2
[bookmark: _Toc112859895]

[bookmark: _Toc131579272][bookmark: _Toc112859896][bookmark: _Toc125741559]Table 1. Summary of randomized clinical trials’ characteristics included in the systematic review
	General information

	
	N. of RCTs included
	33

	
	N. total 
	11034

	Characteristics of studies

	
	Median of sample size 
	252

	
	Minimum sample size 
	22

	
	Maximum sample size
	1705

	
	N. of studies with sample size per arm N≥ 100
	19

	
	N. Multicenter studies
	29

	
	N. Studies that analysed outcomes at 4 weeks follow-up
	2

	
	N. Studies that analysed outcomes at 12 weeks follow-up
	6

	
	N. Studies that analysed outcomes at 16 weeks follow-up
	8

	
	N. Studies that analysed outcomes between 22 and 24 weeks of follow-up
	15

	
	N. Studies that analysed outcomes between 48 and 52 weeks of follow-up
	2

	
	N. Studies funding by pharmaceutical companies
	31

	Characteristics of participants

	
	Age (mean (SD))
	47.70 (2.07)

	
	Symptoms duration in years (median (IQR))
	6.34 (2.64)

	
	Weight in Kg (median (IQR))
	85.70 (1.52)

	
	% of women (median (IQR))
	50.00 (10.40)

	
	N. of studies that included participants with previous biological treatment 
	15

	
	% participants with axial ou enthesitis
	64.00 (15.34)

	
	% participants with peripheral arthritis (including dactylitis)
	37.14 (19.11)

	Intervention Arms

	
	N. of studies with Adalimumab
	11

	
	N. of studies with Certolizumab Pegol
	1

	
	N. of studies with Etanercept
	4

	
	N. of studies with Golimumab
	4

	
	N. of studies with Infliximab
	4

	
	N. of studies with Secukinumab
	11

	
	N. of studies with Tofacitinib
	2

	
	N. of studies with MTX isolated
	1

	
	N. studies with no treatment
	2

	
	N. studies with placebo
	28

	Outcomes analysed

	
	N. of studies that analysed ACR 50
	28

	
	N. of studies that analysed PSARC
	13

	
	N. of studies that analysed HAQ-DI continuous
	29

	
	N. of studies that analysed HAQ-DI dichotomous
	8

	
	N. of studies that analysed disease activity (DAPSA, DAS28, CDAI or MDA) continuous
	20

	
	N. of studies that analysed disease activity (DAPSA, DAS28, CDAI or MDA) dichotomous
	14

	
	N. of studies that analysed pain
	14

	
	N. of studies that analysed quality of life
	22

	
	N. of studies that analysed skin disease (PASI) continuous
	10

	
	N. of studies that analysed skin disease (PASI) dichotomous
	23

	
	N. of studies that analysed serious adverse events
	25

	
	N. of studies that analysed total adverse events
	22

	Abbreviations: N: Number; IQR; interquartile range



[bookmark: _Toc125741561][bookmark: _Hlk124940039]Table 2. Summary of Findings 1: Biological Treatments compared to placebo for Psoriatic Arthritis - ACR50 
	Summary of findings:

	Biological Treatment effects to ACR 50 outcome (6-month follow-up) in the treatment of Psoriatic Arthritis patients

	Population: Psoriatic Arthritis patients
Intervention: Biological Treatments (Adalimumab, Etanercept, Infliximab, Golimumab, Secukinumab, Certolizumab pegol, Tofacitinib)
Comparator (reference): Placebo
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	Biological Treatments
	Anticipated absolute effect* (95% CI)
	Relative Effect
(95% CI)
	№ of participants
(studies)
	Certainty of evidence
(GRADE)
	Ranking

	
	Without intervention
	With intervention
	
	
	
	

	Secukinumab
	8 per 100
	32 per 100
(22 to 46)
	RR 4.13
(2.87 to 5.94)
	2535
(7 RCTs)
	⨁⨁⨁⨁
High
	1º - P-score = 0.77

	Infliximab
	12 per 100
	44 per 100
(22 to 88)
	RR 3.79
(1.87 to 7.68)
	403
(3 RCTs)
	⨁◯◯◯
Very Low
	2º - P-score = 0.66

	Adalimumab
	13 per 100
	46 per 100
(32 to 67)
	RR 3.58
(2.47 to 5.19)
	1957
(7 RCTs)
	⨁⨁⨁⨁
High
	3º - P-score = 0.62

	Certolizumab pegol
	13 per 100
	42 per 100
(17 to 100)
	RR 3.37
(1.34 to 8.49)
	409
(1 RCT)
	⨁⨁◯◯
Low
	4º - P-score = 0.57

	Golimumab
	12 per 100
	38 per 100
(20 to 71)
	RR 3.15
(1.68 to 5.90)
	347
(3 RCTs)
	⨁⨁⨁⨁
High
	5º - P-score = 0.51

	Tofacitinib
	12 per 100
	38 per 100
(21 to 71)
	RR 3.11
(1.67 to 5.77)
	472
(2 RCTs)
	⨁⨁⨁◯
Moderate
	6º - P-score = 0.49

	Etanercept
	24 per 100
	65 per 100
(34 to 100)
	RR 2.71
(1.42 to 5.18)
	623
(3 RCTs)
	⨁⨁⨁◯
Moderate
	7º - P-score = 0.39

	Placebo
	-
	-
	Reference comparator
	-
	-
	-

	* The risk of intervention group (and 95% confidence interval) is based on the assumed risk of the comparator group and the relative effect of the intervention (and 95% confidence interval).
CI: Confidence interval; RR: Risk ratio

	GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very Low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.



