi, 2017[74]
	Italy
	Cross-sectional study
	√
	√
	 
	61
	Mean 13.6
	0
	61 (100%)
	52 (85.25%)
	NR

	Horne, 2017[75]
	Australia
	Cross-sectional study
	 
	√
	 
	287
	NR
	NR
	NR
	NR
	NR

	Rose, 2017[76]
	USA
	Prospective cohort
	 
	√
	 
	32
	Mean 7.4
	0
	32 (100%)
	NR
	RSSS, mean (SD): 8.25 (2.43)

	Downs, 2017[77]
	Australia
	Cross-sectional study
	 
	√
	 
	251
	17 years 7months (9 years)
	0
	251 (100%)
	251 (100%)
	NR

	Lambert, 2017[78]
	France
	Retrospective cohort
	√
	√
	√
	20
	NR
	NR
	NR
	20 (100%)
	NR

	Hryniewiecka-Jaworska, 2016[79]
	UK
	Cross-sectional study
	 
	√
	 
	56
	Affective/neurotic disorder: 29.8 (9.56)
	0
	56 (100%)
	56 (100%)
	NR

	
	
	
	
	
	
	
	Without any disorder: 30.2 (10.86)
	
	
	
	

	Knight, 2016[80]
	USA
	Cross-sectional study
	 
	√
	 
	169
	MECP2+: 13.4 (10.1)
	NR
	MECP2+: 43 (93.4%)
	169 (100%)
	NR

	
	
	
	
	
	
	
	MECP2 –: 6.2 (5.1)
	
	MECP2- : 114 (93.0%)
	
	

	Boban, 2016[81]
	Multiple (country names not mentioned)
	Cross-sectional study
	 
	√
	 
	364
	Median: 14.5 (Range: 2.1 – 57.2)
	2 (0.54%)
	362 (99.46%)
	364 (100%)
	NR

	Downs, 2016a[82]
	Australia
	Cross-sectional study
	 
	√
	 
	394
	NR
	0
	394 (100%)
	394 (100%)
	NR

	Epstein, 2016[83]
	Australia
	Cross-sectional study
	√
	√
	√
	21
	NR
	0
	21 (100%)
	NR
	NR

	Downs, 2016b[84]
	Australia
	Cross-sectional study
	 
	√
	 
	140
	NR
	0
	140 (100%)
	NR
	NR

	Humphreys, 2016[85]
	Canada
	Cross-sectional study
	 
	√
	 
	51
	Range: 2 years and 5 months to 54 years
	NR
	NR
	51 (100%)
	NR

	Barney, 2015[86]
	USA
	Retrospective cohort
	 
	√
	 
	18
	12.8 (6.32)
	0
	18 (100%)
	NR
	NR

	Ammanuel, 2015[87]
	USA
	Retrospective cohort
	 
	√
	 
	10
	6.16 (0.7)
	0
	10 (100%)
	10 (100%)
	CSS, range: 5-14

	Megahed, 2015[88]
	Egypt
	Retrospective cohort
	 
	√
	 
	32
	Mean 36.9 months
	0
	32 (100%)
	20 (62.5%)
	NR

	Nissenkorn, 2015[89]
	Multiple (11 countries, names NR)
	Retrospective cohort
	 
	√
	 
	1248
	NR
	NR
	NR
	1135 (90.1%)
	NR

	Stagi, 2015[90]
	Italy
	Cross-sectional study
	√
	√
	 
	45
	Mean 8.6 (5.3)
	0
	45 (100%)
	39 (86.67%)
	NR

	Bisgaard, 2015[91]
	Denmark
	Cross-sectional study
	 
	√
	 
	24
	Mean 30.25 months
	0
	24 (100%)
	24 (100%)
	Median CSS: 20

	
	
	
	
	
	
	
	
	
	
	
	Median Kerr score: 16

	
	
	
	
	
	
	
	
	
	
	
	Median RSGMS: 4

	Wong, 2015[92]
	Australia
	Prospective cohort
	√
	√
	 
	320
	Median age at the first (2000) follow – up year: 13.0 years (IQR 8.3 – 17.5)
	0
	320 (100%)
	NR
	NR

	
	
	
	
	
	
	
	Median age at last (2011) follow – up year: 18.1 years (IQR 11.3 – 24.6)
	
	
	
	

	Jefferson, 2015[93]
	Australia
	Prospective cohort
	 
	√
	 
	74
	Mean: 15.2
	0
	74 (100%)
	57 (77%)
	NR

	Tarquinio, 2015[94]
	USA
	Prospective cohort
	 
	√
	 
	1085
	NR
	0
	1085 (100%)
	NR
	NR

	Cianfaglione, 2015[95]
	UK
	Retrospective cohort
	 
	√
	 
	91
	Mean: 20.5
	0
	91 (100%)
	71 (78%)
	NR

	Djukic, 2014[96]
	USA
	Cross-sectional study
	√
	√
	 
	37
	10.03 (7.72)
	0
	37 (100%)
	NR
	CSS, mean (SD): 11.51 (3.43)

	De Felice, 2014[97]
	Italy
	Prospective cohort
	√
	√
	 
	228
	12.9 (7.9)
	0
	228 (100%)
	228 (100%)
	CSS, mean (SD): 17.4 (7.3)

	Anderson, 2014[98]
	Multiple (24 countries including USA, Australia, Canada and UK)
	Cross-sectional study
	√
	√
	√
	423
	Median: 24.9 (Range: 18.0 to 54.3)
	0
	423 (100%)
	233 (55.08%)
	NR

	Freilinger, 2014[99]
	Multiple countries
	Cross-sectional study
	 
	√
	 
	1019
	NR
	NR
	NR
	1019 (100%)
	NR

	Motil, 2014[100]
	USA
	Cross-sectional study
	 
	√
	 
	50
	15.5 (9.7)
	0
	50 (100%)
	NR
	NR

	Khwaja, 2014[101]
	USA
	Clinical Trial
	 
	√
	 
	9
	Range: 2 – 10
	0
	12 (100%)
	12 (100%)
	NR

	Isaias, 2014[102]
	Italy
	Prospective cohort
	 
	√
	 
	11
	9 (3)
	NR
	NR
	11 (100%)
	NR

	Byiers, 2014[103]
	USA
	Cross-sectional study
	 
	√
	 
	44
	Mean: 20.3
	0
	35 (100%)
	NR
	NR

	Downs, 2014[104]
	Australia
	Cross-sectional study
	 
	√
	√
	229
	Median: 17 years and 11 months (Range: 2 years 8 and months to 35 years and 9 months)
	0
	229 (100%)
	195 (85.15%)
	NR

	Neul, 2014[105]
	USA
	Retrospective cohort
	 
	√
	 
	638
	Median
	0
	638 (100%)


	Classic: 530 (97.8%)
	CSS, mean (SD): 21.8 (6.81)

	
	
	
	
	
	
	
	Classical: 4
	
	
	Atypical: 83 (86.5%)
 
 
	

	
	
	
	
	
	
	
	Atypical, better: 4.5
	
	
	
	

	
	
	
	
