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Appendix Materials 
 

Appendix Table 1: N-of-1 Trial Searches 

1. randomized controlled trial.pt. 

2. controlled clinical trial.pt. 

3. randomized controlled trials/ 

4. Double-blind Method/  

5. Single-Blind Method/  

6. clinical trial.pt. 

7. Clinical Trials.mp. or exp Clinical Trials/ 

8. random$.tw. 

9. trial$.tw. 

10. Cross-Over Studies/ 

11. or/1-10 

12. n-of-1.af. 

13. 11 and 12 

14.  (single-subject or single-patient or single case or single-case or within-patient).af. 

15.  ((single adj1 patient) or (single adj1 subject)).tw. 

16. 14 or 15 

17. 12 and 16 

18. multi-crossover.mp. 

19. 12 and 18 

20. 13 or 17 or 19 

21. limit 19 to yr="2010 - 2017" 
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Appendix Table 2: Repeated Period Crossover Trials 

1.  (repeat$ or rotat$).af.  

2.  ((three or four or five or six) and period).tw. 

3.  (multi- or multiple).tw. 

4.  (three-period or four-period or five-period or six-period).tw. 

5.  (three-way or four-way or five-way or six-way).tw. 

6. or/1-5 

7. Cross-Over Studies/ or (cross-over or crossover).af. 

8. 6 and 7 

9. randomized controlled trial.pt. 

10. controlled clinical trial.pt. 

11. randomized controlled trials/ 

12. Double-blind Method/ 

13. Single-Blind Method/ 

14. clinical trial.pt. 

15. Clinical Trials.mp. or exp Clinical Trials/ 

16. random$.tw. 

17. trial$.tw. 

18. or/9-17 

19. 8 and 18 

20.  (dt or de or tu).fs. 

21. 19 and 20 

22. 7 and 20 

23.  “Reproducibility of Results”/ 

24. 16 and 22 

25. limit 22 to english language 

26. 9 or 10 or 11 or 14 or 15 or 16 

27. 7 or 23 

28. 20 and 26 and 27 

29. random.af. 

30. 9 or 10 or 11 or 14 or 15 or 29 

31. ae.fs. 

32. 20 or 31 

33. 27 and 30 and 32 

34. limit 33 to (english language and humans) 

35. periods.af. 
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36. 6 or 35 

37. 33 and 36 

38. Animals/ not human/ 

39. 37 not 38 
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Appendix Table 4: Risk of bias assessment 
 

Author Yr 1. 

Randomization 

adequate? 

2. 

Allocation 

concealed? 

3. 

Patient 

blinded? 

4. 

Outcome 

assessor 

blinded? 

5. run-

in 

period? 

7. 

Wash-

out? 

8. Statistical 

methods 

appropriate?* 

9. All 

randomized 

participants 

analyzed? 

10. 

Incomplete 

outcome 

data 

Nikles 2014 Low Low Low Low High High Low High Low 

Tison 2013 Unclear Low Low Low High Low High Low Low 

Rascol 2012 Unclear Unclear Low Low Low Low Low High Low 

Emmanuel 2012 Unclear Unclear Low Low High High High High Low 

Yelland 2009 Low Low Low Low High High Low High Low 

Brookes 2007 Low Low Low Low High High unclear High Low 

Nonoyama2007 Low Low Low Low High High unclear High Low 

Huber 2007 Low Low Low Low High Low High Low Low 

Yelland 2007 Low Unclear Low Low High High Low High Low 

Zucker 2006 Low Unclear Low Low Low High Low High Low 

Nikles 2006 Low Unclear Low Low High Low High High Low 

Nathan 2006 Low Low Low Low High High High High Low 

Pereira 1995 Unclear Low Low Low High High High Low Low 

Woodfield 2005 Low Low Low Low Low Low Low Low Low 

Wegman 2005 Low Unclear Low Low High High Low High Low 

Nikles 2005 Low Unclear Low Low High Low High High Low 

Smith 2004 Low Low Low Low Low High Low High Low 

Haas 2004 Low Low Low Low High High Low High Low 

Mandelcorn 2004 Low Unclear Low Low Low High High Low Low 

Pope 2004 Unclear High Low Low High High Low Low Low 

Wegman 2003 Low Low Low Low High High Low High Low 
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Wolfe 2002 Low Low Low Low High Low Low High Low 

Reitberg 2002 Low Low Low Low Low High Low Low Low 

Linday 2001 Unclear Low Low Low Low High High High Low 

Duggan 2000 Unclear Unclear Low Low High High High Low Low 

Nikles 2000 Unclear Unclear Low Low High High High High Low 

Mahon 1999 Low Unclear Low Low High Low High High Low 

Bollert 1999 Unclear Unclear Low Low High High High High Low 

Kent 1999 Unclear Unclear Low Low High High High Low Low 

Webb 1999 Unclear Unclear Low Low Low Low High High Low 

Haines 1999 Unclear Unclear Low Low Low Low Low High Low 

Sheather-Reid 

1998 

Unclear Unclear Low Low High High Low High Low 

Camfield 1996 Unclear Unclear Low Low High High High Low Low 

Mahon 1996 Low Unclear Low Low High High High Low Low 

Miyazaki 1995 Unclear High High High High High High High Low 

Maier 1994 Unclear Unclear Low Low Low Low Low High Low 

McQuay 1994 Low Low Low Low High High High High Low 

March 1994 Unclear Unclear Low Low High High Low High Low 

Denburg 1994 Unclear Unclear Low Low Low Low High High Low 

Privitera 1994 Unclear Unclear Low Low High High High Low Low 

Wallace 1994 High Unclear Low Low High High High Low Low 

Langer 1993 Low Low Low Low High High High Low Low 

Molloy 1993 Unclear Unclear Low Low Low Low Low High Low 

Johannessen 1992 Unclear Unclear Low Low High Low High High Low 

Johannessen 1991 Unclear Unclear Low Low High High Low Low Low 

Patel 1991 Unclear Unclear Low Low High High High Low Low 

Larsen 1991 Unclear Unclear Low Low High High High High Low 

Jaeschke 1991 Unclear Unclear Low Low low High High High low 

Hinderer 1990 Unclear Unclear Low Low low High high low low 

Lashner 1990 Unclear Low Low Low Unclear High high low low 
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McBride 1988 Low Low Low Low Unclear High high low High 

