NKR 59, Autisme blandt barn og unge, PICO 7 Melatonin vs placebo 01-Mar-2021
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Risk of bias summary: review authors' judgements about each risk of bias item for each included study.

Figure 2 (Analysis 2.1)
Melatonin Placeho Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDETFG
Gringras 2017 (1) 5116 1046 52 1873 1082 48 38.0% 3243 [28.25 36.61] = T T T T T )
Cotesi 2012b {2) a05.01 3118 345 44513 4837 33 308% 59.88([40.41, 79.35] ——
Cortesi 2012a (3) 4811 3316 34 41623 436 32 31.2% G457 [46.10, 8364 —— 9000200
Total (95% CI) 121 113 100.0% 50.99 [26.89, 75.10] R il
?et?;ogenem.rl:lT?ru :233340135; CPm«E 108.0415, df=2{F=00002);, F=89% '—1DD _5-0 p 5.D 100'

estforoverall effect Z=4.15( : ) Favours Flaceho Favours Melatonin
Footnotes Risk of bias legend
(1) Sleep diary measured sleep times (A} Random sequence generation (selection bias)
(2) Actigraph measured sleep times (B) Allocation concealment (selection bias)
(3) Actigraph measured sleep times (C) Blinding of participants and personnel (performance hias)

(D) Blinding of outcome assessment (detection hias)
({E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting hias)

(G) Other hias

Forest plot of comparison: 2 Mealtonin vs. placebo, outcome: 2.1 Total sovetid, min (total sleep time).

Figure 3 (Analysis 2.2)
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Melatonin Placebo Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDETFG
Cortesi 2012a (1) 4521 2321 34 FO6 31.85 32 3.6% -34.39[-47.90,-20.88] —_— [TTTEXIT]
Catesi 2012h 3369 144 35 5913 276 33 G0% -25.44 [F36.00,-14.88] —
Gringras 2017 (2)  -37.88 B.82 52 1258 701 48 00.4% -26.30[29.01,-22.54] [ | LD L LT B
Total (95% Cl) 121 113 100.0% -25.64 [-28.22, -23.06] +
e 2 - . - — SR = I } } |
Heterogeneity: Tau?= 0.00; Chi*=167, di=2 (P=043), F=0% T ) =0 100

Test for overall effect 2= 19.47 (P = 0.00001}

Footnotes
(1) Actigraph measured sleep times
(2) Sleep diary measured sleep times

Favours Melatonin  Favours Placebo

Risk of hias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of paricipants and personnel (performance hias)
(D) Blinding of outcome assessment (detection hias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other hias

Forest plot of comparison: 2 Mealtonin vs. placebo, outcome: 2.2 Indsovningstid, min (sleep onset latency).

Figure 5 (Analysis 2.4)

Melatonin Placeho Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
Gringras 2017 (1) 244 26105 55 -1.52 25634 48 100.0% -0.82[-1.92, 0.08] [TTITT E
Total (95% CI) 55 48 100.0% -0.92[-1.92,0.08] -
Heterogeneity: Mot applicable t }

Test for overall effect £=1.80 (F=0.07)

Footnotes
{1y CSDI, total score
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Risk of bias legend

{A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance hias)
(D} Blinding of outcorme assessment (detection hias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting hias)

(G) Other hias

Forest plot of comparison: 2 Mealtonin vs. placebo, outcome: 2.4 Sgvnkvalitet generelt (sleep quality).

Figure 6 (Analysis 2.5)
Melatonin Placeho Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
Witight 2011 (1) 14 27 & 32 46 10 1000% -1.60[538,175] LT T T T
Total (95% CI) 6 10 100.0% -1.80 [-5.38, 1.78]

Heterogeneity: Mot applicable
Test for overall efiect Z=0.99 (P =0.32)

Footnotes
(1) GHRQ
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Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection hias)

(C) Blinding of participants and personnel (performance hias)
(D) Blinding of outcome assessment (detection hias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reparting (reporting bias)

(G) Other hias

Forest plot of comparison: 2 Mealtonin vs. placebo, outcome: 2.5 Foraeldretrivsel (caregivers wellbeing).

Figure 7 (Analysis 2.6)

Melatonin Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Appleton 2012 (1) 370 4 TE 258% -0.01 [-0.08, 0.06] —a—
Jan 2000 (2) 1] 16 0 16 89.6% 0.00 [0.11,0.41] . S
Ardakani 2018 (3) a 35 0 35 42.2% 0.00 [-0.05, 0.05] ——
Wright 2011 (4) 1] B 0 10 24% 0.00 [0.23,0.23]
Weiss 2006 (5) 1] 19 0 19 13.2% 0.00 [0.10,0.10] B E—
Gringras 2017 (8) 13 60 13 65  B1% 0.02[0.13,0.18] I a—
Jain 2016 (7} 4 10 2 10  0B% 0.20 [0.19, 0.59] *
Total (95% Cl) 216 231 100.0% 0.00 [-0.04, 0.04]
Total events 20 14

Heterogeneity: Tau®=0.00; Chi*=1.46, df=6 (P=096); F= 0%
Test for overall efiect Z=0.01 (P =1.00)

Footnotes

(1) Mixed neurodevelopmental delays (41 % with ASD+developmental disorder)
(2) Mixed (10% out of 42 have ASD)

(3) atopic dermatitis

(4) Autism spectrum disorder

(5) ADHD

(B) Autism spectrum disorder

(7) epilepsy
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Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection hias)

(C) Blinding of participants and personnel (peformance. .
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other hias
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Forest plot of comparison: 2 Mealtonin vs. placebo, outcome: 2.6 Alvorlige bivirkninger, antal personer (serious adverse events), EoT -risk difference.