	
	
	
	Atypical poorer: 3.5
	
	
	
	

	Sarajlija, 2013a[106]
	Serbia
	Cross-sectional study
	√
	√
	 
	35
	Median: 138 months (Range: 30 months to 21 years and 7 months)
	0
	35 (100%)
	25 (71.8%)
	CSS, median (IQR): 18 (14–24)

	Sarajlija, 2013b[107]
	Serbia
	Cross-sectional study
	 
	√
	 
	49
	12.2 (6.7)
	0
	49 (100%)
	NR
	CSS, mean (SD): 21.5 (7.9)

	Halbach, 2013[108]
	Netherlands
	Cross-sectional study
	 
	√
	 
	74
	2007: Mean age: 26.9 (7.85)
	0
	74 (100%)
	MECP2 positive
	NR

	
	
	
	
	
	
	
	2012: Mean age: 31.4 (7.37)
	
	
	2007: 31 (84%)
	

	
	
	
	
	
	
	
	 
	
	
	2012: 24 (83%)
	

	Larsson, 2013[109]
	Sweden
	Retrospective cohort
	 
	√
	 
	21
	Median: 20 (Range: 5 – 46)
	0
	21 (100%)
	16 (76%)
	Kerr score, median(range):  22 (11–34).

	Kim, 2012[110]
	South Korea
	Retrospective cohort
	√
	√
	 
	20
	7.7 (2.6)
	0
	20 (100%)
	20 (100%)
	NR

	De Felice, 2012[111]
	Italy
	Cross-sectional study
	 
	√
	 
	92
	NR
	0
	92 (100%)
	81 (88.04%)
	NR

	Gabos, 2012[112]
	USA
	Case-control
	 
	√
	 
	16
	Mean: 13.7 (Range: 9 – 19)
	0
	16 (100%)
	NR
	NR

	Giesbers, 2012[113]
	Denmark
	Case-control
	√
	√
	 
	63
	19.34 (11.39)
	0
	63 (100%)
	49 (79.0%)
	NR

	Han, 2012[114]
	Korea
	Retrospective cohort
	 
	√
	 
	26
	Mean: 60.4 months (Range: 18 to 176 months)
	NR
	NR
	26 (100%)
	NR

	Krajnc, 2011[115]
	Slovenia
	Retrospective cohort
	√
	√
	 
	19
	Mean: 15.5 years (Range 3.5 – 30.5 years)
	0
	19 (100%)
	14 (73.68%)
	NR

	Jefferson, 2011[116]
	Australia
	Cross-sectional study
	 
	√
	 
	274
	Bone study group: 15.00 (7.16)
	Bone study group: 0
	Bone study group: 97 (100%)
	NR
	NR

	
	
	
	
	
	
	
	Remainder of Rett syndrome population >4 y: 10.09 (7.10)
	
	
	
	

	Roende, 2011[117]
	Denmark
	Case-control
	 
	√
	 
	61
	NR
	0
	61 (100%)
	61 (100%)
	NR

	Riise, 2011[118]
	Norway
	Cross-sectional study
	 
	√
	 
	29
	NR
	0
	29 (100%)
	29 (100%)
	NR

	Downs, 2011[119]
	Australia
	Prospective cohort
	 
	√
	 
	72
	Mean: 14.3 (Range 3.3 – 27.7)
	NR
	NR
	51 (70.83%)
	Kerr score, mean (SD)(range): 16.5 (4.2) (8-24)

	Freilinger, 2011[120]
	Austria
	Clinical Trial
	√
	√
	 
	21
	Median: 10.2 (Range: 3 – 25)
	0
	21 (100%)
	18 (86%)
	Kerr score, median (range): 16 (7–24)

	Bartolotta, 2011[121]
	United States, Canada, Australia, and several within Western Europe
	Cross-sectional study
	 
	√
	√
	141
	NR
	0
	141 (100%)
	NR
	NR

	Leonard, 2010[122]
	Australia
	Prospective cohort
	√
	√
	 
	233
	Median: 14.7 (Range: 2 – 29)
	0
	233 (100%)
	164 (70.39%)
	NR

	Carter, 2010[123]
	Australia
	Cross-sectional study
	 
	√
	 
	144
	Median: 14.6 (Range: 2 – 31.8)
	0
	144 (100%)
	110 (78.6%)
	NR

	Nissenkorn, 2010[124]
	Israel
	Cross-sectional study
	√
	√
	 
	97
	NR
	NR
	NR
	Early epilepsy (1 – 5 years of age): 88%
	Corrected Percy disease severity score

	
	
	
	
	
	
	
	
	
	
	Late epilepsy (> 5 years of
	Early epilepsy: 25.76

	
	
	
	
	
	
	
	
	
	
	Age): 84.2%
	Late epilepsy: 28.76

	
	
	
	
	
	
	
	
	
	
	No epilepsy: 76.9%
	No epilepsy: 24.14

	Percy, 2010[125]
	USA
	Cross-sectional study
	 
	√
	 
	586
	Mean: 10
	0
	586 (100%)
	555 (95%)
	NR

	Pintaudi, 2010[126]
	Italy
	Retrospective cohort
	 
	√
	 
	165
	Median: 14 (Range: 2 – 40)
	NR
	NR
	147 (89.09%)
	NR

	Temudo, 2009[127]
	Portugal
	Cross-sectional study
	√
	√
	 
	25
	Median 7.2 years (Range: 22 months – 16.3 year)
	0
	25 (100%)
	25 (100%)
	NR

	De Lima, 2009[128]
	Brazil
	Cross-sectional study
	 
	√
	 
	105
	8 (5.44)
	0
	105 (100%)
	74 (71%)
	NR

	Motil, 2009[129]
	USA
	Retrospective cohort
	√
	 
	 
	92
	Before gastrostomy: 5.9 (3.8)
	0
	92 (100%)
	88%
	NR

	
	
	
	
	
	
	
	After gastrostomy: 11.8 (6.0)
	
	
	
	

	Temudo, 2008[130]
	Portugal
	Cross-sectional study
	√
	√
	 
	60
	Median 7.0 months (IQR: 5.0 – 13.5 months)
	1 (1.6%)
	59 (98.4%)
	60 (100%)
	NR

	Downs, 2008[131]
	Australia
	Prospective cohort
	√
	√
	 
	234
	Median: 14.7 (Range: 2 – 29)
	0
	234 (100%)
	164 (70.09%)
	NR

	Halbach, 2008 [132]
	Netherlands
	Cross-sectional study
	√
	√
	 
	53
	Mean: 26.9
	0
	53 (100%)
	32 (58%)
	NR

	Schwartzman, 2008[133]
	Brazil
	Cross-sectional study
	√
	√
	√
	27
	Range: 2.6 – 21years
	0
	27 (100%)
	NR
	NR

	Motil, 2008[134]
	USA
	Cross-sectional study
	√
	√
	 
	50
	NR
	0
	50 (100%)
	50 (100%)
	NR

	Jian, 2007[135]
	Australia
	Prospective cohort
	√
	√
	 
	162
	Epilepsy cases: 14
	0
	162 (100%)
	118 (72.6%)
	NR

	
	