Menard 1988 Low Unclear Low Low Low low low low High 

Ullmann 1986 Low Unclear Low Low Unclear High low low High 

Parodi 1986 Low Unclear Low Low low Low low low low 

Parodi 1979 Unclear Unclear Low Low low High High low low 

Joy 2014 Low Unclear Low Low High Low low low low 

Lipka 2017 Low Low Low Low High Low High low low 

Mitchell 2015 Low Low Low Low High Low High low low 

Nikles 2015 Low Low Low Low High Low High low low 

Nikles 2017 Low Low Low Low High Low low High low 

Nikles 2016 Low Unclear Low Low High High High low High 

McGarry 2017 Low Low Low Low Low Low High High High 

* Statistical methods used to account for carryover effect, period effects, and intra-subject correlation 
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Appendix Figure 1: Patients with chronic intestinal pseudo-obstruction treated with prucalopride 

or placebo for pain relief
1
 

 

 
 

Appendix Figure 1 Legend:  

Data from this figure was extracted from the study published by Emmanuel et al in 2011, which 

investigates the use of prucalopride or placebo for pain relief (among other outcomes) in patients with 

chronic intestinal pseudo-obstruction. The average treatment effect is -0.440 (-0.771 to -0.110). 
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Appendix Figure 2: Patients with chronic tension-type headaches treated with dextroamphetamine 

or control and effect on mean daily grade decrease in headache
2
 

 

Appendix Figure 2 Legend: Data from this figure was extracted from the study published by Haas et al 

in 2004, which investigates the use of dextroamphetamine or control in patients with chronic-type for 

improvement on mean daily grade in headache.  
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Appendix Figure 3: Patients with migraine headaches treated with dextroamphetamine or control 

and effect on mean daily grade decrease in headache
2
 

 

 Appendix Figure 3 Legend: Data from this figure was extracted from the study published by Haas et al 

in 2004, which investigates the use of dextroamphetamine or control in patients with chronic-type and 

migraine headaches for improvement on mean daily grade in headache.  
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Appendix Figure 4: Patients with fibromyalgia treated with amitriptyline or placebo and its effect 

on a 7-point symptom scale
3
 

 

Appendix Figure 4 Legend: Data from this figure was extracted from the study published by Jaeschke et 

al in 1991, which investigates the effect of amitriptyline or placebo on a 7-point symptom scale in patients 

with fibromyalgia. The average treatment effect is 0.427 (0.210 to 0.645). 
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Appendix Figure 5: Patients with fibromyalgia treated with amitriptyline or placebo and its effect 

on tender point changes count
3
 

 

 

Appendix Figure 5 Legend: Data from this figure was extracted from the study published by Jaeschke et 

al in 1991, which investigates the effect of amitriptyline or placebo on tender point changes count in 

patients with fibromyalgia. The average treatment effect is 1.320 (0.404 to 2.236). 
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Appendix Figure 6: Patients with peptic ulcers, oesophagitis grade I, II, or III, or with reflux or 

ulcer-like symptom profiles were treated with cimetidine or placebo and its effect on a 6-point 

symptom scale
4
 

 

Appendix Figure 6 Legend: Data from this figure was extracted from the study published by 

Johannessen et al in 1992, which investigates the effect of cimetidine or placebo on a 6-point symptom 

scale in patients with peptic ulcers, oesophagitis grade I, II, or III, or with reflux or ulcer-like symptom 

profiles. The average treatment effect is 0.698 (0.466 to 0.931). 
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Appendix Figure 7: Patients with irreversible chronic airflow limitation treated with theophylline 

or placebo and its effect on dyspnea
5
 

 

Appendix Figure 7 Legend: Data from this figure was extracted from the study published by Mahon et 

al in 1996, which investigates the effect of theophylline or placebo on dyspnea in patients with 

irreversible chronic airflow limitation. The average treatment effect is 0.125 (-0.181 to 0.430). 
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Appendix Figure 8: Patients with osteoarthritic pain treated with paracetmol and diclofenac and its 

effect on stiffness
6
 

 

Appendix Figure 8 Legend: Data from this figure was extracted from the study published by March et al 

in 1994, which investigates the effect of paracetmol and diclofenac on stiffness in patients with 

osteoarthritic pain. The average treatment effect is mean difference in stiffness (mm). 
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Appendix Figure 9: Patients with nonreversible chronic airflow limitation treated with either 

ipratropium bromide, theophylline, salbutamol, or beclomethane (all compared to placebo) and its 

effect on a 4-item symptom questionnaire
7
 

  

Appendix Figure 9 Legend: Data from this figure was extracted from the study published by Patel et al 

in 1991, which investigates the effect of ipratropium bromide, theophylline, salbutamol, or beclomethane 