Table 3. Summary of Findings 2: Biological Treatments compared to placebo for Psoriatic Arthritis - PsARC 
	Summary of findings:

	Biological Treatment effects to PsARC outcome (6-month follow-up) in the treatment of Psoriatic Arthritis patients

	Population: Psoriatic Arthritis patients
Intervention: Biological Treatments (Adalimumab, Etanercept, Infliximab, Golimumab, Certolizumab pegol, Tofacitinib)
Comparator (reference): Placebo
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	Biological Treatments
	Anticipated absolute effect* (95% CI)
	Relative Effect
(95% CI)
	№ of participants
(studies)
	Certainty of evidence
(GRADE)
	Ranking

	
	Without intervention
	With intervention
	
	
	
	

	Etanercept
	23 per 100
	76 per 100
(46 to 100)
	RR 3.27
(1.98 to 5.42)
	265
(2 RCTs)
	⨁⨁◯◯
Low
	1º - P-score = 0,91

	Infliximab
	28 per 100
	75 per 100
(47 to 100)
	RR 2.64
(1.65 to 4.22)
	304
(2 RCTs)
	⨁⨁◯◯
Low
	2º - P-score = 0.78

	Certolizumab pegol
	33 per 100
	78 per 100
(44 to 100)
	RR 2.35
(1.33 to 4.14)
	409
(1 RCT)
	⨁⨁◯◯
Low
	3º - P-score = 0.68

	Adalimumab
	31 per 100
	61 per 100
(44 to 84)
	RR 1.95
(1.41 to 2.69)
	652
(4 RCTs)
	⨁⨁⨁◯
Moderate
	4º - P-score = 0.53

	Tofacitinib
	36 per 100
	58 per 100
(39 to 86)
	RR 1.62
(1.09 to 2.40)
	474
(2 RCTs)
	⨁◯◯◯
Very low
	5º - P-score = 0.37

	Golimumab
	73 per 100
	85 per 100
(47 to 100)
	RR 1.17
(0.64 to 2.13)
	42
(1 RCT)
	⨁◯◯◯
Very low
	6º - P-score = 0.17

	Placebo
	-
	-
	Reference comparator
	-
	-
	-

	* The risk of intervention group (and 95% confidence interval) is based on the assumed risk of the comparator group and the relative effect of the intervention (and 95% confidence interval).
CI: Confidence interval; RR: Risk ratio

	GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very Low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.



Table 4. Summary of findings 2: Biological Treatments compared to placebo for Psoriatic Arthritis – serious adverse events
	Summary of findings:

	Biological Treatment effects to serious adverse events outcome in the treatment of Psoriatic Arthritis patients 

	Population: Psoriatic Arthritis patients
Intervention: Biological Treatments (Adalimumab, Etanercept, Infliximab, Golimumab, Secukinumab, Certolizumab pegol, Tofacitinib)
Comparator (reference): Placebo
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	Biological Treatments
	Anticipated absolute effect* (95% CI)
	Relative Effect
(95% CI)
	№ of participants
(studies)
	Certainty of evidence
(GRADE)
	Ranking

	
	Without intervention
	With intervention
	
	
	
	

	Golimumab
	4 per 100
	1 per 100
(0 to 13)
	RR 0.34
(0.04 to 3.17)
	93
(2 RCTs)
	⨁◯◯◯
Very Low
	1º - P-score = 0.83

	Secukinumab
	4 per 100
	3 per 100
(2 to 5)
	RR 0.85
(0.59 to 1.23)
	2706
(7 RCTs)
	⨁⨁◯◯
Low
	2º - P-score = 0.64

	Adalimumab
	2 per 100
	2 per 100
(1 to 3)
	RR 0.89
(0.59 to 1.34)
	1957
(6 RCTs)
	⨁◯◯◯
Very Low
	3º - P-score = 0.60

	Etanercept
	4 per 100
	3 per 100
(1 to 11)
	RR 0.86
(0.25 to 3.01)
	265
(2 RCTs)
	⨁◯◯◯
Very Low
	4º - P-score = 0.58

	Tofacitinib
	2 per 100
	2 per 100
(1 to 8)
	RR 1.23
(0.30 to 5.00)
	474
(2 RCTs)
	⨁◯◯◯
Very Low
	5º - P-score = 0.41

	Infliximab
	1 per 100
	2 per 100
(0 to 15)
	RR 2.00
(0.26 to 15.24)
	214
(2 RCTs)
	⨁◯◯◯
Very Low
	6º - P-score = 0.26

	Certolizumab pegol
	4 per 100
	8 per 100
(3 to 19)
	RR 1.74
(0.72 to 4.22)
	409
(1 RCT)
	⨁⨁◯◯
Low
	7º - P-score = 0.20

	Placebo
	-
	-
	Reference comparator
	-
	-
	-

	* The risk of intervention group (and 95% confidence interval) is based on the assumed risk of the comparator group and the relative effect of the intervention (and 95% confidence interval).
CI: Confidence interval; RR: Risk ratio

	GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very Low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.
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