	
	
	
	
	
	Without epilepsy: 10.1
	
	
	
	

	Huppke, 2007[136]
	Germany
	Retrospective cohort
	√
	√
	√
	64
	Median 10 years (Range: 3 – 48 years).
	0
	64 (100%)
	64 (100%)
	NR

	Jian, 2006 [137]
	Australia
	Prospective cohort
	 
	√
	 
	275
	Range: 2.3 – 29.5 years
	NR
	NR
	181 (65.8%)
	NR

	Lavas, 2006[138]
	Sweden
	Cross-sectional study
	 
	√
	√
	125
	Mean 19.6
	0
	125 (100%)
	NR
	NR

	Tofil, 2006[139]
	USA
	Case-control
	 
	√
	 
	21
	NR
	NR
	NR
	21 (100%)
	NR

	Kerr, 2006[140]
	UK
	Case-control
	 
	√
	 
	13
	22.4 (8.6)
	0
	13 (100%)
	13 (100%)
	Kerr score, mean (SD): 2.2 (1.9)

	Ormazabal, 2005[141]
	Spain
	Cross-sectional study
	√
	√
	 
	16
	NR
	0
	16 (100)
	8 (50%)
	NR

	Guideri, 2004[142]
	Italy
	Prospective cohort
	√
	√
	 
	Rett syndrome patients with prolonged corrected QT (QTc) interval: n=23
	9.9 (4.7)
	0
	34 (100%)
	34 (100%)
	NR

	
	
	
	
	
	
	Rett syndrome patients with normal QTc: n=11
	
	
	
	
	

	Pozzi, 2003[143]
	Brazil
	Case-reports/Case-series
	 
	√
	 
	24
	NR
	0
	24 (100%)
	NR
	NR

	Pillion, 2003[144]
	USA
	Cross-sectional study
	√
	√
	 
	81
	8 years and 7 months (6 years and 4 months)
	0
	81 (100%)
	22 (81.48%)
	NR

	Cass, 2003[145]
	UK
	Case-reports/Case-series
	 
	√
	 
	87
	Age groups:
	0
	87 (100%)
	NR
	NR

	
	
	
	
	
	
	
	<5 years: Mean 3 years and 2 months (8 months)
	
	
	
	

	
	
	
	
	
	
	
	5 to 9 years: Mean 7 years and 6 months (1 year and 10 months)
	
	
	
	

	
	
	
	
	
	
	
	10 – 29 years: Mean 3 years and 8 months (2 years and 2 months)
	
	
	
	

	
	
	
	
	
	
	
	>20 years: Mean 27 years (7 years and 6 months)
	
	
	
	

	Julu, 2001[146]
	Uk, Sweden
	Case-control
	 
	√
	 
	47
	Median
	NR
	NR
	NR
	NR

	
	
	
	
	
	
	
	5 years: 3.6
	
	
	
	

	
	
	
	
	
	
	
	6 – 9 years: 7.6
	
	
	
	

	
	
	
	
	
	
	
	10 – 18 years: 12.3
	
	
	
	

	
	
	
	
	
	
	
	> 18 years: 28.5
	
	
	
	

	Kerr, 2001[147]
	UK
	Retrospective cohort
	 
	√
	 
	20
	NR
	0
	20 (100%)
	20 (100%)
	NR

	Satoi, 2000[148]
	Japan
	Prospective cohort
	√
	√
	 
	17
	52.7 months (27.4 months)
	NR
	NR
	NR
	NR


Abbreviations: CSS, Clinical severity scale; RSBQ, Rett syndrome behaviour questionnaire; RSGMS, Rett syndrome gross motor scale; RSSS, Rett syndrome severity scale; UK, United Kingdom; USA, United States of America; NR, Not reported; CT, Concomitant therapies; CM, Comorbidities; SU, Service utilization.
Note: Age is presented as years, mean (SD) and specified when in other format or units.


Table S2: PRISMA Checklist
	Section and Topic
	Item #
	Checklist Item
	Location in Manuscript

	TITLE

	Title
	1
	Identify the report as a systematic review.
	Title page. Title: "A Global Literature Review of Comorbidities and Concomitant Supportive Medications among Individuals with Rett Syndrome." Note: this is a structured global literature review/evidence synthesis; the study design is accurately reflected in the title.

	ABSTRACT

	Abstract
	2
	See the PRISMA 2020 for Abstracts checklist.
	Abstract (p. 1) – structured with Aims, Methods, Results, and Conclusions. Reports databases (PubMed, Embase, Cochrane), search period (January 2000–July 2024), number of included studies (n = 148), and key quantitative findings.

	INTRODUCTION

	Rationale
	3
	Describe the rationale for the review in the context of existing knowledge.
	Introduction, paragraphs 2–3. Rationale explains that prior syntheses reported comorbidity and medication data in isolation; this review consolidates global evidence to provide clear prevalence ranges for clinical guideline development, resource allocation, and evidence-based care pathways.

	Objectives
	4
	Provide an explicit statement of the objective(s) or question(s) the review addresses.
	Abstract (Aims) and Introduction, paragraph 3. Objective: to synthesize global evidence on the multisystem clinical burden of RTT, integrating comorbidity prevalence and concomitant medication use to inform proactive, multidisciplinary care.

	METHODS

	Eligibility criteria
	5
	Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses.
	Methods, Section 2.1. PICOST framework applied. Inclusion: individuals with RTT (any age and sex), extractable prevalence or clinical impact data, clinical trials/observational studies/registries/case series (n > 10), January 2000–July 2024. Exclusion: non-English publications, single case reports, reviews, and commentaries. Studies grouped by 17 comorbidity categories and concomitant medication classes.

	Information sources
	6
	Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify studies. Specify the date when each source was last searched or consulted.
	Methods, Section 2.1. PubMed, Embase, and Cochrane searched from January 1, 2000 to July 31, 2024. Gray literature sources also consulted. Key clinical guidelines and therapeutic reviews used to supplement search and link comorbidities to outcomes.

	Search strategy
	7
	Present the full search strategies for all databases, registers and websites, including any filters and limits used.
	Methods, Section 2.1. Search keywords described including RTT-related terms (e.g., "Rett syndrome"), comorbidity descriptors (e.g., "epilepsy," "scoliosis," "gastroesophageal reflux"), and medication terms. Full keyword lists are reported in the Methods section; note that a separate supplementary search strategy table was not provided.

	Selection process
	8
	Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many reviewers screened each record and each report retrieved, whether they worked independently, and if applicable, details of automation tools used in the process.
	Methods, Section 2.1. Two investigators independently screened titles and abstracts, evaluated full texts, and resolved any disagreements through discussion. No automation tools were used.

	Data collection process
	9
	Specify the methods used to collect data from reports, including how many reviewers collected data from each report, whether they worked independently, any processes for obtaining or confirming data from study investigators, and if applicable, details of automation tools used in the process.
	Methods, Section 2.2. Data extracted using standardized forms by two investigators independently. No automation tools used. No investigator outreach for missing data is reported.