(all compared to placebo) on a 4-item symptom questionnaire in patients with nonreversible chronic 

airflow limitation. The average treatment effect is 0.340 (0.253 to 0.422). 
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Appendix Figure 10: Patients previously taking warfarin for either atrial fibrillation or deep vein 

thrombosis treated with apo-warfarin and 20coumadin and its effect on international normalized 

ratio
8
 

 

 

Appendix Figure 10 Legend: Data from this figure was extracted from the study published by Pereira et 

al in 1995, which investigates the effect of apo-warfarin and Coumadin on international normalized ratio 

in patients previously taking warfarin for either atrial fibrillation or deep vein thrombosis. The average 

treatment effect is 0.027 (-0.155 to 0.209).   
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Appendix Figure 11: Hospitalized children and adolescents with attention-deficit hyperactivity 

disorder treated with methylphenidate and placebo and its effect on Conners 15-item rating scale 

scores
9
 

 

 

Appendix Figure 11 Legend: Data from this figure was extracted from the study published by Wallace 

et al in 1994, which investigates the effect of methylphenidate and placebo on Conners 15-item rating 

scale scores in hospitalized children and adolescents with attention-deficit hyperactivity disorder. The 

average treatment effect is 0.759 (0.341 to 1.178).   
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Appendix Figure 12: Patients already prescribed quinine treated with quinine sulphate and 

placebo, and its effect on changes in number of cramps
10

 

 

 

Appendix Figure 12 Legend: Data from this figure was extracted from the study published by 

Woodfield et al in 2005, which investigates the effect of quinine sulphate and placebo on changes in 

number of cramps in patients already prescribed quinine. The average treatment effect is -18.823 (-28.527 

to -9.120).   
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Appendix Figure 13: Patients already prescribed quinine treated with quinine sulphate and 

placebo, and its effect on total days with cramps
10

 

 

Appendix Figure 13 Legend: Data from this figure was extracted from the study published by 

Woodfield et al in 2005, which investigates the effect of quinine sulphate and placebo on total days with 

cramps in patients already prescribed quinine. The average treatment effect is -6.181 (-9.798 to -2.563).   
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Appendix Figure 14: Patients with fibromyalgia syndrome treated with amitriptyline and the 

combination amitriptyline and fluoxetine and its effect on the Fibromyalgia Impact Questionnaire
11

 

 

Appendix Figure 14 Legend: Data from this figure was extracted from the study published by Zucker et 

al in 2006, which investigates the effect of amitriptyline and the combination amitriptyline and fluoxetine 

on Fibromyalgia Impact Questionnaire in patients with fibromyalgia syndrome. The average treatment 

effect is -5.019 (-8.784 to -1.254).  
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Appendix 15: Patients with prior statin-related myalgia with or without mild elevation of creatine 

kinase levels treated with statin and placebo and its effects on VAS myalgia score
12

 

 

Appendix 15 Figure Legend: Data from this figure was extracted from the study published by Joy et al 

in 2014, which investigates the effect of statin versus placebo on VAS myalgia score in patients with 

hyperlipidemia. The average treatment effect is 0.12 (-2.28 to 2.52). 
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 Appendix Figure 16: Patients with myasthenia gravis with acetylcholine receptor antibodies 

treated with ephinpherin and placebo and its effect on QMG score
13

 

Appendix Figure 16 Legend: Data from this figure was extracted from the study published by Lipkin et 

al in 2017, which investigates the effect of with ephinpherin and placebo and its effect on QMG score in 

patients with autoimmune myasthenia gravia. The average treatment effect is 1.01 (0.21 to 1.80). 
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Appendix Figure 17: Children with mental retardation and fragmented sleep treated with 

melatonin and placebo and its effect on nights without awakening
14

 

 

Appendix Figure 17 Legend: Data from this figure was extracted from the study published by Camfield 

et al in 1996, which investigates the effect of melatonin and placebo on nights without awakening in 

children with mental retardation and fragmented sleep. The average treatment effect is 0.84 (0.20 to 1.48). 

White circles indicate placebo; black circles indicate melatonin. 
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Appendix Figure 18: Patients with traumatic spinal cord lesions treated with baclofen and placebo 

and its effect on anxiety
15

 

 

 

Appendix Figure 18 Legend: Data from this figure was extracted from the study published by Hinderer 

et al in 1990, which investigates the effect of baclofen and placebo on anxiety in patients with traumatic 

spinal cord lesions. The average treatment effect is -1.06 (-1.88 to -0.23). White circles indicate placebo; 

grey circles indicate a half dose (40 mg/day) of baclofen; black circles indicate a full dose (80 mg/day) of 

baclofen. 
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Appendix Figure 19: Children with gastroesophageal reflux treated with cisapride and placebo and 

its effect on emetic episodes per day
16

 

 

 

Appendix Figure 19 Legend: Data from this figure was extracted from the study published by Langer et 

al in 1993, which investigates the effect of cisapride and placebo on emetic episodes per day in children 

with gastroesophageal reflux. The average treatment effect is -1.20 (-2.49 to 0.09). White circles indicate 

placebo; black circles indicate cisapride. 
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Appendix Figure 20: Nonsmokers with ulcerative colitis treated with nicotine gum and placebo and 

its effect on abdominal pain
17

 

 

Appendix Figure 20 Legend: Data from this figure was extracted from the study published by Lashner 

et al in 1990, which investigates the effect of nicotine gum and placebo on abdominal pain in nonsmokers 

with ulcerative colitis. The average treatment effect is -3.62 (-15.84 to 8.61). White circles indicate 

placebo gum; black circles indicate nicotine gum. 
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Appendix Figure 21: Nonsmokers with ulcerative colitis treated with nicotine gum and placebo and 

its effect on bowel movements per day
17

 