Figure 8 (Analysis 2.7)

Melatonin Placebo Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Wiright 2011 {1} 1] B 0 10 Mot estimable
Wieiss 2006 () 1] 149 0 149 Mot estimable
Jan 2000 {3) 1] 16 0 16 Mot estimable
Ardakani 2018 (4) 1] 34 0 35 Mot estimable
Appleton 2012 (8) 3 To 4 TE 15.2% 0.811[0.19, 3.51]
Gringras 2017 (6) 13 B0 13 B5  BO4% 1.08 [0.55, 2.14] @e0088®?
Jain 2016 (7) 4 10 210 154% 2.00 [0.47, 5 .56] 009
Total (95% Cl) 216 231 100.0% 1.14 [0.64, 2.02]
Total events 20 14

Heterogeneity: Tau®=0.00; Chi*=080,df=2 (P=067), F=0%
Test for overall effiect Z=0.45 (P = 0.65)

Footnotes

(1) Autism spectrum disorder

(2) ADHD

(3) Mixed (10% out of 42 have ASD)

(4) atopic dermatitis

(5) Mixed neurodevelopmental delays (41 % with ASD+developmental disorder)
(B) Autism spectrum disorder

(7) epilepsy

oz os 1 2
Melatonin  Placebo

o

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection hias)

(C) Blinding of participants and personnel (peformance. .
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other hias

Forest plot of comparison: 2 Mealtonin vs. placebo, outcome: 2.7 Alvorlige bivirkninger, antal personer (serious adverse events), EoT.

Figure 9 (Analysis 2.8)

Melatonin Placebo Risk Difference Risk Difference Risk of Bias
Study or Subgroup Events Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDETFSG
Wirojanan 2009 (1) EE o 12 10.8% 0.00 F0.16, 0.18]
Dodge 2001 (2) o o200 16.3% 0.00 [-0.09, 0.09] — ? ? @
Hancock 2005 (3) o7 o7 59% 0.00 [F0.24, 0.24] E— 1@00008
Cotesi 2012 o35 0 33 204% 0.00 [-0.06, 0.08] ——
Cortesi 2012a (4) o 34 o0 32 202% 0.00 [-0.06, 0.06] —— 0000
Gringras 2017 (5) 51 60 50 65 11.8% 0.08 [-0.06, 0.22] B B @ @8er
wan der Heijden 2007 (8) 10 &3 0 52 145% 0.19 [0.08, 0.30]
Total (95% CI) 221 221 100.0% 0.04 [-0.03, 0.10]
Total events 61 50

Heterogeneity, Taw®= 0.00; Chi*=19.02, df=6 (P =0.004}; = 68%
Test for overall effiect Z=1.09 (F=0.27)

Footnotes
{13 ASD, fragile X syndrame or ASD+ Fragile x syndrame
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Risk of hias legend
(A) Random sequence generation (selection bias)

(2) Developmental disability (including autism, genetic syndrome, Cerebral palsy, mental...  (B) Allocation concealment (selection bias)

(3) Tuberous Sclerosis

{4y Autistic spectrum disaorder

(5) Autistic spectrum disorder, with or without ADHD, Meurogenetic disorders
(6) ADHD

(C) Blinding of participants and personnel (performance hias)
(D) Blinding of outcorme assessment (detection hias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting hias)

(G) Other hias

Forest plot of comparison: 2 Mealtonin vs. placebo, outcome: 2.8 Bivirkninger, antal personer (adverse events) -risk difference.

Figure 10 (Analysis 2.9)

Melatonin Placebo Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
Hancock 2005 (1) o7 o7 Mot estimakle 100000®
Cotesi 2012h 0 35 0 33 Mot estimahle
Cortesi 2012a {2 ] 34 ] a2 Mot estimable
Wiirojanan 2008 {3) ] 12 ] 12 Mot estimable
Dodge 2001 {4) 1] 20 1] 20 Mot estimable
Gringras 2017 (5) 51 60 50 65 56.7% 1.10[0.93,1.31] [ ]
Yan der Heijden 2007 (8) 10 53 a 52 43.3% 2061 [1.24,342.90] —a—
Total (95% CI) 221 221 100.0% 3.93 [0.09, 177.66] e RERRe—
Total events 61 a0
Heterogeneity, Taw® = 6.67; Chi®=7.46, df=1 (P=0.008), F=87% '0.001 EIH 1'0 1000'

Test for overall effiect Z=0.70(F=0.48)

Footnotes

(1) Tuberous Sclerosis

(2) Autistic spectrum disorder

(3) ASD, fragile X syndrome or ASD+ Fragile x syndrome

Favours Melatonin  Favours Placeho

Risk of hias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance hias)

{4y Developmental disability (including autism, genetic syndrome, Cerebral palsy, mental... (D) Blinding of outcome assessment (detection hias)

(5) Autistic spectrum disorder, with or without ADHD, Meurogenetic disorders
(6) ADHD

(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting hias)
(G) Other hias

Forest plot of comparison: 2 Mealtonin vs. placebo, outcome: 2.9 Bivirkninger, antal personer (adverse events).
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