	Data items
	10a
	List and define all outcomes for which data were sought. Specify whether all results that were compatible with each outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to decide which results to collect.
	Methods, Section 2.2. Outcomes sought: prevalence/clinical impact data for 6 core diagnostic features (hand stereotypies, loss of speech, intellectual disability, microcephaly, inability to walk, breathholding) and 17 comorbidity categories (neurological, musculoskeletal, gastrointestinal, behavioral, respiratory, endocrinological, orthopedic, sleep, oral, etc.), plus concomitant medication use rates. All compatible prevalence estimates across measures and time points were extracted.

	
	10b
	List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding sources). Describe any assumptions made about any missing or unclear information.
	Methods, Section 2.2. Additional variables: publication year, country, study design, sample size, age range, sex distribution, and MECP2 mutation status. These are tabulated in Table 1. Missing or unreported variables were noted as not reported.

	Study risk of bias assessment
	11
	Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used in the process.
	Not formally assessed. Given the heterogeneity of study designs (cross-sectional, retrospective cohort, registries, clinical trials), a single validated risk-of-bias tool was not applied. Two investigators independently screened and extracted data. Methodological limitations (e.g., small sample sizes, variable diagnostic criteria, self-reported data) are acknowledged narratively in the Discussion (Section 4.1, Limitations).

	Effect measures
	12
	Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of results.
	Methods, Section 2.2 and throughout Results. Effect measure: prevalence/utilization rate (proportion or percentage of patients). No comparative effect measures (e.g., risk ratios, mean differences) were calculated as no meta-analysis was performed.

	Synthesis methods
	13a
	Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study intervention characteristics and comparing against the planned groups for each synthesis (item #5)).
	Methods, Section 2.3. All 148 included studies were eligible for narrative synthesis. Studies grouped by pre-specified comorbidity domain and concomitant medication class as defined by the PICOST framework. Study characteristics tabulated in Table 1.

	
	13b
	Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary statistics, or data conversions.
	Not applicable. No data conversions or imputation were performed. Prevalence estimates were extracted and reported as provided in original studies.

	
	13c
	Describe any methods used to tabulate or visually display results of individual studies and syntheses.
	Methods, Section 2.3, and Results. Individual study characteristics tabulated in Table 1 (study design, country, sample size, age, MECP2 status). Comorbidity-medication relationships displayed in Table 2 (Comorbidity-Concomitant Medication Matrix). Evidence map constructed (Figure 2) and therapeutic pathways visualized (Figure 3).

	
	13d
	Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software package(s) used.
	Methods, Section 2.3. Narrative synthesis used due to heterogeneity across study designs, populations, and outcome reporting. Evidence mapping techniques employed to complement descriptive synthesis and visualize cross-domain relationships. Meta-analysis was not performed.

	
	13e
	Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, meta-regression).
	Methods, Section 2.3 and Results. Heterogeneity explored descriptively through stratification by age group (pediatric <18 years vs. adult ≥18 years) and, where available, by MECP2 mutation type. No formal meta-regression or quantitative subgroup analysis performed.

	
	13f
	Describe any sensitivity analyses conducted to assess robustness of the synthesized results.
	Not applicable. No meta-analysis was performed; therefore, formal sensitivity analyses were not conducted.

	Reporting bias assessment
	14
	Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases).
	Not formally assessed. No funnel plots or statistical tests for reporting bias were conducted given the descriptive nature of the synthesis. Potential underreporting of comorbidities not actively assessed in individual studies, and the English-language restriction, are acknowledged as limitations in the Discussion (Section 4.1).

	Certainty assessment
	15
	Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome.
	Not formally assessed. A GRADE or equivalent certainty-of-evidence assessment was not performed. Limitations of the evidence base (heterogeneous study designs, variable sample sizes, lack of age-stratified data) are discussed narratively in the Discussion (Section 4.1).

	RESULTS

	Study selection
	16a
	Describe the results of the search and selection process, from the number of records identified in the search to the number of studies included in the review, ideally using a flow diagram.
	Results, Section 3.1 and Figure 1 (PRISMA flow diagram). Of 6,253 records screened, 148 studies met inclusion criteria spanning 24 countries and participants aged 7 months–37 years.

	
	16b
	Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were excluded.
	A formal list of excluded full-text studies with reasons is not separately presented in the manuscript. General exclusion criteria are specified in Methods (Section 2.1): non-English articles, case reports (n ≤ 10), reviews, and commentaries. Individual exclusion decisions are not cited.

	Study characteristics
	17
	Cite each included study and present its characteristics.
	Results, Section 3.1 and Table 1. Characteristics of all 148 included studies presented: study design, geographic distribution, patient demographics (age, sex), MECP2 mutation status, and outcome domains reported. A comprehensive citation list is provided in Supplementary Table S1.

	Risk of bias in studies
	18
	Present assessments of risk of bias for each included study.
	Not formally presented for individual studies (see Item 11). Methodological limitations are summarized narratively in the Discussion (Section 4.1).

	Results of individual studies
	19
	For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
	Results, Sections 3.2–3.4. Prevalence rates reported for each comorbidity domain and medication class, with ranges across studies (e.g., epilepsy 15.0%–91.0%; scoliosis 8.9%–100%; constipation 16.0%–82.8%; GERD 15.8%–100.0%). No confidence intervals calculated as no meta-analysis was performed.

	Results of syntheses
	20a
	For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies.
	Results, Section 3.1 and within each comorbidity subsection (Sections 3.3.1–3.3.9 and 3.4). Contributing study characteristics summarized in Table 1. Risk of bias not formally assessed (see Item 11).

	
	20b
	Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups, describe the direction of the effect.
	Results, Sections 3.3 and 3.4. Reported as ranges of prevalence across studies (e.g., antiepileptic monotherapy 14.3%–33.0%; melatonin use 7.7%–30.0%; PPI use 37.0%–61.0%; laxative use 23.0%–70.0%). No pooled summary estimates or heterogeneity statistics calculated as meta-analysis was not performed.

	
	20c
	Present results of all investigations of possible causes of heterogeneity among study results.
	Results, Sections 3.2–3.4 and Discussion. Variation explored descriptively by age group (pediatric vs. adult; e.g., epilepsy 76.9% in <18 years vs. 68.4% in ≥18 years; sleep difficulties 4.0%–84.0% in younger vs. 13.0%–60.0% in older patients) and by MECP2 mutation type where reported (e.g., dystonia higher in truncating vs. missense mutations).

	
	20d
	Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results.
	Not applicable. No sensitivity analyses conducted.

	Reporting biases
	21
	Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed.
	Not applicable.

	Certainty of evidence
	22
	Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed.
	Not applicable.

	DISCUSSION

	Discussion
	23a
	Provide a general interpretation of the results in the context of other evidence.
	Discussion, Section 4, paragraphs 1–5. Findings interpreted alongside prior RTT syntheses (Fu et al., 2020; Galán-Olleros et al., 2024), consensus care guidelines, and literature on genotype-phenotype relationships. Clinical implications of cross-domain comorbidity interrelationships discussed.