 

Appendix Figure 21 Legend: Data from this figure was extracted from the study published by Lashner 

et al in 1990, which investigates the effect of nicotine gum and placebo on bowel movements per day in 

nonsmokers with ulcerative colitis. The average treatment effect is -0.56 (-1.22 to 0.09). White circles 

indicate placebo gum; black circles indicate nicotine gum. 
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Appendix Figure 22: Nonsmokers with ulcerative colitis treated with nicotine gum and placebo and 

its effect on consistency of bowel movements
17

 

 

 

Appendix Figure 22 Legend: Data from this figure was extracted from the study published by Lashner 

et al in 1990, which investigates the effect of nicotine gum and placebo on consistency of bowel 

movements in nonsmokers with ulcerative colitis. The average treatment effect is 7.00 (-6.29 to 20.29). 

White circles indicate placebo gum; black circles indicate nicotine gum. 
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Appendix Figure 23: Nonsmokers with ulcerative colitis treated with nicotine gum and placebo and 

its effect on general sense of well-being
17

 

 

Appendix Figure 23 Legend: Data from this figure was extracted from the study published by Lashner 

et al in 1990, which investigates the effect of nicotine gum and placebo on general sense of well-being in 

nonsmokers with ulcerative colitis. The average treatment effect is -6.54 (-23.62 to 10.56). White circles 

indicate placebo gum; black circles indicate nicotine gum. 
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Appendix Figure 24: Nonsmokers with ulcerative colitis treated with nicotine gum and placebo and 

its effect on hematochezia
17

 

 

Appendix Figure 24 Legend: Data from this figure was extracted from the study published by Lashner 

et al in 1990, which investigates the effect of nicotine gum and placebo on hematochezia in nonsmokers 

with ulcerative colitis. The average treatment effect is 2.35 (-17.21 to 21.90). White circles indicate 

placebo gum; black circles indicate nicotine gum. 
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Appendix Figure 25: Patients with chronic depression and a diagnosis of major depression or 

dysthymia treated with sulpiride and placebo and its effect on anxiety
18

 

 

 

Appendix Figure 25 Legend: Data from this figure was extracted from the study published by Maier et 

al in 1994, which investigates the effect of sulpiride and placebo on anxiety in patients with chronic 

depression and a diagnosis of major depression or dysthymia. The average treatment effect is -3.81 (-7.22 

to -0.40). Red circles indicate baseline; white circles indicate placebo; black circles indicate sulpiride. 
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Appendix Figure 26: Patients with chronic depression and a diagnosis of major depression or 

dysthymia treated with sulpiride and placebo and its effect on depressed mood
18

 

 

Appendix Figure 26 Legend: Data from this figure was extracted from the study published by Maier et 

al in 1994, which investigates the effect of sulpiride and placebo on depressed mood in patients with 

chronic depression and a diagnosis of major depression or dysthymia. The average treatment effect is -

3.63 (-7.40 to 0.15). Red circles indicate baseline; white circles indicate placebo; black circles indicate 

sulpiride. 
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Appendix Figure 27: Patients with chronic depression and a diagnosis of major depression or 

dysthymia treated with sulpiride and placebo and its effect on somatization
18

 

 

Appendix Figure 27 Legend: Data from this figure was extracted from the study published by Maier et 

al in 1994, which investigates the effect of sulpiride and placebo on somatization in patients with chronic 

depression and a diagnosis of major depression or dysthymia. The average treatment effect is -1.50 (-4.20 

to 1.21). Red circles indicate baseline; white circles indicate placebo; black circles indicate sulpiride. 
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Appendix Figure 28: Patients with ataxia from traumatic brain injury treated with ondansetron 

and placebo and its effect on lower extremity ataxia
19

 

 

Appendix Figure 28 Legend: Data from this figure was extracted from the study published by 

Mandelcorn et al in 2004, which investigates the effect of ondansetron and placebo on lower extremity 

ataxia in patients with ataxia from traumatic brain injury. Each patient received the same treatment. The 

average treatment effect is 12.49 (-0.85 to 25.84). Red circles indicate baseline; white circles indicate 

placebo; black circles indicate ondansetron. 
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Appendix Figure 29: Patients with ataxia from traumatic brain injury treated with ondansetron 

and placebo and its effect on self-assessment score
19

 

 

Appendix Figure 29 Legend: Data from this figure was extracted from the study published by 

Mandelcorn et al in 2004, which investigates the effect of ondansetron and placebo on self-assessment 

score in patients with ataxia from traumatic brain injury. The average treatment effect is -2.05 (-8.43 to 

4.33). Red circles indicate baseline; white circles indicate placebo; black circles indicate ondansetron. 
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Appendix Figure 30: Patients with ataxia from traumatic brain injury treated with ondansetron 

and placebo and its effect on truncal ataxia
19

 

 

Appendix Figure 30 Legend: Data from this figure was extracted from the study published by 

Mandelcorn et al in 2004, which investigates the effect of ondansetron and placebo on truncal ataxia in 

patients with ataxia from traumatic brain injury. The average treatment effect is 1.20 (-2.06 to 4.45). Red 

circles indicate baseline; white circles indicate placebo; black circles indicate ondansetron. 
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Appendix Figure 31: Patients with ataxia from traumatic brain injury treated with ondansetron 

and placebo and its effect on upper extremity ataxia
19

 

 

 

Appendix Figure 31 Legend: Data from this figure was extracted from the study published by 

Mandelcorn et al in 2004, which investigates the effect of ondansetron and placebo on upper extremity 

ataxia in patients with ataxia from traumatic brain injury. The average treatment effect is -0.50 (-3.10 to 

2.10). Red circles indicate baseline; white circles indicate placebo; black circles indicate ondansetron. 
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Appendix Figure 32: Patients with chronic neuropathic pain treated with oral dextromethorphan 

and placebo and its effect on VAS pain intensity
20

 

 

Appendix Figure 32 Legend: Data from this figure was extracted from the study published by McQuay 

et al in 1994, which investigates the effect of oral dextromethorphan and placebo on VAS pain intensity 

in patients with chronic neuropathic pain. The average treatment effect is -1.06 (-5.16 to 3.04). Grey 

circles indicate dextromethorphan 40.5 mg daily; black circles indicate dextromethorphan 81 mg daily; 

white circles indicate placebo. 
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Appendix Figure 33: Patients with chronic neuropathic pain treated with oral dextromethorphan 

and placebo and its effect on VAS relief intensity
20

 

 

Appendix Figure 33 Legend: Data from this figure was extracted from the study published by McQuay 

et al in 1994, which investigates the effect of oral dextromethorphan and placebo on VAS relief intensity 

in patients with chronic neuropathic pain. The average treatment effect is -3.86 (-11.11 to 3.40). Grey 

circles indicate dextromethorphan 40.5 mg daily; black circles indicate dextromethorphan 81 mg daily; 

white circles indicate placebo. 
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Appendix Figure 34: Patients with unstable angina at rest treated with continuous and intermittent 

injection of isosorbide dinitrate and its effect on incidence of angina
21

 

 

Appendix Figure 34 Legend: Data from this figure was extracted from the study published by Miyazaki 

et al in 1995, which investigates the effect of continuous and intermittent injection of isosorbide dinitrate 

on incidence of angina in patients with unstable angina. The average treatment effect is 0.47 (-0.32 to 

1.26). White circles indicate continuous injection; black circles indicate intermittent injection. 
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Appendix Figure 35: Children with brain tumors receiving highly emetogenic therapy treated with 

ondansetron/metopimazine and ondansetron monotherapy and its effect on emetic episodes per 

day
22

 

 

 

Appendix Figure 35 Legend: Data from this figure was extracted from the study published by Nathan et 

al in 2006, which investigates the effect of ondansetron/metopimazine and ondansetron monotherapy on 

emetic episodes per day in children with brain tumors receiving highly emetogenic therapy. The average 

treatment effect is -0.56 (-1.74 to 0.62). White circles indicate placebo; black circles indicate 

metopimazine. 
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Appendix Figure 36: Patients with unstable angina at rest treated with oral verapamil and placebo 

and its effect on ischemic attacks
23

 

 

Appendix Figure 36 Legend: Data from this figure was extracted from the study published by Parodi et 

al in 1979, which investigates the effect of oral verapamil and placebo on ischemic attacks in patients 

with unstable angina. The average treatment effect is -1.63 (-2.10 to -1.17). Red circles indicate baseline; 

white circles indicate placebo; black circles indicate verapamil. 
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Appendix Figure 37: Patients with unstable angina at rest treated with verapamil, propranolol and 

placebo and its effect on asymptomatic ST depression
24

 

 

Appendix Figure 37 Legend: Data from this figure was extracted from the study published by Parodi et 

al in 1986, which investigates the effect of verapamil, propranolol and placebo on asymptomatic ST 

depression in patients with unstable angina. The average treatment effect is -0.82 (-2.54 to 0.90). Red Xs 

indicate baseline; white circles indicate placebo; grey circles indicate propranolol; black circles indicate 

verapamil. 
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Appendix Figure 38: Patients with unstable angina at rest treated with verapamil, propranolol and 

placebo and its effect on asymptomatic ST elevation
24

 

 

Appendix Figure 38 Legend: Data from this figure was extracted from the study published by Parodi et 

al in 1986, which investigates the effect of verapamil, propranolol and placebo on asymptomatic ST 

elevation in patients with unstable angina. The average treatment effect is -1.97 (-2.92 to -1.01). Red Xs 

indicate baseline; white circles indicate placebo; grey circles indicate propranolol; black circles indicate 

verapamil. 
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Appendix Figure 39: Patients with unstable angina at rest treated with verapamil, propranolol and 

placebo and its effect on symptomatic ST depression
24

 

 

Appendix Figure 39 Legend: Data from this figure was extracted from the study published by Parodi et 

al in 1986, which investigates the effect of verapamil, propranolol and placebo on symptomatic ST 

depression in patients with unstable angina. The average treatment effect is -0.98 (-1.84 to -0.13). Red Xs 

indicate baseline; white circles indicate placebo; grey circles indicate propranolol; black circles indicate 

verapamil. 
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Appendix Figure 40: Patients with unstable angina at rest treated with verapamil, propranolol and 

placebo and its effect on symptomatic ST elevation
24

 

 

Appendix Figure 40 Legend: Data from this figure was extracted from the study published by Parodi et 

al in 1986, which investigates the effect of verapamil, propranolol and placebo on symptomatic ST 

elevation in patients with unstable angina. The average treatment effect is -1.87 (-2.72 to -1.02). Red Xs 

indicate baseline; white circles indicate placebo; grey circles indicate propranolol; black circles indicate 

verapamil. 
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Appendix Figure 41: Patients previously taking warfarin for either atrial fibrillation or deep vein 

thrombosis treated with apo-warfarin and coumadin and its effect on international normalized 

ratio
8
 

 