	
	23b
	Discuss any limitations of the evidence included in the review.
	Discussion, Section 4.1 (Strengths and Limitations). Heterogeneity in study methodology, diagnostic criteria, and reporting; small sample sizes; lack of age-stratified data in many studies; English-language restriction; and underrepresentation of certain comorbidities (behavioral, cardiovascular, endocrine) due to limited accessible data are discussed.

	
	23c
	Discuss any limitations of the review processes used.
	Discussion, Section 4.1. Acknowledged limitations of review processes include: inability to perform meta-analysis due to study heterogeneity; absence of formal quality assessment of included studies; English-language publication restriction; and reliance on reported rather than systematically ascertained prevalence data.

	
	23d
	Discuss implications of the results for practice, policy, and future research.
	Discussion, Section 4 (paragraphs on care recommendations and future research) and Conclusions (Section 5). Implications include establishment of multidisciplinary RTT clinics, proactive surveillance protocols, routine medication review, and future research priorities: age-stratified analyses, bone health and endocrine disorder prevalence, coordinated care model development, and expanded use of disease-modifying therapies.

	OTHER INFORMATION

	Registration and protocol
	24a
	Provide registration information for the review, including register name and registration number, or state that the review was not registered.
	The review was not prospectively registered in PROSPERO or any other systematic-review registry. This should be stated explicitly in the manuscript (e.g., in the Methods or a Registration statement).

	
	24b
	Indicate where the review protocol can be accessed, or state that a protocol was not prepared.
	A formal review protocol was not prepared or made publicly available. This should be stated explicitly in the manuscript.

	
	24c
	Describe and explain any amendments to information provided at registration or in the protocol.
	Not applicable. No registration or formal protocol was prepared; therefore, no amendments are reported.

	Support
	25
	Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the review.
	To be confirmed by authors. Affiliations indicate involvement of Acadia Pharmaceuticals (N. Rashid, Medical Affairs) and Anlitiks Inc. (K. Rajagopalan, S.S. Syed). Funding source, role of funder, and any author contributions related to the sponsor should be declared explicitly in a Funding or Acknowledgements statement.

	Competing interests
	26
	Declare any competing interests of review authors.
	To be confirmed by authors. A Conflict of Interest statement should be included declaring any financial relationships with Acadia Pharmaceuticals or Anlitiks Inc., and any other relevant competing interests for all co-authors (including university-affiliated authors C.M. Okeke, R.N. Nechi, and I. Yunusa).

	Availability of data, code, and other materials
	27
	Report which of the following are publicly available and where they can be found: template data collection forms; data extracted from included studies; data used for all analyses; analytic code; any other materials used in the review.
	A Data Availability statement should be included. Based on the manuscript, the full list of 148 included studies is provided in Supplementary Table S1. The standardized data extraction form is not described as publicly archived. No analytic code was used (narrative synthesis only). Authors should confirm what supplementary materials will be made available upon publication.


From:  Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71. This work is licensed under CC BY 4.0. To view a copy of this license, visit https://creativecommons.org/licenses/by/4.0/ 


Table S3: Search Strategy in PubMed 
	Search number
	Category
	Query
	Results

	1
	Disease
	"Rett*" [tw] OR "Rett syndrome" [Mesh] OR "MECP2" [tw]
	7,361

	2
	Comorbidity
	"Comorbidity" [Mesh] OR "comorbid*" OR "Multimorbidity" [tw] OR "Risk Factor" [tw] OR "Social Risk Factor*" [tw] OR "Health Correlates" [tw] OR "Population* at Risk" [tw] OR "Risk Score*" [tw] OR "Risk Factor Score*" [tw] OR "Charlson index" [tw] OR "Charlson score" [tw] OR "CCI" [tw] OR "Elixhauser Index" [tw] OR "Elixhauser score" [tw] OR "Elixhauser comorbidity measure" [tw] OR "ECM" [tw] OR "NCI Comorbidity Index" [tw] OR "Adult Comorbidity Evaluation-27" [tw] OR "ACE-27" [tw] OR "Cardiovascular Diseases"[Mesh] OR "Mental Disorders"[Mesh] OR "Neurodegenerative Diseases"[Mesh] OR "Neurodegenerative Diseases"[Mesh] OR "Respiratory Tract Diseases"[Mesh] OR "Musculoskeletal Diseases"[Mesh] OR "Gastrointestinal Diseases"[Mesh] OR "Hematologic Diseases"[Mesh] OR "Urogenital Diseases"[Mesh] OR "Infections"[Mesh] OR "Digestive system diseases" [Mesh] OR "Endocrine System Diseases" [Mesh] OR cardiac disorder* OR cardiac arrhythmia* OR Alzheimer disease OR dementia OR arthritis OR asthma OR cardiovascular diseases OR stroke OR chronic bronchitis OR chronic disease OR chronic hepatitis OR renal insufficiency OR chronic obstructive pulmonary disease OR COPD OR obstructive pulmonary disease OR cognition disorder* OR Respiratory disorder* OR depression OR depressive disorder* OR renal dialysis OR myocardial infarction OR hypertension OR liver disease* OR mental disorder* OR lung disease* OR Hypotension OR Atrial Fibrillation OR Cerebrovascular Disorders OR Myocardial Ischemia OR Polypharmacy OR Peripheral Vascular Disease* OR Peptic Ulcer OR Sarcopenia OR neurological disorder* OR covid19 OR covid-19 OR influenza OR Respiratory syncytial virus OR ADHD OR "attention deficit hyperactivity disorder"[tw] OR cerebral palsy OR Delirium OR Lethargy OR Mania OR Amnesia OR Hallucination* OR Illusion* OR Apraxia* OR Anhedonia OR Catatonia OR confusion OR Musculoskeletal Disorder* OR nutritional deficien* OR malnutrition
	15,089,037

	3
	Complications
	"Irregular breathing pattern*"[tw] OR "Epilepsy"[tw] OR "Dysphagia"[tw] OR "Sleep dysfunction"[tw] OR "Movement disorder*"[tw] OR "Behavioral disorder*"[tw] OR "Behavioral disturbance*"[tw] OR "Behavioural disturbance*"[tw] OR "Constipation"[tw] OR "Gastrointestinal Reflux"[tw] OR "Growth abnormal*"[tw] OR "Underweight"[tw] OR "Short stature"[tw] OR "Gall bladder dysfunction"[tw] OR "Prolonged QT interval"[tw] OR "Low bone mineral mass"[tw] OR "Premature adrenarche"[tw] OR "Premature thelarche"[tw] OR "Delayed menarche"[tw] OR "Thyroid dysfunction"[tw] OR "Scoliosis"[tw] OR "Hip *placement"[tw] OR "Fracture*"[tw] OR "Fall*"[tw] OR "Lower respiratory tract infection*"[tw] OR "Aspiration*"[tw] OR "Aspiration pneumonia"[tw] OR "pneumonia*"[tw] OR "Diarrhea*"[tw] OR "Gastroparesis"[tw] OR "Convulsion*"[tw] OR "Respiratory failure*"[tw] OR "Bruxism"[tw] OR "Oral health"[tw] OR "Dental health"[tw] OR "Dental problem*"[tw] OR "Oral problem* "[tw] OR "Seizure*"[tw] OR "Asphyxiation"[tw] OR "Respiratory Failure"[tw] OR "Vomiting"[tw] OR "Neurological disorder"[tw] OR "Delayed development"[tw] OR "Development delay"[tw] OR "Hypotonia"[tw] OR "Microcephaly"[tw] OR "Weakness/paralysis"[tw] OR "Stereotypic"[tw] OR "repetitive hand movements"[tw] OR "hand apraxia"[tw] OR "hand dyspraxia"[tw] OR "Wasting"[tw] OR "dystonia"[tw] OR "bradykinesia"[tw] OR "Gastrostom*"[tw] OR "failure to thrive"[tw] OR "Biliary tract disorder*"[tw] OR "Biliary tract disease*"[tw] OR "cholangitis"[tw] OR "cholestasis"[tw] OR "bile reflux"[tw] OR "cholelithiasis"[tw] OR "cholecystolithiasis"[tw] OR "choledocholithiasis"[tw] OR "cholecystitis"[tw] OR "Cholelithiasis"[tw] OR "Biliary dyskinesia"[tw] OR "Endocrine disorder*"[tw] OR "Endocrine disease*"[tw] OR "adrenal"[tw] OR "diabetes"[tw] OR "dwarfism"[tw] OR "ovar*"[tw] OR "testi*"[tw] OR "gonad*"[tw] OR "parathyroid"[tw] OR "pitutar*"[tw] OR "bone disease*"[tw] OR "osteolysis"[tw] OR "leg length inequality"[tw] OR "dysotoses"[tw] OR "gigantism"[tw] OR "funnel chest"[tw] OR "Gingivitis"[tw] OR "Dental caries"[tw] OR "dental attrition"[tw] OR "dental erosion"[tw] OR "Dental abrasion"[tw] OR "Anterior open bite"[tw] OR "Ogival palate"[tw] OR "Mouth breathing"[tw] OR "Tongue thrust*"[tw] OR "Fever"[tw] OR "Upper respiratory infection"[tw] OR "Atelectasis"[tw] OR "Breathing irregularities"[tw] OR "Abnormal Breathing"[tw] OR "Cough"[tw] OR "urinary tract infection*"[tw] OR "weight loss"[tw] OR "low weight"[tw]
	4,890,673

	4
	Comorbidity/complication
	#2 OR #3
	16,966,827

	5
	Disease and comorbidity
	#1 AND #4
	4,579

	6
	Concomitant medication
	"co-medication"[tw] OR "baseline"[tw] OR "baselines"[tw] OR "co-medications"[tw] OR "concomitan*"[tw] OR "gastric acid suppressants"[tw] OR "proton pump inhibitors"[tw] OR "PPI"[tw] OR "H2 antagonists"[tw] OR "Pantoprazole"[tw] OR "lansoprazole"[tw] OR "omeprazole"[tw] OR "rabeprazole"[tw] OR "esomeprazole"[tw] OR "non steroidal anti inflammatory drugs"[tw] OR "NSAID*"[tw] OR "cyclooxygenase inhibitors"[tw] OR "cox 2 inhibitors"[tw] OR "aspirin"[tw] OR "corticosteroids"[tw] OR "steroids"[tw] OR "Glucocorticoids"[tw] OR "prednisone"[tw] OR "immunomodulators"[tw] OR "psychotropic drugs"[tw] OR "clozapine"[tw] OR "chordiazepoxide"[tw] OR "olanzapine"[tw] OR "Zyprexa"[tw] OR "olanza"[tw] OR "risperidone"[tw] OR "analgesics"[tw] OR "opioids"[tw] OR "Morphine"[tw] OR "antidiabetics"[tw] OR "metformin"[tw] OR "antidiabetic drugs"[tw] OR "insulin"[tw] OR "Antibiotics"[tw] OR "ATB"[tw] OR "antibacterial"[tw] OR "broad spectrum antibiotic"[tw] OR "beta-lactam"[tw] OR "sulphonamide"[tw] OR "quinolone"[tw] OR "fluoroquinolones"[tw] OR "macrolide"[tw] OR "aminoglycoside"[tw] OR "tetracycline"[tw] OR "captopril"[tw] OR "beta-blockers"[tw] OR "angiotensin ii receptor blockers"[tw] OR "ARB"[tw] OR "candesartan"[tw] OR "angiotensin converting enzyme inhibitors"[tw] OR "ACEI"[tw] OR "calcium antagonists"[tw] OR "anticoagulants"[tw] OR "low molecular weight heparin"[tw] OR "cumarinic"[tw] OR "acetylsalicylic acid"[tw] OR "lipid lowering agents"[tw] OR "fibrates"[tw] OR "ezetimibe"[tw] OR "statin"[tw] OR "probiotics"[tw] OR "antiepileptic drugs"[tw] OR "Lamotrigine"[tw] OR "Levetiracetam"[tw] OR "Carbamazepine"[tw] OR "Clonazepam"[tw] OR "Lacosamide"[tw] OR "Topiramate"[tw] OR "Gabapentin"[tw] OR "Clobazam"[tw] OR "Phenobarbital"[tw] OR "Zonisamide"[tw] OR "Diazepam"[tw] OR "Felbamate"[tw] OR "Oxcarbazepine"[tw] OR "Phenytoin"[tw] OR "Rufinamide"[tw] OR "Valproate"[tw] OR "Valproic acid"[tw] OR "Ethosuximide"[tw] OR "Pregabalin"[tw] OR "Lorazepam"[tw] OR "Acetazolamide"[tw] OR "Primidone"[tw] OR "Vigabatrin"[tw] OR "Divalproex sodium"[tw] OR "Divalproex"[tw] OR "Eslicarbazepine acetate"[tw] OR "Antiarrhythmic drug*"[tw] OR "Quinidine"[tw] OR "procainamide"[tw] OR "disopyramide"[tw] OR "lidocaine"[tw] OR "mexiletine"[tw] OR "propafenone"[tw] OR "flecainide"[tw] OR "verapamil"[tw] OR "diltiazem"[tw] OR "amiodarone"[tw] OR "dronedarone"[tw] OR "dofetilide"[tw] OR "ibutilide"[tw] OR "propranolol"[tw] OR "Sotalol"[tw] OR "esmolol"[tw] OR "adenosine"[tw] OR "digoxin"[tw] OR "Nutritional supplement*"[tw] OR "Levocarnitine"[tw] OR "prokinetic drug*"[tw] OR "prokinetic agents*"[tw] OR "domperidone"[tw] OR "metoclopramide"[tw] OR "cisapride"[tw] OR "erythromycin"[tw] OR "Metoclopramide"[tw] OR "sedative*"[tw] OR "hypnotic*"[tw] OR "benzodiazepine*"[tw] OR "lorazepam"[tw] OR "alprazolam"[tw] OR "temazepam"[tw] OR "triazolam"[tw] OR "zolpidem"[tw] OR "zaleplon"[tw] OR "zopiclone"[tw] OR "eszopiclone"[tw] OR "barbiturate*"[tw] OR "phenobarbital"[tw] OR "secobarbital"[tw] OR "barbi*"[tw] OR "ramelteon"[tw] OR "suvorexant"[tw] OR "chloral hydrate"[tw] OR "doxepin"[tw] OR "diphenhydramine"[tw] OR "doxylamine"[tw] OR "Midazolam"[tw] OR "Triazolam"
	3,496,909