Appendix Figure 41 Legend: Data from this figure was extracted from the study published by Pereira et 

al in 1995, which investigates the effect of apo-warfarin and coumadin on international normalized ratio 

in patients previously taking warfarin for either atrial fibrillation or deep vein thrombosis. The average 

treatment effect is -0.12 (-0.30 to 0.07). Red circles indicate baseline; white circles indicate Coumadin; 

black circles indicate apo-warfarin. 
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Appendix Figure 42: Parkinson’s disease patients with troublesome dyskinesia treated with 

simvastatin and placebo and its effect on discomfort caused by troublesome dyskinesia
25

 

 

 

Appendix Figure 42 Legend: Data from this figure was extracted from the study published by Tison et 

al in 2012, which investigates the effect of simvastatin and placebo on discomfort caused by troublesome 

dyskinesia in Parkinson’s disease patients with troublesome dyskinesia. The average treatment effect 

is0.20 (-0.40 to 0.80). White circles indicate placebo; black circles indicate simvastatin. 
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Appendix Table 5. Studies reporting person-level treatment effect with both fixed-effect and random-effect using a method of moments estimator 

Study Outcome 
Fixed effect 

model 

P for 

HTE 

(fixed-

effects 

model) 

Random Treatment 

Effect 
summary_tau2 

P for HTE 

(random-

effects 

model) 

March 1994
6
 

Mean pain score on VAS taken from 2nd 

week of tx 

-4.155 (-
4.807 to -
3.502) 

<0.001 
-7.093 (-11.939 to -

2.248) 
73.530 <0.001 

March 1994
6
 

Mean stiffness score on VAS taken from 

2nd week of 

-2.192 (-
2.549 to -
1.835) 

<0.001 
-5.992 (-11.280 to -

0.704) 
88.872 <0.001 

Emmanuel 2012
1
 Bloating 

-0.131 (-
0.171 to -
0.090) 

<0.001 
-0.344 (-0.619 to -

0.069) 
0.071 <0.001 

Emmanuel 2012
1
 Pain 

-0.160 (-
0.209 to -
0.111) 

<0.001 
-0.440 (-0.771 to -

0.110) 
0.106 <0.001 

Haas 2004
2
 Chronic tension-type headache grade 

0.733 (0.609 
to 0.857) 

<0.001 
0.772 (0.454 to 

1.090) 
0.350 <0.001 

Haas 2004
2
 Chronic tension-type headache grade 

0.543 (0.394 
to 0.693) 

0.067 
0.542 (0.354 to 

0.731) 
0.055 0.067 

Jaeschke 1991
3
 7-point symptom scale 

0.356 (0.286 
to 0.426) 

<0.001 
0.427 (0.210 to 

0.645) 
0.186 <0.001 

Jaeschke 1991
3
 Tender point changes count 

1.072 (0.701 
to 1.443) 

<0.001 
1.320 (0.404 to 

2.236) 
2.166 <0.001 

Johannessen 

1992
4
 

6-point symptom scale 
0.657 (0.530 
to 0.785) 

<0.001 
0.698 (0.466 to 

0.931) 
0.382 <0.001 

Joy 2014
26

 VAS myalgia score 
0.119 (-2.283 
to 2.521) 

0.995 
0.119 (-2.283 to 
2.521) 0.000 0.996 

Joy 2014
26

 Symptom-specific VAS 
1.937 (0.179 
to 3.696) 

0.797 
1.937 (0.179 to 
3.696) 0.000 0.797 

Joy 2014
26

 Pain severity score 
0.086 (-0.215 
to 0.387) 

0.986 
0.086 (-0.215 to 
0.387) 0.000 0.986 



 

a56 
 

Joy 2014
26

 Pain interference score 

-0.016 (-
0.095 to 
0.064) 

0.917 -0.016 (-0.095 to 
0.064) 0.000 0.917 

Lipka 2017
13

 Quantitative myasthenia gravis score 
1.006 (0.215 
to 1.797) 

0.803 
1.006 (0.215 to 

1.797) 
0.000 0.803 

Lipka 2017
13

 Myasthenia gravis composite 
2.952 (0.969 
to 4.934) 

0.177 
2.891 (0.348 to 

5.433) 

2.631 0.177 

Lipka 2017
13

 MG-ADL 
1.110 (0.269 
to 1.951) 

0.047 
1.099 (-0.277 to 

2.474) 

1.222 0.047 

Lipka 2017
13

 VAS score 
1.204 (0.124 
to 2.283) 

0.190 
1.275 (-0.115 to 

2.665) 
0.739 0.190 

Mahon 1996
5
 Likert Scale (1-7) 

0.069 (-0.042 
to 0.179) 

<0.001 
0.145 (-0.153 to 

0.443) 
0.134 <0.001 

Patel 1991
7
 4-item symptom questionnaire 

0.000 (-0.000 
to 0.000)* 

<0.001 
0.000 (-0.000 to 

0.000)* 
0.000 <0.001 

Pereira 1995
8
 INR (diff) 

0.027 (-0.155 
to 0.209) 

0.477 
0.027 (-0.155 to 

0.209) 
0.000 0.477 

Wallace 1994
9
 Conners 15-item rating scale scores 

0.759 (0.341 
to 1.178) 

0.747 
0.759 (0.341 to 

1.178) 
0.000 0.747 

Woodfield 2005
10

  Number of cramps 

-5.395 (-
7.091 to -
3.699) 

<0.001 
-18.823 (-28.527 to 

-9.120) 
161.582 <0.001 

Woodfield 2005
10

  Total days with cramps 

-7.600 (-
8.420 to -
6.781) 