	7
	Services
	"language therapy"[tw] OR "speech therapy"[tw] OR "feeding therapy"[tw] OR "occupational therapy"[tw] OR "communication therapy"[tw] OR "vision therapy"[tw] OR "hippotherapy"[tw] OR "swim therapy"[tw] OR "hydrotherapy"[tw] OR "pool therapy"[tw] OR "education"[tw] OR "communication"[tw] OR "augmentative therapy"[tw] OR "Physical therapy" OR "Speech AND language therapy" OR "opthalm*" OR "Ankle-foot orthose*" OR "Brace*" OR "Hand Splint*" OR "Helmet*" OR "Walker*" OR "Wheelchair*" OR "speech generating device*" OR "Bath aid*" OR "Shower aid*" OR "Toilet aid*"[tw]
	1,765,163

	8
	Disease and concomitant medication
	#1 AND #6
	716

	9
	Disease and Services
	#1 AND #7
	425

	10
	Combined for all categories
	#5 OR #8 OR #9
	4,895

	11
	Exclusion
	(letter[Publication Type] OR comment[Publication Type] OR editorial[Publication Type])
	2,259,240

	12
	Exclusion
	(animals[MeSH Terms]) NOT (humans[MeSH Terms])
	5,237,721

	13
	Exclusion
	("Comorbidity" [Mesh] OR "comorbid*" OR "Multimorbidity" [tw] OR "Risk Factor" [tw] OR "Social Risk Factor*" [tw] OR "Health Correlates" [tw] OR "Population* at Risk" [tw] OR "Risk Score*" [tw] OR "Risk Factor Score*" [tw] OR "Charlson index" [tw] OR "Charlson score" [tw] OR "CCI" [tw] OR "Elixhauser Index" [tw] OR "Elixhauser score" [tw] OR "Elixhauser comorbidity measure" [tw] OR "ECM" [tw] OR "NCI Comorbidity Index" [tw] OR "Adult Comorbidity Evaluation-27" [tw] OR "ACE-27" [tw] OR "Cardiovascular Diseases"[Mesh] OR "Mental Disorders"[Mesh] OR "Neurodegenerative Diseases"[Mesh] OR "Neurodegenerative Diseases"[Mesh] OR "Respiratory Tract Diseases"[Mesh] OR "Musculoskeletal Diseases"[Mesh] OR "Gastrointestinal Diseases"[Mesh] OR "Hematologic Diseases"[Mesh] OR "Urogenital Diseases"[Mesh] OR "Infections"[Mesh] OR "Digestive system diseases" [Mesh] OR "Endocrine System Diseases" [Mesh] OR cardiac disorder* OR cardiac arrhythmia* OR Alzheimer disease OR dementia OR arthritis OR asthma OR cardiovascular diseases OR stroke OR chronic bronchitis OR chronic disease OR chronic hepatitis OR renal insufficiency OR chronic obstructive pulmonary disease OR COPD OR obstructive pulmonary disease OR cognition disorder* OR Respiratory disorder* OR depression OR depressive disorder* OR renal dialysis OR myocardial infarction OR hypertension OR liver disease* OR mental disorder* OR lung disease* OR Hypotension OR Atrial Fibrillation OR Cerebrovascular Disorders OR Myocardial Ischemia OR Polypharmacy OR Peripheral Vascular Disease* OR Peptic Ulcer OR Sarcopenia OR neurological disorder* OR covid19 OR covid-19 OR influenza OR Respiratory syncytial virus OR ADHD OR "attention deficit hyperactivity disorder"[tw] OR cerebral palsy OR Delirium OR Lethargy OR Mania OR Amnesia OR Hallucination* OR Illusion* OR Apraxia* OR Anhedonia OR Catatonia OR confusion OR Musculoskeletal Disorder* OR nutritional deficien* OR malnutrition) NOT "rett syndrome"[MeSH]
	15,087,396

	14
	Exclusion
	#11 OR #12 OR #13
	19,896,192

	15
	Final
	#10 NOT #14
	2,262



Final Hits: 2262
Update Date: 09/20/2024
Time: 4:03 PM


Table S4: Search Strategy in Embase 
	Search number
	Category
	Query
	Results

	1
	Disease
	exp Rett* syndrome/ or ('Rett*' or 'MECP2').tw.
	8,976

	2
	Comorbidity
	exp Comorbidity/ or exp Cardiovascular Disease/ or exp Mental Disorders/ or exp Neurodegenerative Diseases/ or exp Neurodegenerative Diseases/ or exp Respiratory Tract Diseases/ or exp Musculoskeletal Diseases/ or exp Gastrointestinal Diseases/ or exp Hematologic Diseases/ or exp Urogenital Diseases/ or exp Infections/ or exp Digestive system diseases/ or exp Endocrine System Diseases/ or (comorbid* or Multimorbidity or Risk Factor or Social Risk Factor* or Health Correlates or Population* at Risk or Risk Score* or Risk Factor Score* or Charlson index or Charlson score or CCI or Elixhauser Index or Elixhauser score or Elixhauser comorbidity measure or ECM or NCI Comorbidity Index or Adult Comorbidity Evaluation-27 or ACE-27 or cardiac disorder* or cardiac arrhythmia* or Alzheimer disease or dementia or arthritis or asthma or cardiovascular diseases or stroke or chronic bronchitis or chronic disease or chronic hepatitis or renal insufficiency or chronic obstructive pulmonary disease or COPD or obstructive pulmonary disease or cognition disorder* or Respiratory disorder* or depression or depressive disorder* or renal dialysis or myocardial infarction or hypertension or liver disease* or mental disorder* or lung disease* or Hypotension or Atrial Fibrillation or Cerebrovascular Disorders or Myocardial Ischemia or Polypharmacy or Peripheral Vascular Disease* or Peptic Ulcer or Sarcopenia or neurological disorder* or covid19 or covid-19 or influenza or Respiratory syncytial virus or ADHD or attention deficit hyperactivity disorder or cerebral palsy or Delirium or Lethargy or Mania or Amnesia or Hallucination* or Illusion* or Apraxia* or Anhedonia or Catatonia or confusion or Musculoskeletal Disorder* or nutritional deficien* or malnutrition).tw.
	20,498,310

	3
	Complications
	(Irregular breathing pattern*OR Epilepsy or Dysphagia or Sleep dysfunction or Movement disorder* or Behavioral disorder* or Behavioral disturbance* or Behavioural disturbance* or Constipation or Gastrointestinal Reflux or Growth abnormal* or Underweight or Short stature or Gall bladder dysfunction or Prolonged QT interval or Low bone mineral mass or Premature adrenarche or Premature thelarche or Delayed menarche or Thyroid dysfunction or Scoliosis or Hip * placement or "Fracture* OR Fall*" or Lower respiratory tract infection* or Aspiration* or Aspiration pneumonia or pneumonia* or Diarrhea* or Gastroparesis or Convulsion* or Respiratory failure* or Bruxism or Oral health or Dental health or Dental problem* or Oral problem* or Seizure* or Asphyxiation or Respiratory Failure or Vomiting or Neurological disorder or Delayed development or Development delay or Hypotonia or Microcephaly or Weakness or paralysis or Stereotypic or repetitive hand movements or hand apraxia or hand dyspraxia or Wasting or dystonia or bradykinesia or Gastrostom* or failure to thrive or Biliary tract disorder* or Biliary tract disease* or cholangitis or cholestasis or bile reflux or cholelithiasis or cholecystolithiasis or choledocholithiasis or cholecystitis or Cholelithiasis or Biliary dyskinesia or Endocrine disorder* or Endocrine disease* or adrenal or diabetes or dwarfism or ovar* or testi* or gonad* or parathyroid or pitutar* or bone disease* or osteolysis or leg length inequality or dysotoses or gigantism or funnel chest or Gingivitis or Dental caries or dental attrition or dental erosion or Dental abrasion or Anterior open bite or Ogival palate or Mouth breathing or Tongue thrust* or Fever or Upper respiratory infection or Atelectasis or Breathing irregularities or Abnormal Breathing or Cough or urinary tract infection* or weight loss or low weight).tw.
	4,834,234

	4
	Comorbidity/complication
	#2 OR #3
	21,668,734

	5
	Disease and comorbidity
	#1 AND #4
	7,206

	6
	Concomitant medication
	(co-medication or baseline or baselines or co-medications or concomitan* or gastric acid suppressants or proton pump inhibitors or PPI or H2 antagonists or Pantoprazole or lansoprazole or omeprazole or rabeprazole or esomeprazole or non steroidal anti inflammatory drugs or NSAID* or cyclooxygenase inhibitors or cox 2 inhibitors or aspirin or corticosteroids or steroids or Glucocorticoids or prednisone or immunomodulators or psychotropic drugs or clozapine or chordiazepoxide or olanzapine or Zyprexa or olanza or risperidone or analgesics or opioids or Morphine or antidiabetics or metformin or antidiabetic drugs or insulin or Antibiotics or ATB or antibacterial or broad spectrum antibiotic or beta-lactam or sulphonamide or quinolone or fluoroquinolones or macrolide or aminoglycoside or tetracycline or captopril or beta-blockers or angiotensin II receptor blockers or ARB or candesartan or angiotensin converting enzyme inhibitors or ACEI or calcium antagonists or anticoagulants or low molecular weight heparin or cumarinic or acetylsalicylic acid or lipid lowering agents or fibrates or ezetimibe or statin or probiotics or antiepileptic drugs or Lamotrigine or Levetiracetam or Carbamazepine or Clonazepam or Lacosamide or Topiramate or Gabapentin or Clobazam or Phenobarbital or Zonisamide or Diazepam or Felbamate or Oxcarbazepine or Phenytoin or Rufinamide or Valproate or Valproic acid or Ethosuximide or Pregabalin or Lorazepam or Acetazolamide or Primidone or Vigabatrin or Divalproex sodium or Divalproex or Eslicarbazepine acetate or Antiarrhythmic drug* or Quinidine or procainamide or disopyramide or lidocaine or mexiletine or propafenone or flecainide or verapamil or diltiazem or amiodarone or dronedarone or dofetilide or ibutilide or propranolol or Sotalol or esmolol or adenosine or digoxin or Nutritional supplement* or Levocarnitine or prokinetic drug* or prokinetic agents* or domperidone or metoclopramide or cisapride or erythromycin or Metoclopramide or sedative* or hypnotic* or benzodiazepine* or lorazepam or alprazolam or temazepam or triazolam or zolpidem or zaleplon or zopiclone or eszopiclone or barbiturate* or phenobarbital or secobarbital or barbi* or ramelteon or suvorexant or chloral hydrate or doxepin or diphenhydramine or doxylamine or Midazolam or Triazolam).tw.
	4,159,500

	7
	Services
	(language therapy or speech therapy or feeding therapy or occupational therapy or communication therapy or vision therapy or hippotherapy or swim therapy or hydrotherapy or pool therapy or education or communication or augmentative therapy or Physical therapy or Speech therapy or language therapy or opthalm* or Ankle-foot orthose* or Brace* or Hand Splint* or Helmet* or Walker* or Wheelchair* or speech generating device* or Bath aid* or Shower aid* or Toilet aid*).tw.
	1,272,802

	8
	Disease and concomitant medication
	#1 AND #6
	896

	9
	Disease and Services
	#1 AND #7
	475

	10
	Combined for all categories
	#5 OR #8 OR #9
	7,370

	11
	Exclusion
	limit 10 to (human and english language)
	5,236

	12
	Exclusion
	(exp Comorbidity/ or exp Cardiovascular Disease/ or exp Mental Disorders/ or exp Neurodegenerative Diseases/ or exp Neurodegenerative Diseases/ or exp Respiratory Tract Diseases/ or exp Musculoskeletal Diseases/ or exp Gastrointestinal Diseases/ or exp Hematologic Diseases/ or exp Urogenital Diseases/ or exp Infections/ or exp Digestive system diseases/ or exp Endocrine System Diseases/ or (comorbid* or Multimorbidity or Risk Factor or Social Risk Factor* or Health Correlates or Population* at Risk or Risk Score* or Risk Factor Score* or Charlson index or Charlson score or CCI or Elixhauser Index or Elixhauser score or Elixhauser comorbidity measure or ECM or NCI Comorbidity Index or Adult Comorbidity Evaluation-27 or ACE-27 or cardiac disorder* or cardiac arrhythmia* or Alzheimer disease or dementia or arthritis or asthma or cardiovascular diseases or stroke or chronic bronchitis or chronic disease or chronic hepatitis or renal insufficiency or chronic obstructive pulmonary disease or COPD or obstructive pulmonary disease or cognition disorder* or Respiratory disorder* or depression or depressive disorder* or renal dialysis or myocardial infarction or hypertension or liver disease* or mental disorder* or lung disease* or Hypotension or Atrial Fibrillation or Cerebrovascular Disorders or Myocardial Ischemia or Polypharmacy or Peripheral Vascular Disease* or Peptic Ulcer or Sarcopenia or neurological disorder* or covid19 or covid-19 or influenza or Respiratory syncytial virus or ADHD or attention deficit hyperactivity disorder or cerebral palsy or Delirium or Lethargy or Mania or Amnesia or Hallucination* or Illusion* or Apraxia* or Anhedonia or Catatonia or confusion or Musculoskeletal Disorder* or nutritional deficien* or malnutrition).tw.) not Rett* syndrome.tw.
	20,493,360

	13
	Final
	11 not 12
	3,943



Final Embase Hits: 3943
Update Date: 09/20/2024
Time: 7:31 PM
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