<0.001 
-6.181 (-9.798 to -

2.563) 
26.245 <0.001 

Zucker 2006
11

 FIQ 

-5.019 (-
8.784 to -
1.254) 

0.999 
-5.019 (-8.784 to -

1.254) 
0.000 0.999 

* Includes one additional trial of Prednisone therapy 
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Appendix Table 6. Studies reporting person-level outcomes with both fixed-effect and random-effect hierarchical linear model  
Author Year Outcome Range of the Scales 

(severity) 

Fixed Treatment Effect Random Treatment Effect P-value Person 

Treatment 

Interaction 

Camfield 

199614 

Nights without awakening NR 

0.865 (0.215 to 1.516) 

0.84 (0.20 to 1.48) 0.456 

Hinderer 

199015 

Anxiety Beck Inventory-A anxiety 

scale 0-3 (0 = never, 3 = 

almost all the time) 0.000 (0.000 to 0.000) 

-1.06 (-1.88 to -0.23) <0.001 

Joy 201426 Myalgia score Visual Analogue Score for 

myalgia (0=none to 

100=worst) 3.3812 (-2.668 to 9.430) 3.3522 (-2.617 to 9.322) 0.566 

Langer 199316 Vomiting NR -1.204 (-2.494 to 0.086) -1.20 (-2.49 to 0.09) 0.136 

Lashner 

199017 

Symptom score: abdominal pain Symptom scores 0-100 

(0=best, 100=worst) -3.615 (-16.982 to 9.751) 

-3.62 (-15.84 to 8.61) 0.007 

 Symptom score: bowel 

movements/day 

 

-0.538 (-1.215 to 0.138) 

-0.56 (-1.22 to 0.09) 0.001 

 Symptom score: consistency of 

bowel movements 

 

7.000 (-7.551 to 21.551) 

7.00 (-6.29 to 20.29) 0.013 

 Symptom score: hematochezia  2.308 (-17.210 to 21.826) 2.35 (-17.21 to 21.90) 0.003 

 Symptom score: general sense of 

well-being 

 

-6.538 (-25.352 to 12.275) 

-6.54 (-23.62 to 10.56) 0.008 

Maier  

199418 

SCL-90 subscales: Depressed mood NR -3.536 (-6.718 to -0.354) -3.63 (-7.40 to 0.15) <0.001 

 SCL-90 subscales: Anxiety  -3.753 (-6.582 to -0.924) -3.81 (-7.22 to -0.40) <0.001 

 SCL-90 subscales: Somatization  -1.419 (-4.316 to 1.478) -1.50 (-4.20 to 1.21) 0.869 

Mandelcorn 

200419 

Self-Assessment  score 0–5 (0=worst, 5=best) 

-2.052 (-8.865 to 4.761) 

-2.05 (-8.43 to 4.33) 0.05 

 Lower extremity ataxia Fugl-Meyer: 3-point (0 

cannot be performed to 2 can 
12.494 (-3.155 to 28.142) 12.49 (-0.85 to 25.84) 0.025 
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Author Year Outcome Range of the Scales 

(severity) 

Fixed Treatment Effect Random Treatment Effect P-value Person 

Treatment 

Interaction 

be fully performed) 

 Truncal ataxia AMTI forceplate®: NR 

Berg Balance Scale® 0–56, 

with a higher score indicating 

a better performance 1.196 (-2.866 to 5.257) 

1.20 (-2.06 to 4.45) 0.690 

 Upper extremity ataxia Purdue Pegboard Test®: pegs 

inserted into the board with 

each hand in 30 sec 

Minnesota Placing Test®: 

reach out, grasp, and place 

blocks in a specific order -0.498 (-3.546 to 2.550) 

-0.50 (-3.10 to 2.10) 0.382 

McQuay 

199420 

VAS Pain Intensity 0-100 (0 = no pain, 100 = 

worst possible pain) -1.094 (-5.572 to 3.383) 

-1.06 (-5.16 to 3.04) 0.004 

 VAS Relief Intensity 0-100 (0 = no relief, 100 

=complete pain relief) -3.913 (-11.729 to 3.903) 

-3.86 (-11.11 to 3.40) 0.038 

Miyazaki 

199521 

Incidence of angina Either ST-segment elevation 

or depression at rest 0.496 (-0.206 to 1.199) 

0.47 (-0.32 to 1.26) 0.125 

Nathan 200622 Emetic episodes per day complete response (0 

episodes/day), major response 

(1–2 episodes/day), or  failure 

(>2 episodes/day) -0.095 (-0.514 to 0.325) 

-0.56 (-1.74 to 0.62) 0.001 

Parodi  

197923 

Ischemic attacks ST elevation or depression 

(details NR) 

-1.544 (-1.838 to -1.251) -1.63 (-2.10 to -1.17) 0.007 

Parodi  

198624 

Asymptomatic ST elevation 

(After verapamil) 

NR -1.637 (-1.994 to -1.279) -1.97 (-2.92 to -1.01) 0.110 

 Asymptomatic ST depression 

(After verapamil) 

 -1.083 (-1.903 to -0.262) -0.82 (-2.54 to 0.90) 0.401 
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Author Year Outcome Range of the Scales 

(severity) 

Fixed Treatment Effect Random Treatment Effect P-value Person 

Treatment 

Interaction 

 Symptomatic ST elevation 

(After verapamil) 

 -1.580 (-1.906 to -1.254) -1.87 (-2.72 to -1.02) <0.001 

 Symptomatic ST Depression 

(After verapamil) 

 -0.990 (-1.411 to -0.569) -0.98 (-1.84 to -0.13) 0.002 

 Asymptomatic ST elevation 

(After propranolol) 

 0.100 (-0.086 to 0.286) -1.966 (-2.917 to -1.014) 0.006 

 Asymptomatic ST depression 

(After propranolol) 

 0.339 (-0.168 to 0.845) -0.821 (-2.539 to 0.897) 0.964 

 Symptomatic ST elevation 

(After propranolol) 

 -0.002 (-0.177 to 0.173) -1.868 (-2.718 to -1.017) 0.063 

 Symptomatic ST Depression 

(After propranolol) 

 -0.374 (-0.709 to -0.039) -0.981 (-1.835 to -0.126) 0.023 

Pereira 19958 INR Target INR range of 2.0–3.0  -0.12 (-0.30 to 0.07) 0.433 

Tison 201225 Troublesome dyskinesia 7 points scale (1=extremely 

uncomfortable, 7=not at all 

uncomfortable) 

 0.20 (-0.40 to 0.80) 0.593 
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Statistical codes for analysis results of studies reporting person-level treatment effects 

Estimation of standard errors in the following studies  

 Emmanuel 2012: gen SE_Intervention (or control) =SD of intervention (or control) score/square root of Intervention days (or control days)  

 Haas 2004: SE was available in Table 4 of the original paper 

 Jaeschke 1991, Patel 1991, March 1994, Woodfield 2005, Wallace 1994 - SE was derived using the p-value of one-sided paired t-test of 

the difference in score using the following code: 

generate t_stat = invt(2,p_value) 

generate se = abs(mean_outcome/t_stat) 

 Johannessen 1992, Pereira 1995, Zucker 2006, Joy 2014, Lipka 2017 – SE was derived from the 95% confidence interval using the 

following code: generate se = (UCI - LCI) /(2*invnorm(0.975)) 

 Mahon 1996: SE was derived from 95% confidence interval based on Student’s t distribution using the following code: generate se = (UCI 

- LCI) /(2*invt(DF, 0.975)) 

metan difference se_difference  if Outcome == "outcome", random  **/fixedi is used for fixed effect model 

 local p = r(p_het)    

 local sum_es =  r(ES) 

 local sum_es_se = r(seES) 

 local tau2=  r(tau2) 

 local I_sq =  r(i_sq) 

post `memory' ("`study'") ("`outcome'")  (`sum_es') (`sum_es_se')  (`tau2') (`I_sq') (`p') 
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Statistical codes for analysis results of studies reporting person-level outcome effects 

egen id = group(Patient) 

generate tx = 0 if Exposure == "Placebo" 

 replace tx = 1 if Exposure == "Intervention"  

egen period_seq = seq(), from(1) to(18) */varies based on the number of periods*/ 

local outcome = "Specific_outcome"    

 /* fixed baselines and random treatment effects */ 

 xtmixed Result  tx i.id || id: tx  if Outcome == "`outcome'"  , nocons 

  estimates store D 

  matrix estimates = e(b) 

  local point_estimate_ran_bas_ran_tx = estimates[1,1] 

  local sd_estimate_rand_base_random_tx = (exp(estimates[1,10])) 

   

  matrix variances = e(V) 

  local point_se_rand_base_random_tx = sqrt(variances[1,1]) 

  local point_low_ran_bas_ran_tx = `point_estimate_ran_bas_ran_tx' - invnormal(0.975) * `point_se_rand_base_random_tx' 

  local point_up_ran_bas_ran_tx = `point_estimate_ran_bas_ran_tx' + invnormal(0.975) * `point_se_rand_base_random_tx' 

   

  local sd_se_rand_base_random_tx = sqrt(variances[10,10]) 
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  local sd_lower_rand_base_random_tx = (exp(ln((`sd_estimate_rand_base_random_tx')) - invnormal(0.975) * 

`sd_se_rand_base_random_tx')) 

  local sd_upper_rand_base_random_tx = (exp(ln((`sd_estimate_rand_base_random_tx')) + invnormal(0.975) * 

`sd_se_rand_base_random_tx')) 

  

 /* fixed baselines and common treatment effect -- linear regression */  

 xtmixed Result  tx i.id  || id: if Outcome == "`outcome'" , nocons  

  estimates store E  

 

 /* fixed baselines and person interactions */  

 regress Result i.tx##i.id if Outcome == "`outcome'" 

  estimates store F 

  

 /* fixed baselines and common effects */  

 regress Result tx i.id if Outcome == "`outcome'" 

  estimates store G 

   

  matrix estimates = e(b) 

  local point_estimate_fix_bas_com_tx = estimates[1,1] 
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  matrix variances = e(V) 

  local point_se_fix_bas_common_tx = sqrt(variances[1,1]) 

  local t_stat = `point_estimate_fix_bas_com_tx' /  `point_se_fix_bas_common_tx' 

  local point_low_fix_bas_com_tx = `point_estimate_fix_bas_com_tx' - invt(e(df_r), 0.975) * `point_se_fix_bas_common_tx' 

  local point_up_fix_bas_com_tx = `point_estimate_fix_bas_com_tx' + invt(e(df_r), 0.975) * `point_se_fix_bas_common_tx'  

   

 lrtest D E 

  local p_random_RANDOM_FIXED_tx =  r(p)  

   

 lrtest F G 

  local p_person_by_treat =  r(p)  

   

 post `memory'  ("Study") ("`outcome'") 

Please note: Depending on the outcome, xtmixed or meqrlogit or meqrpoisson was used. 


